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DEDICATION

To the late Dr. John Harter 
whose vision resulted in the creation of the 

Food and Drug Administration’s Pilot Drug Evaluation Staff, 
a short-lived but remarkable laboratory for bureaucratic innovation.

 Its legacy includes the renewal of FDA-approved psychedelic research 
and an enduring institutional framework emphasizing science over ideology.
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Prof. Frederick Michael Scherer                                                           Richard Elliot Doblin 
  

                              ABSTRACT                                          

 Part 1 of this dissertation analyzes the historical development and current status of
the regulation of medical research with psychedelic drugs and marijuana. The analysis is
based on interviews with current and former government officials, review of published and
unpublished documents, and on-going discussions with all known researchers who have
filed applications within the previous fifteen years seeking permission to conduct any
human studies with psychedelics, or studies with marijuana in patient populations. A
special analysis is made of the creation in 1989 and dissolution in 1995 of FDA’s Pilot
Drug Evaluation Staff, an extraordinary bureaucratic experiment that, among its many other
accomplishments, established FDA’s current policy of evaluating psychedelic and
marijuana protocols with the same standards FDA uses for the review of all other studies. 

Part 2 analyzes regulatory, ethical and methodological issues involved in the design
of the Phase III studies that FDA requires to evaluate the safety and efficacy of the medical
uses of psychedelics and marijuana. The standard of proof that FDA uses to evaluate data
about other drugs, comparison to placebo,  is determined to be optimal for the review of
data about psychedelics and marijuana. A two-arm protocol design comparing psychedelic
psychotherapy against psychotherapy alone is concluded to be “adequate and well-
controlled.” Taking into account political considerations, a four-arm study is proposed
comparing three groups receiving high, medium or sub-threshold (placebo) doses of
psychedelic psychotherapy with an unblinded group receiving the best alternative treatment.
The economic implications of this enhanced design are determined not to impose an
excessive burden on research sponsors. 

Part 3 is an exercise in policy design for the regulation of the hypothetical
prescription use of psychedelic psychotherapy. The legal basis for FDA’s authority to
impose special restrictions is reviewed, as is the regulation of thalidomide, methadone,
GHB, and electroconvulsive therapy. The proposed system restricts prescribing authority
to specially-licensed and trained psychiatrists working within clinical settings meeting
minimum standards. Distribution is directly to psychiatrists through the mail from one
centralized production and distribution facility. A national registry of patients is proposed to
track all treatment sessions.
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PREFACE

This dissertation has three parts, each of which focuses on a different aspect of the
regulation of the medical uses of psychedelic drugs and marijuana in the United States. Part
1  examines the history and current status of the regulation of medical research using
psychedelic drugs and marijuana.  Part 2 analyzes various ethical, regulatory and
methodological issues addressed in designing and evaluating the research studies that FDA
will require to investigate the safety and efficacy of psychedelics and marijuana. Part 3
proposes a hypothetical regulatory regime governing the potential prescription use of
psychedelic drugs for a variety of clinical indications.

 The primary emphasis of this dissertation will be on regulatory issues of
consequence for psychedelic psychotherapy research and potential prescription use of
psychedelic drugs.  Regulation of the medical uses of marijuana will also be examined,
though to a lesser extent, due to the close interplay between the political pressures, laws,
and regulatory dynamics that govern the medical uses of marijuana and the psychedelics.

What is a Psychedelic Drug?
 

The word “psychedelic” was coined in 1956 by psychiatric researcher Dr.
Humphry Osmond, who combined the Greek word psyche (mind) with delein (to make

manifest) to create a new word meaning “mind manifesting.”1  Dr. Osmond created the
word “psychedelic”to describe a class of substances that catalyze the emergence into
conscious awareness of previously unconscious, subconscious, repressed or filtered
cognitions, perceptions and emotions, in a manner somewhat  similar to dream states.  Dr.
Stanislav Grof, the world’s foremost psychedelic researcher, described LSD as a non-

specific amplifier of the unconscious.2  The effects of psychedelic drugs are distinct
pharmacologically and psychologically from stimulants, sedatives, analgesics, inebriants
(alcohol), anti-depressants and anti-anxiety drugs.  Other terms that have been used to
describe this class of drugs include hallucinogens, delirients, fantasticants,
psychotomimetics, and entheogens.

 Psychedelic drugs include LSD (d-lysergic acid diethylamide), a synthetic drug
modified from compounds present in ergot, psilocybin (extracted from certain
mushrooms), mescaline (extracted from the peyote cactus), ibogaine (extracted from the

1Osmond H. A Review of the Clinical Effects of Psychotomimetic Agents. Annals New York Academy

of Science. 66 (1957):418.  Dr. Osmond first proposed the term psychedelic in 1956 within a poem he

sent to Aldous Huxley,  “To fathom hell or soar angelic, just take a pinch of psychedelic.” For more

backgroud on the development of the word, “psychedelic,” see: Osmond H. Predicting the Past: Memos on

the Enticing Universe of Possibility. New York: Macmillan Publishing Co., 1981: 81-82.

2Grof S. LSD Psychotherapy. New York: Hunter House, 1980: 32.
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iboga root), MDMA (methylenedioxymethamphetamine, a synthetic drug modified from
compounds present in nutmeg and sassafras), ketamine (a synthetic drug), DMT
(dimethyltryptamine, extracted from plants, present in certain toad excretions and the only
psychedelic substance that is endogenous to the human brain), and other related
substances.  Extended back into pre-history, psychedelics have been used by humankind
primarily as part of religious/healing rituals in which the participants sought and frequently
reported obtaining a direct experience of a mystical/spiritual nature, with associated healing
benefits both physical and psychological. Modern scientific research has primarily focused
on the use of psychedelics within either a psychotherapeutic context or as tools better to
understand the contents and processes of the mind. 

 While marijuana can be considered to have some psychedelic effects, the term
“psychedelic” as used within this dissertation will not include marijuana. Marijuana’s
impact on mental processes has not been the focus of most modern medical marijuana
research, and almost all proposed medical applications of marijuana are based on its direct
physiological effects.  

Part 1–  Historical Review
 Chapters 1 (pp.5-70) and 2 (pp. 71-129) of this dissertation focus on the history of

the regulation of psychedelic drug and medical marijuana research on human subjects in the
United States.  Emphasis is placed on the gradual accretion of state, federal and
international regulations governing the conduct of scientific research with psychedelics and
marijuana, and on the ebb and flow of internal bureaucratic and external political forces that
have worked to facilitate or limit such research. Chapter 1 covers the period 1874-1988,
concluding at a time when psychedelic and medical marijuana research had been completely
halted. Chapter 2 covers the period 1989 to the summer of 2000, beginning with the
establishment of the Food and Drug Administration’s (FDA) Pilot Drug Evaluation Staff
(PDES), the organizational unit within FDA that approved the renewal of psychedelic and
medical marijuana research.

Chapter 3 (pp. 130-190) investigates the Pilot Drug Evaluation Staff itself, herein
after referred to as Pilot Drug.  Chapter 3 is based on a series of interviews conducted in
1999 and 2000 with key FDA personnel  involved in Pilot Drug’s establishment, operation
and elimination, on published trade press literature, media, and peer-reviewed journals, on
publicly available as well as unpublished governmental investigations of Pilot Drug 
(General Accounting Office (GAO) and Office of Inspector General (OIG) reports), and on
an “Internal Assessment” of Pilot Drug not available in the public record or obtainable
through FOIA request.

The historical analysis seeks to demonstrate that government policy toward human
clinical research into the potential medical applications of psychedelics has varied over the
decades from open acceptance (1874-1962), growing concern (1963-1964), near total
prohibition (1965-1989), cautious acceptance (1989-1996), reevaluation and retreat (1997-
mid-1999) and, beginning in mid-1999 and for the foreseeable future, a return to a policy
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of cautious acceptance.
From 1906-1989,  FDA’s changing policies of psychedelic research acceptance and

growing disapproval closely track the social and political concerns about the non-medical
use of psychedelics.  From 1990 to the present, FDA’s fluctuating policies of renewed
openness, retreat and reevaluation, and return to cautious acceptance have been primarily
determined not by external political pressures but by the choices and legacy of the small
number of FDA personnel who authorized, created and worked within Pilot Drug.

Medical marijuana research followed a somewhat different pattern.  The period of
open acceptance of research into marijuana’s medical uses began when research started
around 1850 and ended in 1941, when marijuana was removed from the United States
Pharmacopeia and National Formulary.  Since that time, five research studies conducted
from 1979-1983 examined smoked marijuana’s medical use in controlling nausea in cancer
chemotherapy patients.  In the 1990s, Pilot Drug permitted the renewal of medical
marijuana research, but only one study has so far been initiated, in HIV+ patients. The
regulatory environment for medical marijuana research has been more restrictive than for
psychedelic research due to the monopoly by the National Institute on Drug Abuse (NIDA)
of the supply of marijuana (but not psychedelics) that can be used in FDA-approved

research.3

Part 2–  Regulatory, Ethical and Methodological Issues in Psychedelic Research
As medical marijuana and psychedelic psychotherapy research is gradually

conducted, both in the United States and abroad, the task of evaluating the data generated
will be complicated by challenging methodological issues and passionately divisive political
controversy. In order to protect and promote the health and safety of research subjects,
patients, and the general public, a variety of difficult regulatory, ethical and methodological
issues need to be examined carefully.  Part 2 is a contribution toward that effort. 
  Chapter 4 (pp.191-254) begins by reviewing different standards of proof that FDA
could use to evaluate whether data about the medical use of marijuana or a psychedelic drug
are sufficient to justify approval for prescription use.  The analysis addresses regulatory,
ethical and methodological considerations.  Chapter 4 focuses in large part on problems with
and alternatives to the use of randomized placebo-controlled double-blind studies with
substances whose powerful subjective effects usually enable patients and experimenters to
pierce the blind. Chapter 4 concludes that there are no compelling justifications for using
any different standard of proof than the one FDA uses with most other drugs it reviews, that

3There will be occasional references throughout this dissertation to a non-profit organization called the

Multidisciplinary Association for Psychedelic Studies (MAPS).  MAPS was founded in 1986 and is

currently directed by this author. MAPS raises funds from its over 1700 members and supports

government-approved clinical research into the risks and benefits of psychedelic drugs and marijuana. MAPS

supports projects in a variety of countries, primarily the United States, Switzerland,  and Russia, and is

seeking to support studies in Spain and Israel. For more information, see www.maps.org. 
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being the comparison of the medical use of the test drug, in this case psychedelic
psychotherapy or marijuana, with placebo. 

Chapter 5 (pp. 255-298) recognizes that the controversial nature of claims about
beneficial uses of psychedelics and marijuana will necessitate a higher standard of proof and
more complex protocol designs. Chapter 5 includes a critical evaluation of all currently-
approved psychedelic psychotherapy protocols around the world and proposes an enhanced
design for any large-scale Phase III trials on the safety and efficacy of psychedelic
psychotherapy.  The economic implications of this enhanced design are evaluated and
determined not to impose an unreasonable burden on sponsors of research into potential
medical uses of psychedelics or marijuana.

Part 3–  A Proposal for the Regulation of Psychedelic Psychotherapy
Chapter 6 (pp.299-368) is an exercise in regulatory policy design.  This chapter

begins with the assumption that FDA has been presented with sufficient data proving the
safety and efficacy of psychedelic psychotherapy for at least one clinical indication. The
chapter then reviews the range and limits of FDA power to control the medical use of
prescription medicines.  The authority of the Drug Enforcement Administration (DEA) to
control the prescription use of controlled substances is also evaluated.  In an attempt to
learn by analogy, the regulatory systems for the control of the medical use of methadone,
thalidomide and electroconvulsive therapy are analyzed.

Chapter 6 proposes a rigorous regulatory regime for the control of psychedelic
psychotherapy. The primary features of this proposal are the limitation of prescribing
power to board-certified psychiatrists, the requirement that all prescribers participate in a
specialized training and educational program, the licensing of facilities within which
psychedelic psychotherapy can take place, mail-order distribution from a single source, and
a national patient registry to record all treatment sessions.  Within such a regulatory system,
psychedelic psychotherapy could possibly make a positive contribution to the health and
welfare of the American public.
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                                                          CHAPTER 1
THE EVOLUTION OF THE REGULATION OF THE MEDICAL USES

OF PSYCHEDELIC DRUGS AND MARIJUANA

   Scholarly investigations into the medical properties of psychedelic drugs and
marijuana began in the United States in the 19th century within a completely open

regulatory environment. The FDA was not yet established.4  Neither physicians5 nor

pharmacists6 were required to have licenses. Consumers as well as physicians could

purchase whatever drugs they chose without prescriptions.7  Medicines did not need to

identify their contents.8 Research protocols did not need to be given prior approval by

any Federal agency.9 Patients did not need to sign “informed consent forms” outlining

the risks of participating in the research protocol.10  Protocols did not need to be approved

by local Institutional Review Boards (IRB).11 No state had yet established its own review

4Pure Food and Drug Act of 1906. 59 P.L. 384; 59 Cong. Ch. 3915; 34 Stat. 768. June 30, 1906.

5In 1889, the Supreme Court upheld  the right of States to require licenses for physicians, which were to

be obtained from State Boards of Health. Dent v. West Virginia, 129 U.S. 114 (1889).  Justice Field,

delivering the opinion of the Court, stated, “The power of the State to provide for the general welfare of its

people authorizes it to prescribe all such regulations as, in its judgment, will secure or tend to secure them

against the consequences of ignorance and incapacity as well as of deception and fraud.“

6Around the turn of the century, almost all pharmacists were licensed by State Boards.  Temin P.

Taking Your Medicine: Drug Regulation in the United States.Cambridge: Harvard University Press, 1980:

22.

7The Harrison Narcotic Act of 1914 required prescriptions for narcotics, but no other drugs. Sec 2 (a) and

(b), 63 P.L. 223; 63 Cong. Ch. 1; 38 Stat. 785. January 17, 1914.  Prescriptions for certain non-narcotic

drugs began to be required  by FDA after the passage of the Federal Food, Drug, and Cosmetic Act of 1938.

75 P.L. 717; 75 Cong. Ch. 675; 52 Stat. 1040. June 25, 1938.

8Prior to the Pure Food and Drug Act of 1906, the only federal regulation over the content of drugs was

US Customs Service examination of all imported drugs. Drugs were to be forfeited if the manufacturer’s

name and place of preparation was not accurately identified and were to be denied entry if it was determined

that the drugs were adulterated or deteriorated. Importations of Drugs and Medicines Act of 1848. 30 Cong.

Ch. 70; 9 Stat. 237. June 26, 1848.

9Prior federal approval to conduct clinical research in humans with unapproved drugs was required by

Sec. 103 (b) of the 1962 Kefauver-Harris Amendments to the 1938 Food, Drug, and Cosmetic Act. 87 P.L.

781; 76 Stat. 780. October 10, 1962. 

10Federal Policy for the Protection of Human Subjects, 56 FR 28,003 (June 18, 1991) (codified by

adopting agencies in various sections of the Code of Federal Regulations). Also, FDA regulations

governing informed consent can be found at 21 CFR 50 (1998).

5



board for approval of psychedelic or marijuana research.12 Researchers did not need
federal permits from the Drug Enforcement Administration to possess, administer or

transport any psychedelic drug or marijuana.13 There were no national standards for the

protection of research subjects.14 There was no additional review committee of the
National Institute of Mental Health that had to approve all federally funded research projects

in humans with psychedelics 15 or Public Health Service review committee that had to

approve all medical marijuana research projects in patient populations.16  There were no

international codes of ethics for human research.17 18 There were no international treaties

that criminalized the non-medical uses of marijuana19 and psychedelics,20 21 authorized

11Rules concerning IRBs were first issued on February 8, 1966 by the Surgeon General of the United

States Public Health Service (USPHS).  The National Institutes of Health (NIH) Policies for the Protection

of Human Subjects were codified at 45 CFR 46 (1974). FDA regulations governing institutional review

boards can be found at  21 CFR 56 (1998).

12California is the only such state, with the California Research Advisory Panel empowered to approve all

research with Schedule I and II drugs. Cal Health & Saf Code § 11480 (2000): Research as to marijuana and

hallucinogenic drugs; Research Advisory Panel; Membership; Proceedings. 

13Controlled Substances Act of 1970. 91 P.L. 513; 84 Stat. 1236. October 27, 1970.

1445 CFR 46.

15On January 20, 1999 Dr. Steve Hyman, Director of the National Institute of Mental Health (NIMH),

announced that NIMH was going to establish a special national safety review panel to evaluate “risky”

research protocols either funded by NIMH grants or conducted intramurally. Federally funded studies

administering psychedelics to human subjects would need to be reviewed by this committee.  

16Announcement of the Department of Health and Human Services' Guidance On Procedures for the

Provision of Marijuana for Medical Research, May 21, 1999. http://www.mpp.org/hhsguide.html

17The Nuremberg Code on Permissible Medical Experiments, from Trials of War Criminals before the

Nuremberg Military Tribunals under Control Council Law No. 10. Vo. 2, Nuremberg, October 1946 -

April 1949. Washington, DC: U.S. Government Printing Office, 1949: 181-182.

18Declaration of Helsinki. Adopted by the 18th World Medical Assembly, Helsinki, Finland, 1964, and as

revised by the 29th World Medical Assembly, Tokyo, Japan, 1975.

19The Single Convention on Narcotic Drugs (US Treaty Series Vol. 520, US Treaties and other

International Agreements. Vol. 18 Part 2, 1967, p. 1407-1431.), which concluded on March 30,1961, and

entered into force in the United States on June 24, 1967. The Single Convention on Narcotic Drugswas

amended by the 1972 Protocol Amending the Single Convention on Narcotic Drugs, 1961.

http://www.incb.org/e/ind_conv.htm

20The Convention on Psychotropic Substances (US Treaty Series. Vol. 1019, US Treaties and other

International Agreements. Vol 32 Part 1, 1979-80: 543-571) was concluded in Vienna, Austria on February

21, 1971. This treaty was a further expansion of the international system of controls on drugs and

supplemented the Single Convention on Narcotic Drugs. The Convention on Psychotropic Substances was
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licenses for scientists  conducting medical research with psychedelics22 and marijuana,23

or required annual production quotas for psychedelic drugs or marijuana used in research

and medicine.24 25 All of these would come later (see chart).
 Scientists in the 19th century faced an empty regulatory space when considering

the conduct of human clinical research with psychedelics, marijuana or any other drug or

device that they could obtain or invent.26 Researchers could move from inspiration to
implementation all in the same morning.  The only constraint on the conduct of medical
research came from non-binding medical codes of ethics.  In 1847, The American Medical
Association (AMA) adopted  “Principles of Medical Ethics,” which didn’t explicitly discuss
medical research. It’s core principle was the statement, “In every consultation, the benefit

to be derived by the patient is of first importance.”27 The oldest code of medical ethics
was the Hippocratic Oath,  attributed to the ancient Greek physician Hippocrates.  The
Hippocratic Oath’s primary tenet, to which adherence was voluntary,  was “I will 
prescribe regimen for the good of my patients according to my ability and my judgment and

not self-executing and needed to be enacted into U.S. law to take effect domestically. The Psychotropic

Substances Act of 1978, 95 P.L. 633, 92 Stat. 3768. November 10, 1978 was written to “enable the

United States to meet all of its obligations under the Convention.” The treaty itself entered into force with

respect to the United States on July 15, 1980. http://www.incb.org/e/ind_conv.htm 

21 The Single Convention on Narcotic Drugs and the Convention on Psychotropic Substances were

further supplemented by the United Nations Convention Against Illicit Traffic in Narcotic Drugs and

Psychotropic Substances, December 20, 1988, ratified by the US in the International Narcotics Control Act

of 1992  102 P.L. 583; 106 Stat. 4914. November 2, 1992.  http://www.incb.org/e/ind_conv.htm

22Article 8 of the Convention on Psychotropic Substances.

23Article 30 of the Single Convention on Narcotic Drugs.

24Articles 12, 19-21 of the Single Convention on Narcotic Drugs, Article 16 of the Convention on

Psychotropic Substances. Quotas on production of Schedule I drugs are in Section 306 of the CSA (21

U.S.C. 826). 

25For an overview of the international treaties, see Rexed B, Edmondson K, Khan I and Samsom R.

Guidelines for the Control of Narcotic and Psychotropic Substances—In the context of the international

treaties.Geneva: World Health Organization. 1984.

26 “...no 19th century federal legislation dealt generally with the safety or effectiveness of food and drugs

marketed throughout the United States.”  Hutt P, Merrill, R. Historical Background—The Evolution of

Federal Food and Drug Legislation. Food and Drug Law: Cases and Materials-Second Edition, University

Casebook  Series.Westbury, New York: Foundation Press, 1991: 8.

27Fishbein M. A History of the American Medical Association, 1847-1947. Philadelphia: Saunders,

1947, 35-40.  The core elements of the code were initially proposed in 1803 by Thomas Percival, an

English physician. About as close as the AMA’s code got to addressing medical research was the statement,

“It is unprofessional to promise radical cures; to boast of cures and secret methods of treatment and

remedies.” 

7



 

                                               DEVELOPMENT OF REGULATIONS GOVERNING MEDICAL RESEARCH WITH PSYCHEDELICS AND MARIJUANA IN THE U.S.
 
                                                    CELLS IN BOLD REPRESENT U.S. LAWS, REGULATIONS, GUIDELINES THAT DIRECTLY INFLUENCE RESEARCH

REVIEW OF PHS REVIEW
CREATION OF FDA/ FDA/NIDA CONTROL OVER DEA NIH-FUNDED OF MEDICAL INT. TREATIES

INFORMED IRB PRIOR IND Advisory Comm. NON-MEDICAL LICENSING OF PSYCHEDELIC  MARIJUANA REG. OF RESEARCH
CONSENT APPROVAL APPROVAL Guidelines USE OF DRUGS PHYSICIANS PROTOCOLS PROTOCOLS PROD. QUOTAS

Fed. Funded Only Priv. funded
Nuremburg,1947 Pure Food & Drug NIDA Technical Harrison Narcotic Single 

FIRST NIH  Act of 1906  Review of Act of 1914 Controlled FDA/NIMH HHS Convention
1962 Amendments Intramural  June 1906 Hallucinogens  December 1914 Substances Committee Guidelines On Narcotic 
to 1938 Act Review,1953  July 1992 Act of 1970 Review,1967  May 1999 Drugs
 October 1962 Marijuana Tax  October 1970  June 1967

DHEW Rules, 1938 Amends. FDA Drug Abuse Act of 1937
Helsinki, 1964  February 1966 to 1906 Act Advisory Cmt  August 1937 Controlled  Psychotropic
Revised,  June 1938  July 1992 Substances Substances Act
Hong Kong, 1989   DHEW Rules Drug Abuse Act of 1970 November '78

 May 1974 1962 Amends. Control Amend. Regulating
Belmont, 1978 to 1938 Act of 1965  Treatment of US Ratifies

HHS 45 CFR 46  October 1962  July 1965 Narcotic Addicts Convention on
HHS 45 CFR 46 Rev., March 1983  October 1970 Psychotropic
Revised, March 1983 LSD Possession Substances

Restric. 1968 NIDA Guidelines  July 1980
Common Rule Common Rule  October 1968 For Research
16 Fed. Agencies  June 1991 With Drugs Of UN Convention
 June 1991 FDA Rules Controlled Abuse and Drug Against Illicit 
FDA Rules  June 1991  Substances  Abusers Traffic in Narcotic
 June 1991 Act of 1970  June 1997 Drugs and Psycho-

 October 1970 Tropic Substances
National Bioethics NIMH Policy 1988
Advisory Committee Emergency Sch. Statement For  
 June 1999 of MDMA,1985 Research in International  
  July 1985 21USC 823 (b) Mentally-Ill Conference on
FDA 21 CFR 50 FDA 21 CFR 56 21 CFR 312 21 CFR 1301 Patients Harmonization 

HHS 45 CFR 46 Controlled  January 1999 Of Technical 
Substances Requirements for 

 Analogue Act Registration of
  October 1986 Pharmaceuticals

for Human Use
21 USC (801) 1989
21 CFR 1308.11

 



never do harm to anyone. To please no one will I prescribe a deadly drug, nor give advice

which may cause his death.” 28

 In today’s regulatory context, researchers who have private, non-governmental
funding to conduct psychedelic and medical marijuana research in patient populations need
to budget a minimum of three to six months for the protocol design and approval

process.29 The likelihood of obtaining final approval is greater for psychedelic research

than for medical marijuana research.30  Researchers seeking federal funding for
psychedelic and medical marijuana research in patient populations need to budget at least a

year for the grant review process,31 with the likelihood of obtaining a grant for medical

marijuana research greater than that for psychedelic research.32  
    

ERA OF OPEN ACCEPTANCE - 1874-1962
.  

Psychedelic Research Begins
Psychedelic research can be considered to have begun in earnest in the United

States around 1874. At that time, Benjamin Paul Blood self-published a 37-page pamphlet
that described in detail the insights into consciousness and philosophy that he derived from

his self-experiments with the inhalation of nitrous oxide gas.33  Nitrous oxide had been

discovered in 1772 by Joseph Priestley in England,34 where over the following decades

its anesthetic and inebriating  qualities had attracted the most attention.35  Though nitrous
oxide was used in the United States for entertainment in carnival side shows and as an

28Hippocrates lived from 460 BC - 377 BC.  With surprising relevance to modern medical controversies,

the Hippocratic Oath also proscribed abortion, and sex between doctor and patient. 

29For several decades, neither pharmaceutical companies nor major foundations have provided funding for

psychedelic psychotherapy research.

30Due to issues related to the different sources of supply for research-grade marijuana and psychedelics.

This is discussed more fully in Chapter 2.

31The National Institutes of Health grant cycles take about a year from initial submission to dispersal of

funds.

32 Due to issues related to differences in levels of public support for research into the medical properties of

marijuana and psychedelics. This is discussed more fully in Chapter 2.

33Blood B. The Anesthetic Revelation and The Gist of Philosophy.Amsterdam, N.Y. [no publ.]: 1874.

37 pages.

34Priestley also discovered oxygen, nitrogen and ammonia. He was driven out of England in 1791 as a

result of his revolutionary political views and subsequently emigrated to America.

35Davy H. Researches, Chemical and Philosophical; Chiefly Concerning Nitrous Oxide, or

Dephlogisticated Nitrous Air, and its Respiration. London: Printed for J. Johnson by Biggs and Cottle,

Bristol, 1800. 
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anesthetic in dentistry from the 1840s onward,36  Blood was the first person in the United
States to publish a systematic discussion of the psychological and philosophical
implications of the subjective effects of nitrous oxide.    

 In 1882, Harvard psychologist William James,  after reading and being inspired by
Benjamin Paul Blood’s 1874 pamphlet,  published his own paper about the subjective

effects of nitrous oxide.37  James discussed his self-experiments with nitrous oxide and
reported that these experiences had assisted him to better understand  Hegel’s philosophy
of the unification of opposites within a higher-order synthesis.  James remarked:

The keynote of the experience is the tremendously exciting sense of an
intense metaphysical illumination. Truth lies open to the view in depth
beneath depth of almost blinding evidence. The mind sees all the logical
relations of being with an apparent subtlety and instantaniety to which
its normal consciousness offers no parallel; only as sobriety returns, the
feeling of insight fades, and one is left staring vacantly at a few
disjointed words and phrases, as one stares at a cadaverous-looking
snowpeak from which the sunset glow has just fled, or at the black

cinder left by an extinguished brand.38

 In 1887,  clinical research into the peyote cactus began in the United States with the
publication by Dr. J.R. Briggs  of Dallas, Texas of an article reporting the results of his

self-experimentation with peyote.39 The peyote cactus, which had been used for at least

two millennia in religious rituals by Native Americans in Mexico,40  had come to the

attention of  Dr. Briggs as a result of its use by  North American Indians.41   Dr. Briggs
mailed 5 bushels of peyote to Parke-Davis Pharmaceutical company, Detroit, Michigan,
which that same year mailed dried samples to Berlin pharmacologist Louis Lewin for
analysis.

36For more information about the history of Nitrous Oxide, see Shedlin M, Wallechinsky D, with Salyer

S. (eds.) Laughing Gas—Nitrous Oxide.Berkeley: Ronin Press, 1992. 

37James W. Subjective Effects of Nitrous Oxide. Mind7 (1882): 186-208.

38Ibid.

39 Briggs J. Mescale Buttons—Physiological Effects: A Mexican Fruit with Possible Medicinal Virtues.

Medical Register 1 (April 7, 1887): 276-77.

40Hofmann A, Schultes R. Plants of the God.Maidenhead, England: McGraw-Hill, 1979: 48.

41Stewart O. Peyote Religion: A History. Norman, Oklahoma: University of Oklahoma Press, 1987: 7.

For a discussion of a Supreme Court case (Employment Division of Oregon v. Smith)  involving Native

American claims of a religious freedom exemption to laws criminalizing the use of peyote, see Smith,

Huston and Snake, Reuben. One Nation Under God—The Triumph of the Native American Church. Santa

Fe: Clear Light Publishers, 1996. 
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 In 1888,  Dr. Lewin published the first report of the chemistry of peyote.42   On
July 23, 1897, mescaline was identified as the primary psychoactive component of peyote
by Dr. Arthur Heffter, a full professor at Leipzig Institute, Germany. Dr. Heffter had
conducted a self-experiment testing mescaline, which he had extracted from peyote,  for

psychoactive effects.43 In 1897,  the editor of the prominent Journal of the American
Medical Association  published a description of the subjective effects of peyote in a non-

Native American. The report was written by A. Weir Mitchell,44 a physician and author

from Philadelphia who subsequently introduced William James to peyote.45 James
commented that the nausea he experienced after consuming a small amount of the peyote

made him decide to “take the visions on trust.”46 
James continued to experiment with nitrous oxide,  which did not make him

nauseous.  In his 1902 classic Varieties of Religious Experience, James discussed how his
nitrous oxide experiences helped him generate hypotheses about the workings of
consciousness itself. His comments hint at some of the reasons for the enduring nature of

scholarly, scientific interest in psychedelic research.   According to James:   

Our normal waking consciousness, rational consciousness as we call it,
is but one special type of consciousness, whilst all about it, parted from
it by the flimsiest of screens,  there lie potential forms of consciousness
entirely different. We may go through life without suspecting their
existence, but apply the requisite stimulus, and at a touch  they are there
in all their completeness, definite types of mentality which probably
somewhere have their field of application and adaptation. No account of
the universe in its totality can be final which leaves these other forms of
consciousness quite disregarded. How to regard them is the question —
for they are so discontinuous with ordinary consciousness. Yet they may
determine attitudes though they cannot furnish formulas, and open a
region though they fail to provide a map. At any rate, they forbid a

premature closing of our accounts with reality.47  

42Lewin L. Über Anhalonium lewinii.  Archiv für Experimentelle Pathologie und Pharmakologie

24 (1888): 401-411.

43Holmstedt B, Liljestrand G, eds. Readings in Pharmacology. New York: The Macmillan Company,

1963: 208-209.

44Editor. Dr. S Weir Mitchell’s Experiments with the Mescal Button. JAMA28 (1897): 501-503,

reporting on Mitchell  S. The Effects of Anhelonium Lewinii (the Mescal Button). British Med J 2

(1896): 1625-1629.

45Klüver H. Mescal and Mechanisms of Hallucinations.Chicago: University of Chicago Press, 1966: 15-

17.

46Ibid., 17.
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Nitrous oxide is still in medical use in 2000,  as a dental anesthetic. It has been
compared favorably to alternative anesthetic medications since it is not considered to impair

higher cognitive tasks such as memory after the sedation wears off.48

The Pure Food and Drugs Act of 1906
 Support for the passage of some regulations over the food and drug supply had

been building for several years prior to the passage of the 1906 Act.  In 1906, the United

States Congress passed the Pure Food and Drugs Act,49 in large part as a result of public
outrage about unsanitary conditions in the meatpacking industry  generated by Upton

Sinclair and other muckrakers50 and concerns over fraudulent patent medicines exposed in

a ten-part Colliers series by Samuel Hopkins Adams.51  This Act primarily focused
regulatory attention on the advertising, labeling and purity of foods and drugs sold in
interstate commerce. This was the first major Federal legislation that attempted to control
food and drugs that were neither imported nor exported, but solely marketed within the
United States. Enforcement authority was vested in the Department of Agriculture. 

 Medicines and foods that contained  a specified list of “narcotic” drugs such as
morphine, heroin, opium, cocaine and cannabis indica were specifically required to

disclose on the label the amounts of such drugs that were present.52 No psychedelic drugs
were included in this list.  No restrictions were placed on maximum potencies,  advertising,
or age of consumer. Premarketing approval by FDA for any drug, even those narcotics
whose presence had to be disclosed in foods and medicines, was not required. All these
medications could be sold over the counter.

The primary enforcement mechanism created by the Act was the requirement that
the labeling on the package of food or drugs not be “false or misleading in any

particular.”53  Manufacturers were subject to penalties if foods or drugs contained

47James W. Varieties of Religious Experience New York: MacMillan Publishing, 1961 edition: 305. 

48Thompson J, Neave N, Moss M, Scholey A, Wesnes K, Girdler N.  Cognitive properties of sedation

agents: comparison of the effects of nitrous oxide and midazolam on memory and mood.  British  Dentistry

J ournal187 (Nov 27, 1999) 10:557-62.

49Pure Food and Drugs Act 59 P.L. 384; 59 Cong. Ch. 3915; 34 Stat. 768. June 30, 1906.

50Sinclair U. The Jungle.New York: Doubleday and Co., 1906.

51FDA CDER Timeline: Chronology of Drug Regulation in the United States.

http://www.fda.gov/cder/about/history/time1.htm

52A complete list of the psychoactive ingredients in medicines that had to be disclosed is found in Section

8, and includes “alcohol, morphine, opium, cocaine, heroin, alpha or beta eucane, chloroform, cannabis

indica, chloral hydratem or acetanilide, or any derivative or preparation of any such substance contained

therein.” None of these substances are psychedelic drugs. Foods were not required to disclose the presence of

alcohol but otherwise the lists for medicines and foods were identical.
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impurities or additives that were not listed on the label.  By requiring full disclosure on the
label, the Act helped provide consumers with accurate information about the contents of the
food and drugs they purchased. However, dangerous ingredients in foods and drugs and
ineffective ingredients in drugs could still be sold as long as their presence was disclosed
on the label. While no false or misleading claims could be made about the contents
themselves, the Supreme Court ruled in 1911 that the Act did not regulate medical claims

on the label.54 Furthermore, statements made by manufacturers that were not placed on

the label, such as advertising, were not regulated.55  
The only check on claims of therapeutic efficacy that existed at this time was not

regulatory in nature, but came from the American Medical Association’s Council on
Pharmacy and Chemistry. In 1905, the Council was established and instituted a policy
requiring companies seeking to advertise in AMA and related journals to submit evidence
supporting their claims to the Council.  Only claims that were approved by the Council

would be permitted to be included in advertisements.56  

The Harrison Narcotic Act of 1914

 In 1909, the importation of opium for non-medical uses was criminalized, 57 but
no further restrictions were placed on patent medicines containing opium, morphine,
heroin, cannabis and other narcotic substances. In 1914,  roughly at the midpoint between
the 1906 Pure Food and Drugs Act and the enactment of Prohibition in 1920, the Harrison
Narcotic Act established licensing, taxation and the control over the manufacture, sale and

possession of opiates and cocaine.58 Since the Harrison Act of 1914 involved taxation,

enforcement authority was vested in the Treasury Department.59 

Medical uses of opiates and cocaine were not banned, 60 and research and

53 Section 8, of Pure Food and Drugs Act.

54United States v. Johnson,  221 U.S. 488 (1911).

55The Sherley Amendment of 1912. 62 P.L. 301; 62 Cong. Ch. 352; 37 Stat. 416, August 23, 1912, did

regulate false or misleading claims, but only if the manufacturer did not believe the claims, a factor difficult

to prove.

56Fishbein M. A History of the American Medical Association, 1847-1947. Philadelphia: Saunders,

1947: 220-243. see also FDA CDER Timeline: Chronology of Drug Regulation in the United States.

http://www.fda.gov/cder/about/history/time1.htm

57Opium, Restrictions on Importing Narcotic Drugs Import and Export Acts 60 P.L. 221; 60 Cong. Ch.

100; 35 Stat. 614 , February 9, 1909. The International Opium Commission was the first international

body that dealt with narcotic drugs, and met in Shanghai in 1909.  The International Opium Convention

was the first international drug control treaty, and was signed at the Hague in 1912. 

58Harrison Narcotic Act of 1914. 63 P.L. 223; 63 Cong. Ch. 1; 38 Stat. 785. January 17, 1914.

59Sec 10, 63 P.L. 223; 63 Cong. Ch. 1; 38 Stat. 785. 
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treatment with these drugs could proceed without prior federal approval. However, for the
first time for any drug, prescriptions from a licensed physician or dentist were required for
patients to purchase medicines with quantities of opiates and cocaine above a specified 

limit. 61 The physician, dentist 62 and pharmacist 63 were all required to keep records
for two years of all drugs dispensed or distributed. 

  Left unclear by the Act was whether the exception for the medical uses of opiates
and cocaine meant that those drugs could be supplied to addicts by physicians as part of the
treatment of addiction, either to prevent withdrawal through maintenance or to ease
withdrawal through the provision of gradually decreasing doses. In 1919, the Supreme
Court refused to review the convictions of several physicians and licensed druggists who
had been arrested for providing large quantities of opiates to addicts without adequate

medical care, in most  cases primarily motivated by financial gain.64  These convictions,
sustained immediately prior to the establishment of Prohibition, were interpreted broadly as
a warning that even the responsible provision of narcotics to treat narcotic addiction was
illegal.  Treasury agents aggressively prosecuted physicians who provided narcotics to

patients, regardless of the impact of the prosecutions on the health status of the patients.65

Although the Supreme Court subsequently clarified its position on this issue in 1925 when
it ruled that  the Harrison Narcotic Act did not prevent the medical use of opiates to treat

addiction,66 the medical profession remained intimidated and subsequently refrained from

treating addicts with opiates.67 According to John Kaplan, the ban was enforced by,  
“medical associations, state laws, threats of federal prosecution, and the whole range of
governmental and non-governmental sanctions; nor was it disputed by the vast majority of
medical practitioners, who regarded  narcotic addicts as extremely difficult and unsatisfying

patients.”68

60Sec. 2.

61Sec. 6.

62Sec 2 (a). Physicians, dentists and veterinary surgeons were required to keep records for all prescriptions

“except such as may be dispensed or distributed to a patient upon whom such physician, dentist and

veterinary surgeon shall personally attend.”

63 Sec 2 (b).

64Trader v. United States, 260 F. 923 (3rd Cir. 1919).  Oakshette v. United States, 260 F. 830 (5th Cir.

1919). Thompson v. United States, 258 F. 196 (8th Cir. 1919).  Workin v. United States,  260 F. 137

(2nd Cir. 1919). Melanson v. United States,  256 F. 783 (5th Cir. 1919).

65King R. Narcotic Drug Laws and Enforcement Policies.  Law Contemp Prob 

22 (Winter 1957): 122-123.

66Linder vs. United States,  268 U.S. 5 (1925).

67Lindesmith A.  The Addict and the Law. Bloomington, Indiana University Press, 1965: 3-35.

68Kaplan J.  The Hardest Drug: Heroin and Public Policy. Chicago: University of Chicago Press, 1983:

63.
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Halting the use of opiates to treat addiction is the first historical instance where the
criminalization of the non-medical use of a class of drugs, in this case the opiates,  gave
enforcement authorities sufficient power to eliminate the medical use of the same drugs for
certain indications, even though no legislation explicitly outlawed such medical uses. As
will be described shortly, the medical use of marijuana also came to an end  shortly after the
passage of the Marijuana Tax Act of 1937, which was primarily aimed at non-medical
users.  The  period  from 1966-1990 of almost total suppression of psychedelic research
followed a somewhat similar pattern in which psychedelic research, though not explicitly
prohibited, was nevertheless increasingly proscribed after the non-medical use of LSD was
criminalized.

Clinical research with mescaline and peyote was not affected by the Harrison
Narcotic Act.  At the University of Chicago, Dr. Kluver conducted research on the effect of
mescaline on perception. In 1928, he published the first scientific monograph in English on

the subject.69  Research with mescaline also took place in Europe. In 1927, German
physician Kurt Beringer published a description of his mescaline studies in research

subjects.70 One subject of his, who reportedly felt that the remarkable visual images he
experienced should be captured in film, was subsequently hired by Walt Disney as the chief

visualist for the Disney film, Fantasia.71 

Marijuana Tax Act of 1937

 Marijuana was first mentioned in an American medical text in 1843 72 and was

added to the United States Dispensary in 1854.73  Dozens of research papers on various
medical uses of marijuana were published in the medical literature during the late 19th and

early 20th centuries.74 The medical use of marijuana had not been affected by  the 1906
Federal Pure Food and Drug Act or the Harrison Narcotic Act. Marijuana remained widely
used in a variety of medical applications throughout the period of Prohibition. However, a
growing sentiment against the non-medical use of marijuana was building at the state level

and accelerated after the repeal of Prohibition in 1933.75 

69Klüver H.  Mescal: The “Divine” Plant and its Psychological Effects.London:  Kegan Paul, Trench,

Trubner and Co., 1928.

70Beringer K. Der Meskalinrausch (The Mescaline Inebriation). Monogra. Gesamtgeb. Neurology and

Psychiatry49 (1927): 1-315.

71Stafford P. Psychedelics Encyclopedia.Berkeley: Ronin Publishing, 1992: 113. Fantasia was released

in 1940. In an interview on 11/30/1999, Peter Stafford was unable to recall his source for this claim, which

was not referenced in his book. However, he was confident the report was accurate.

72Pereira J. The Elements of Materia Medica and Therapeutics. Philadelphia: Lea and Blanchard, 1843.

73Abel E. Marijuana: The First Twelve Thousand Years. New York: Plenum, 1980.

74Mikuriya T. Marijuana: Medical Papers, 1839-1972. Oakland: Medicomp, 1973.
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In 1937, largely through what has been called “shrill propaganda by Federal
authorities [especially  Harry J. Anslinger, Commissioner of the Federal Bureau of

Narcotics]  in support of the Uniform Narcotic Drug Act,”76  Congress passed the

Marijuana Tax Act.77  This Act was a revenue act with enforcement authority vested in the
Treasury Department. The Act set fees of $1 an ounce for specified industrial or medical

uses78 and $100 an ounce for unspecified uses,79 with tax evasion penalties for users
who failed to pay the appropriate tax.  The $100 per ounce fee established  for the non-
medical, non-industrial use of marijuana effectively ended such uses. The $1 tax on the
medical use of marijuana was not sufficiently high to end the medical use of marijuana,
which continued to be prescribed.  

Ironically,  prosecutions for failure to pay the tax for non-medical uses of marijuana
as required by the Marijuana Tax Act were declared unconstitutional in 1969 by the United
States Supreme Court in a marijuana possession case against Dr. Timothy Leary. The
Court based its decision on the rationale that payment of the tax would violate the right

against self-incrimination.80 81

The 1938 Amendments to the Pure Food and Drug Act of 1906
As with the 1906 Act,  efforts to enact a new law increasing the regulation of food

and drugs preceded the passage of the 1938 Act by several years,82 with the impetus for

75Bonnie R , Whitebread C.  The Forbidden Fruit and the Tree of Knowledge: An Inquiry into the Legal

History of American Marijuana Prohibition.” Virg L Rev  56 (1970) 971:1083-1149.

76Bonnie R.  Marijuana Use and Criminal Sanctions.Charlottesville, Virginia: The Michie Co., 1980: 1.

77Marijuana Tax Act of 1937. 75  P.L. 238. 75 Cong. Ch. 553; 50 Stat. 551. August 2, 1937.

78Sec 7 (a) (1). 

79Sec 7 (a)  (2).

80Leary v. United States, 395 U.S. 6 (1969).  The Court stated, “At the time petitioner acquired

marihuana [this was the preferred spelling at the time, but has been largely replaced by marijuana] he was

confronted with a statute which on its face permitted him to acquire the drug legally, provided he paid the

$100 per ounce transfer tax and gave incriminating information, and simultaneously with a system of

regulations which, according to the Government, prohibited him from acquiring marihuana under any

conditions. We have found those regulations so out of keeping with the statute as to be ultra vires. Faced

with these conflicting commands, we think petitioner would have been justified in giving precedence to the

higher authority: the statute. 'Literal and full compliance' with all the statutory requirements" would have

entailed a very substantial risk of self-incrimination." 

81Criminal sanctions against the non-medical possession of marijuana were placed on sound constitutional

footing after Congress passed the Controlled Substances Act of 1970. 91 P.L. 513; 84 Stat. 1236. October

27, 1970.

82FDA first proposed changes in the 1906 law in 1933, when a bill was introduced into the Senate but

not passed.
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final passage coming from a tragic incident that forced politicians to take action.83  In
1937, 107 people, many of them children, died as a result of taking  “Elixir Sulfanilamide,”
a sore throat medicine that contained diethylene glycol,  an untested ingredient used as a

solvent with unexpected toxicity.84   In 1938,  in part as a result of public outrage against
dangerous and impure medications, Congress passed  the Federal Food, Drug, and

Cosmetic Act of 1938, which substantially expanded and updated the 1906 Act.85

Cosmetics86 and devices87 as well as drugs were subject to regulation. Manufacturing

plants were subject to inspection.88 The FDA could issue injunctions89 as well as
institute seizures and prosecutions.

 The new Act required that, prior to obtaining approval for marketing,  drug
manufacturers submit to FDA  a New Drug Application (NDA) containing adequate

evidence demonstrating the safety of a drug for its intended uses.90  The FDA was given a

60-day period within which to raise objections.91  If none were raised,  the drug could be
marketed. If objections were raised, no further requirements for a timely decision were
placed on FDA. Prior FDA approval to conduct research in human subjects with new
drugs, including marijuana and psychedelics,  was not required, nor was pre-marketing

proof of efficacy required. 92  
Efficacy was still regulated primarily through the requirement that the labeling not

be “false or misleading in any particular.”  However, the 1938 Act eliminated the prior legal

83Drayer J, Burns J.  From Discovery to Market: The Development of Pharmaceuticals. Burger’s

Medicinal Chemistry and Drug Discovery. Fifth Edition, Vol. 1  Principles and Practices. ed. Manfred

Wolff. NY: Wiley and Sons, (1995): 254. 

84 Young F. Commissioner of FDA, Remarks before Association of Food and Drug Officials, 92nd

Annual Conference, Hartford, Ct. 6/23/1988.  http://www.fda.gov/bbs/topics/SPEECH/SPE00008.htm.

85Federal Food, Drug, and Cosmetic Act of 1938. 75 P.L. 717; 75 Cong. Ch. 675; 52 Stat. 1040.  June

25, 1938.

86Chap. 6, Sec. 601-604.

87Sec. 201 {h) and Chap. 5, Sec 501-505.

88Sec. 704. The development of Good Manufacturing Practices (GMP) began in 1941, after “nearly  300

deaths and injuries result from distribution of sulfathiazole tablets tainted with the sedative, phenobarbital.”

FDA CDER Timeline: Chronology of Drug Regulation in the United States.

http://www.fda.gov/cder/about/history/time1.htm

89Sec. 302.

90Sec. 505 (b) 1.

91Sec 505 (c).

92Sec. 505 (i) “The Secretary shall promulgate regulations for exempting from the operation of this

section drugs intended solely for investigational use by experts qualified by  scientific training and

experience to investigate the safety of drugs.”
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requirement that claims were to be considered false or misleading only if the manufacturer

or marketer had an  intent to defraud.93

The 1938 Act also contained several important provisions changing FDA policy
regarding the labeling requirement for drugs.  The quantity of all active ingredients needed

to be included on the label,94 as well as explicit directions for the safe use of the product,

with warnings about dangers.95  For the first time, a psychedelic drug, peyote, came
under regulation, with the requirement that any  drug that contained any amount of a
specified list of narcotic and hypnotic drugs (including opium, heroin, codeine, cocaine,
marijuana, and peyote, and derivatives of all the drugs, which also brought mescaline
under the regulations) had to be sold with a label that said, “Warning - May be Habit

Forming.”96 The fact that Congress decided to include peyote in this list  suggests that
either the use of peyote by members of the Native American Church or the medical research
with mescaline had attracted the attention of FDA or some Congressional representatives.
No other restrictions were placed on the sale of peyote or mescaline,  and both could still
by purchased by anyone without prescription.

The most important change to the labeling requirements was the option given to
drug manufacturers to opt out of providing any information whatsoever on the label other
than a general warning, the exact language of which would be determined  by FDA, as long

as the label was “not necessary for the protection of the public health.” 97  This provision
was interpreted by FDA to mean that the full information required on the label would not be
necessary if the manufacturer would agree that the drug would be made available to patients
only by prescription from a physician. As a result of this opportunity for manufacturers to
seek an exemption from the labeling requirements, two classes of non-narcotic drugs were
created, over-the-counter drugs that anyone could purchase without a prescription, and
prescription drugs available only with a prescription from a physician.  The limits on
consumer choice and self-medication that the current regulations enforce got their start in
1938, despite the claims of the drafters of the law that self-medication was not meant to be

threatened by the new law.98

The Gradual Prohibition of Marijuana’s Medical Use 
Continued lobbying against the medical use of marijuana by  Commissioner

93Sec. 201 (n).

94Sec. 502 (b) (2).

95Sec. 502 (f).

96Sec. 502 (d).

97Sec. 502 (f) (2).

98Temin P. The Origin of Compulsory Drug Prescriptions. J Law Econ(April 1979): 91-105.  The dual

system of over-the-counter and prescription drugs was formalized in the Durham-Humphrey Amendment of

1951, 82 P.L. 215; 82 Cong. Ch. 578; 65 Stat. 648. October 25, 1951.
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Anslinger contributed to the gradual delegitimization of marijuana’s medical uses. In 1941,

marijuana was removed from the United States Pharmacopeia and National Formulary.99

For the second time, the non-medical use of a drug was criminalized, which led in
relatively short order to the suppression of its medical uses. 

 The national security concerns of World War II catalyzed an increase in
government-funded research into the possible uses of an expanding number of psychedelic

drugs and marijuana as non-lethal incapacitants, brainwashing and interrogation agents.100

101 102  In the United States, this research was conducted under the auspices of the Office

of Strategic Services (OSS), the predecessor to the CIA.103 While the removal of marijuana
from the National Formulary in 1941 prevented medical physicians from prescribing
marijuana,  in 1942 the OSS initiated an active program of research into the potential use of
marijuana as a truth serum. Commissioner Anslinger became a member of the OSS

research committee.104 
 In 1945, after a period of debate regarding the actual dangers of marijuana,  the

American Medical Association finally yielded to continuing pressure from Commissioner

Anslinger105 and published an editorial concurring in the view that marijuana was “a

menace wherever it is purveyed.”106 Clinical research with marijuana was still legally
possible if prior permission was obtained from the  Federal Bureau of Narcotics, but no
non-military research actually took place. Thus,  criminalization of a drug not only
suppressed its medical use but further had the effect of squelching medical research. 

The Discovery of LSD
  LSD was first synthesized in 1938 by Dr. Albert Hofmann,  a Swiss chemist

working for Sandoz Pharmaceuticals, in the hope of developing a “circulatory and

respiratory stimulant (an analeptic).”107  After some initial animal testing that didn’t seem

99Grinspoon L and Bakalar J. Marijuana: The Forbidden Medicine.New Haven: Yale University Press,

1993: 8.

100Lee M, Schlain B.  Acid Dreams- LSD, the CIA and the Sixties Rebellion. New York: Grove Press,

1985.

101Marks J. The Search for the Manchurian Candidate.New York: Times Books, 1979.

102Buckman J. Brainwashing, LSD, and CIA: Historical and Ethical Perspective. Int J Soc Psychiat23

(Spring 1977) 1:8-19.

103The CIA was created in 1947 and dramatically expanded military-related psychedelic research. National

Security Act of 1947.  80 P.L. 253; 80 Cong. Ch. 343; 61 Stat. 495. July 26, 1947.

104Lee, Schlain: 1.

105Anslinger H. The Psychiatric Aspects of Marijuana Intoxication.  JAMA 121 (1943): 212-213.

106Editorial.  Marijuana Problems.  JAMA127 (1945): 1129.

107Hofmann A. LSD- My Problem Child. New York: McGraw-Hill, 1980: 12.
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promising, no further work was conducted.  On April 16, 1943, Dr. Hofmann
resynthesized some LSD after having “ a peculiar presentiment- the feeling that this
substance could possess properties other than those established in the first
investigations...This was quite unusual.”  While resynthesizing the LSD,  Dr. Hofmann
discovered the psychedelic properties of LSD  as a result of an accidental exposure to a
minute amount of LSD. His lab notes for that day report:

I was forced to interrupt my work in the laboratory in the middle of the
afternoon and proceed home being affected by a remarkable restlessness,
combined with a slight dizziness. At home I lay down and sank into a not
unpleasant intoxicated-like condition, characterized by an extremely
stimulated imagination. In a dreamlike state, with eyes closed ( I found
the daylight to be unpleasantly glaring), I perceived an uninterrupted
stream of fantastic pictures, extraordinary shapes with intense,
kaleidoscopic play of colors. After some two hours this condition faded

away. 108

    
Dr. Hofmann decided to conduct a planned experiment to determine if LSD had

somehow been the cause of his unusual experiences. Three days later,  he cautiously self-
administered 250 micrograms,  an amount he thought would make a very small dose but
which is now considered to generate a full psychedelic experience.  As a result of his self-
experiment, Dr Hofmann confirmed the astonishing psychological power of extremely
small amounts of  LSD. He reported:

I had to struggle to speak intelligibly. I asked my laboratory assistant,
who was informed of the self-experiment, to escort me home. We went
by bicycle, no automobile being available because of wartime
restrictions... In spite of my delirious, bewildered condition, I had brief
periods of clear and effective thinking... Every exertion of my will,
every attempt to put an end to the disintegration of my ego, seemed to be
wasted effort.  I was seized by the dreadful fear of going insane. I was
taken to another world, another place, another time. My body seemed to
be without sensation, lifeless, strange. Was I dying? ...Slowly I came
back from a weird, unfamiliar world to reassuring everyday
reality...Now, little by little, I could begin to enjoy the unprecedented
colors and plays of shapes that persisted behind my closed
eyes...Exhausted, I then slept, to awake the next morning refreshed with
a clear head...Breakfast tasted delicious and gave me extraordinary
pleasure. When I later walked out into the garden, in which the sun
shone now after a spring rain, everything glistened and sparkled in a

108Ibid., 15.
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fresh light. The world was as if newly created. All my senses vibrated in
a condition of highest sensitivity, which persisted for the entire day...
     I could remember the experience of LSD inebriation in every detail.
This could only mean that the conscious recording function was not
interrupted, even in the climax of the LSD experience, despite the
profound breakdown of the normal world view...
      Since my self-experiment had revealed LSD in its terrifying, demonic
aspect, the last thing I could have expected was that this substance could
ever find application as anything approaching a pleasure drug. I failed,
moreover, to recognize the meaningful connection between LSD
inebriation and spontaneous visionary experience until much later, after
further experiments, which were carried out with far lower doses and

under different conditions.109

Dr. Hofmann and his associates at Sandoz theorized that LSD might have a dual
role in medicine,  in helping researchers to understand and treat mental illness, and in
training psychiatrists, who would be able to experience a “model psychosis” so as to gain
insight into the inner world of their patients. The first  scientific paper on the effects of LSD
was published in 1947. It reported on the administration of LSD by Sandoz researchers to

16 healthy normals and  6 schizophrenics.110

1947- Nuremberg Code
At the end of World War II, Allied authorities liberated the Nazi concentration

camps and learned that Nazi doctors at Dachau and elsewhere had conducted horrific
medical experiments on prisoners. Many of these studies were explicitly designed to result

in the death of the experimental subjects.111 In some mind-control studies at Dachau,

mescaline was administered.112 The horrors of the Nazi experiments were exposed to the

world during the Nuremberg trials and in subsequent books.113  The Nuremberg judges
had dual responsibilities, to punish the perpetrators of the inhumane medical experiments
and to do what was in their power to prevent the recurrence of similar atrocities. In 1947,
the Nuremberg Judges proposed the first  formal code of ethics for human research,

109Ibid., 16-20.

110 Stoll W. Lysergsaüre-diäthyl-amid, ein Phantastikum aus der Mutterkorngruppe. [LSD, a hallucinatory
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containing 10 basic principles.114 Among the most important principles were the
requirements that subjects give voluntary consent to participate in any study,  that there be a
balance between the risks to the subjects with the knowledge to be gained for the benefit of
society, that all unnecessary physical and mental suffering and injury be avoided, and that
the subject remain free to withdraw from the study at any point without penalty.  The
Nuremberg Code had informal moral authority, but was not enacted into US law or
regulation.

The Expansion of LSD Research
After its initial in-house research, Sandoz  began to distribute LSD free to

researchers around the world in exchange for research data, in the hope that a useful and

lucrative application for LSD would be discovered.115  LSD first appeared in the United
States in 1949, when Dr. Robert Hyde, Associate Director of the Harvard-affiliated Boston
Psychopathic Hospital (now Massachusetts Mental Health Center,  still affiliated with

Harvard) conducted a self-experiment with the assistance of Dr. Max Rinkel.116 Later in
1949, Dr. Rinkel, also at Boston Psychopathic,  was the first American to administer LSD

to a research subject.117 In 1950, the first paper based on research conducted in the United
States was published by Drs. Busch and Johnson, who tested LSD on neurotic patients
who had not been greatly  helped by alternative treatments. They reported “a reliving of
repressed traumatic episodes of childhood,"  and concluded, “on the basis of the
preliminary investigation, L.S.D. 25 may offer a means for more readily gaining access to
the chronically withdrawn patients. It may also serve as a new tool for shortening

psychotherapy. We hope further investigation justifies our present impression.”118   
The discovery of LSD,  of which extraordinarily small amounts had powerful

psychological effects, attracted the attention of the Central Intelligence Agency (CIA),

which began in 1951 to explore its use.119  CIA research was conducted by CIA
employees and through grants to outside researchers. Some of this early CIA-funded LSD

research took place at Harvard, under the direction of Dr. Robert Hyde.120 In San

114The Nuremberg Code on Permissible Medical Experiments, from Trials of War Criminals before the

Nuremberg Military Tribunals under Control Council Law No. 10. Vo. 2, Nuremberg, October 1946 -

April 1949. (Washington, DC: U.S. Government Printing Office, 1949): 181-182.
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Psychiat 108 (1952): 4572.
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Francisco, a series of experiments were carried out for over a decade using unwitting
volunteers. In some cases, subjects were lured by prostitutes to an experimental setting

disguised as a brothel, then dosed with LSD and observed through one-way mirrors.121

These experiments and others like them by security agencies in other countries had
occasionally devastating results. Lawsuits are still ongoing against the US, British and
Canadian governments,  filed by subjects seeking damages for their participation in some

of the more irresponsible and unethical government-conducted LSD testing programs.122

123 124   
Beginning in 1953, the National Institute on Mental Health (NIMH) also began

funding LSD research,125 while other projects were funded by foundations, universities,
private donors and, rarely, pharmaceutical companies.  In 1953, Sandoz began a
collaborative relationship with FDA, which distributed LSD on behalf of Sandoz to US-

based federally-funded researchers, and to the CIA research projects.126  The primary
evaluation of protocols was conducted by NIMH in the context of its funding decisions.
FDA provision of LSD was essentially automatic, with no protocol review conducted or
requirement to submit clinical data to FDA for evaluation. Sandoz also distributed LSD

120Lee, Schlain: 20.

121Lee, Schlain: 32.
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123Kelso P.  Patients sue over LSD treatment side effects.  Guardian (UK), page 2, Wednesday November
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directly to  non-government funded researchers.127

 Dr. Albert Kurland, who eventually assembled and directed the largest and most
productive group of psychedelic researchers in United States history,  began to conduct

LSD research in 1953 within a public hospital setting,128 According to Dr. Kurland, it was
relatively easy to obtain permission to conduct human research with psychedelics. He only
needed to obtain permission for his research from the Hospital Administrator, and the
subjects needed to sign a paper indicating they gave their consent to participate in the

study.129  
In 1954 in Los Angeles, Dr. Oscar Janiger, a psychiatrist/researcher in private

practice,  began administering LSD to relatively healthy normals as well as artists in a
naturalistic context designed to discover the commonalities of the LSD experience,  Dr.
Janiger’s study was without government funding, with subjects including Cary Grant, Jack

Nicholson, Anais Nin, Esther Williams, and other notables.130 131 Dr. Sidney Cohen,

UCLA and LA Veterans Administration,  studied LSD in healthy normals 132 as well as in

more therapeutic contexts.133

 By the middle of the 1950s,  LSD research was taking place in the United States,
Switzerland,  Germany, Italy, France, Czechoslovakia, Canada and several Scandinavian
countries. 

Early NIH Use of Peer Review
 In 1953, the first federal requirement for committee review of research protocols
was established, though this applied only to intramural research conducted at the new NIH

Clinical Center and was not widely adopted.134 
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Mescaline, Psilocybin and Ayahuasca
 The growing enthusiasm for the potential of LSD was matched by an increased

interest in mescaline.  In 1952,  Dr. Humphry Osmond, a British psychiatrist, and his
Canadian collaborator, Dr. John Smythies,  published a scientific article about the

relationship between mescaline, psychosis and schizophrenia.135 Studies at the Manhattan
State Hospital were conducted throughout the 1950s by Dr. Herman Denbar, who
investigated the use of mescaline in a total of 350 psychiatric inpatients, mostly

schizophrenics.136 Several researchers sought to compare mescaline to LSD,  which were

reported to have very similar subjective effects.137 138 139

 In 1954, Dr. Osmond introduced Aldous Huxley to mescaline, who subsequently
wrote a provocative and widely discussed account of his experience, The Doors of

Perception140  After the publication of  The Doors of Perception,mescaline in particular
and the psychedelic experience in general  attracted substantial  attention in non-medical
circles. A counter-reaction to its use began to develop among some traditional religious

academics who were uncomfortable with reports of drug-induced mystical experiences.141

134Federal Regulation of Human Experimentation, 1975.  Subcommittee on Health of the Committee of
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In 1955, Gordon Wasson,  a New York banker with an intense fascination with
mushrooms, discovered the continued existence of a long-hidden religious tradition
involving the use of psychoactive mushrooms,  practiced deep in the Mexican mountains

by a medicine woman named Maria Sabina and others. 142 Wasson sent samples of these
mushrooms for analysis to Dr. Albert Hofmann, who published an article in 1958 reporting
on his successful effort to synthesize and identify psilocybin as the principal active

ingredient.143 144 Wasson revealed his discovery in a main feature in Life145 a venue
provided by the publishers Henry and Clare Boothe Luce, both of whom had tried LSD

with self-reported favorable results.146  
In the mid-1950s, a psychoactive tea from the Amazon called ayahuasca, or yage,

had come to the attention of Allen Ginsberg, William Burroughs, and other representatives
of the “Beatniks” such as Jack Kerouac and Neal Cassady.  In 1956,  Burroughs and
Ginsberg wrote about their experiences with yage, drawing attention to the psychedelics

from yet another direction.147

World Health Organization Study Group
 In 1958, the World Health Organization (WHO) published the findings of an

international group of experts that it had convened to review the data from psychedelic

studies conducted at research centers  around the world.148 The report was enthusiastic
about the continuation of psychedelic research and  rejected the use of the term
“psychotomimetic” as an adequate description of the nature of the psychedelic experience.
This report marks the last time that the WHO reviewed the field of psychedelic research,
even though WHO has published an additional 738 publications in its Technical Report

series since the 1958 report.149
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On the Cusp of Trouble

By the end of the 1950s, over 500 papers on LSD had been published.150 In 1959,
the first international conference on LSD therapy was convened, funded by the Josiah
Macy Jr. Foundation, which had received funds from the CIA. The conference was chaired

by Dr. Hyde, who had also received funds from the CIA.151 In 1960, Dr. Sydney Cohen
reported on the results of his survey of forty-four psychedelic researchers whom he had
contacted in an effort to ascertain the risk to subjects from participating in psychedelic
research.  The researchers reported the number of adverse effects in about 5000 patients
who had taken LSD or mescaline more than a total of 25,000 times. The remarkably small
number of adverse effects, which compared favorably to patients left untreated or treated
with conventional medications, prompted Dr. Cohen to conclude, “considering the
enormous scope of the psychic responses it induces, LSD is an astonishingly safe

drug.”152 At this point in the history of psychedelic research, there seemed to be little basis
from which to predict the turmoil that was soon to arrive.

Harvard Psychedelic Research
 Beginning in 1960, Dr. Timothy Leary, lecturer in psychology, and Dr. Richard

Alpert, assistant professor of psychology and education, along with a growing number of
graduate students in Harvard’s Center for Research in Personality,  began a series of
experiments with psychedelic drugs. Psilocybin for research purposes was provided free to
Dr. Leary by Sandoz. From the time these studies began, they generated an increasing
amount of attention, controversy and backlash, and marked the concluding phase of the era
of open acceptance of psychedelic research in the United States.

Dr. Leary and associates began by trying to characterize the subjective effects of

psilocybin in a variety of naturalistic environments.153 This study enrolled at least 175
subjects, the largest number of experimental subjects of all the Harvard studies.  No
regulations prohibited Drs. Leary or Alpert, who were not medical doctors,  from

149 Maristela G  Monteiro, MD Ph.D., an official within the WHO Programme on Substance Abuse, has

taken an interest in the use of psychedelics to treat substance abuse. She reports that research needs to be
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administering psychedelic drugs to human subjects. Actual administration of the drugs did
not even need to take place under medical supervision.  The major guidelines that Dr. Leary
established to govern the administration of psilocybin in naturalistic environments were that
no subjects were to be given the drug alone; at least half the subjects in any experiment
were to be “experienced” with the drug;  a “warm, permissive naturally human setting” was
provided, preparatory non-drug acquaintance meetings were provided to all subjects new to
the drug or the group; and post-session follow-up discussions or meetings were to take

place.154

Over time, Dr. Leary expanded the research program to include an effort to catalyze
remarkable and rapid behavior change in prisoners approaching parole, hypothesizing that

the provision of positive psilocybin experiences could help reduce the recidivism rate.155

Dr. Leary was also the academic advisor to Ph.D. candidate Dr. Walter Pahnke, a medical
doctor and minister who conducted a double-blind placebo-controlled study of the potential
of psilocybin to generate powerful mystical experiences in divinity students taking

psilocybin in religious contexts.156    
 In mid-1961, Dr. Leary began self-administering LSD, which he obtained from

Michael Hollingshead,  who had purchased it from Sandoz.157 Intrigued by the effects of
LSD,  Dr. Leary  subsequently began administering it to others, though he conducted
formal research only with psilocybin.  The advantages of psilocybin were described by
Leary and associates as follows:

We have used several different substances (LSD, mescaline, psilocybin)
and continue to be interested in the potential of all of these. In the course
of our investigations, however, we have concentrated on the use of
psilocybin because of certain advantages. Specifically, these advantages
are (1), the duration of the major effect of the drug is short (about five
hours), (2), there are minimal somatic side effects and (3) there are few
cultural preconceptions regarding its effect...We have come to believe
that psilocybin has the potential to facilitate for an individual the

154Leary T.  Newsletter #1, Research Program on Consciousness-Altering Substances, February 1962: 13.

155Leary T, Metzner R, Presnell  M, Weil G, Schwitzgebel R, Kinne S.  A new behavior change pattern
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experience of major insights and problem solutions of an intellectual-

emotional nature.158

 As the number of people who had been given psilocybin grew larger, interest in the
psychedelic research project  spread among faculty and students at Harvard and at other
institutions in the Boston area.  A large planning meeting was held on October 8, 1961
attended by Professor Robert White, Chairman of the Department of Social Relations at
Harvard, other members of the Harvard community, and representatives from a variety of
institutions. 

Not all participants in the October 8, 1961 meeting were convinced that psilocybin
experiences were benefiting either the experimental subjects or the members of the research
team.  The most pointed criticism of the psilocybin experiments came from Dr. David
McClelland, Director of Harvard’s Center for Research in Personality. In a critique that
now seems prescient,  Dr. McClelland worried about the members of the research team,
who were consuming rather large and frequent doses of psilocybin. He commented in a
paper he prepared for the meeting:

Psilocybin appears to have promise, particularly in that it shakes up
rapidly or disorganizes maladaptive habitual modes of thought (as in
psychopaths) and results in insights into one’s own behavior. The two
chief problems an “outsider” sees are: 1. How to prevent it from
disrupting adaptive modes of thought, perhaps especially among those
who administer it, since they take it too, and 2. How to prevent the
absorption in one’s own thought processes from creating social
withdrawal, insensitivity, impulsivity, and an unrealistic sense of

omniscience.159

According to Dr. Leary, “The consensus of this meeting was that this research was
very exciting and should definitely be continued, but that a more formal administration was

called for.”160 Among the changes were the creation of a small advisory board to review
new research projects, and the addition of some medical safeguards.  Dr. Leary  arranged
for basic medical screening of subjects to take place under the auspices of the Harvard
University Health Services, with screening required prior to the participation of any subject
in a research project. No undergraduates were allowed to participate in research studies and

all subjects were supposed to be over 21 years of age.161 In case of emergency, University

158Newsletter #1, Research Program on Consciousness-Altering Substances, February 1962: 1.

159McClelland  D. Some Social Reactions to the Psilocybin Research Project. Unpublished paper prepared
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November 14, 1961
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Health Service doctors who were on 24-hour call were instructed to administer the major

anti-psychotic tranquilizer, thorazine, to “quiet the reaction.”162 

 Qualifications for the leaders of experimental sessions at which psilocybin was
administered were formalized.  A nucleus group composed of three faculty, Drs. Leary,
Alpert and Kahn, and five graduate students were all considered suitably trained to serve as
group leaders. New research assistants were limited to those who were able to “show a
strong interest in the program, complete the physical screening procedure, and participate in
at least two psilocybin sessions with member(s) of the present group in one of which they
serve as administrator. The results of these sessions are to be evaluated by the nucleus
group. A decision will be reached on the basis of whether the group feels confidence in the

individual’s ability to carry out a session.”163

On November 14, 1961, Dr Leary sent a letter to Sandoz outlining the new
administrative procedures and requesting an additional shipment of 2000 tablets of

psilocybin.164

On January 11, 1962, Drs. Leary and Alpert met informally with Mr. John Harvey,
Deputy Commissioner of the FDA, and Dr. William Kessenich, also of the FDA. In a
January 26, 1962 letter to Mr. Harvey, Dr. Leary summarized the content of the discussion
by stating that  “on the medical  -- non-medical status of research drugs. It is our
understanding that the Food and Drug Administration takes no position in this regard and
there is no objection to usage by responsible, recognized non-medical scientists working in
established institutional settings. The priority of state laws in this connection was

recognized.”165   
 In a January 1962 report to the Harvard community intended to inform and quell
rumors,  the research team reported that, “A recent rumor suggested that the punch at a
University function had been “spiked” with hallucinogens by a student who obtained the
material from us. In fact, our materials are carefully safeguarded and are signed out only to
the members of our staff ( who sign a requisition for all material) for specified research

purposes. We were unable to ascertain the source of this rumor.”166

On Good Friday,  April 1962,  Leary advisee Dr. Walter Pahnke conducted the

161Newsletter #1, Research Program on Consciousness-Altering Substances, February 1962: 12-13.
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classic “Good Friday” experiment at Marsh Chapel, at Boston University.   Rev. Howard
Thurman, Dr. Martin Luther King’s mentor, officiated during a Good Friday service at
which  twenty Andover Newton Theological Seminary students were randomly
administered a pill containing either a strong dose of 20 milligrams of psilocybin or an
active placebo of nicotinic acid.  The experiment was designed as a randomized, double-
blind matched control group study, with ten subjects in the psilocybin group and ten in the
control group. According to the self-report questionnaire that Dr. Pahnke developed to
measure the depth of a mystical experience, 9 out of the 20 subjects reported a mystical
experience. After data analysis, the blind was uncovered and Dr. Pahnke learned that 8 out
of the 9  subjects who had experienced a mystical experience were from the psilocybin
group while only 1 was from the control group.  Dr. Pahnke’s conclusion was that
psilocybin was able to catalyze a mystical experience in religiously-inclined subjects who
took psilocybin in a religious context. At the six-month follow-up,  the subjects reported

that their psilocybin-induced mystical experiences had had lasting benefits.167 Dr.
Pahnke’s conclusion, that psilocybin can facilitate mystical experiences that have long-
lasting benefits, has held up under the scrutiny of a twenty-five year follow-up study with

the original subjects conducted by this author.168

Throughout 1961 and 1962, Dr. Leary and associates administered a series of
psilocybin experiences to prisoners inside Concord Prison, with the goal of reducing their
rate of recidivism. No special regulations governed research with prisoners, unlike current
regulations which recognize that the special circumstances imposed by the loss of freedom
make the ability of prisoners to give fully uncoerced consent to participate in research

highly unlikely.169 170 Though Dr. Leary widely reported the claim that his experimental
team had  dramatically reduced recidivism and criminal behavior in the group of prisoners

to whom they administered  psilocybin,171 172  173 this claim was shown to be false and
misleading by a thirty-four year follow-up study of the criminal justice system records of

167Pahnke W, Richards W.  Implications of LSD and Experimental Mysticism.  J Relig  Health 5 (1966):

399-429.

168Doblin R.  The Good Friday Experiment- A twenty-five year follow-up and methodological critique.  

J Transpers Psych 23 (1991) 1:1-28.

16945 CFR 46, Subpt. C (1998).

170The ability of children to give their informed consent is also suspect. Special regulations govern the

participation of children in research studies. 45 CFR 46, Subpt. D.; 34 CFR 97, Subpt. D (1998).

171Leary T, Metzner  R.  Use of psychedelic drugs in prisoner rehabilitation.  Brit J Soc Psychi 2 (1968):

27-51.

172Leary T. The effects of consciousness-expanding drugs on prisoner rehabilitation. Psyched Rev10

(1969): 20-44.

173Metzner R.  Reflections on the Concord Prison Project and the Follow-up Study. J  Psychoact  Drugs

30 (1998) 4:427-428.

31



the original subjects, also conducted by this author.174 
Throughout the later half of 1962, Drs. Leary and associates began the process of

building an independent base of financial and organizational support that was not formally
affiliated with Harvard.  By October 1962, they had established a non-profit foundation
called the International Federation for Internal Freedom (IFIF) and began seeking members

and donations.175

 
ERA OF GROWING CONCERN —  1962-1964

1962 Kefauver-Harris Amendments to the 1938 Food, Drug, and Cosmetic Act
Efforts to enhance the powers of the FDA had been developing in Congress for

several years prior to the passage of the 1962 Kefauver-Harris Amendments to the 1938
Food, Drug, and Cosmetic Act. The primary focus of Senator Kefauver’s hearings on the
regulation of the pharmaceutical industry, initiated in 1959, had been on the high price of
medicines, with a secondary focus on giving FDA power to review the efficacy of drugs as

well as their safety.176  According to an FDA document, “The original impetus for the
effectiveness requirement was Congress’s growing concern about the misleading and
unsupported claims being made by pharmaceutical companies about their drug products,

coupled with high drug prices.”177  Efforts to require manufacturers to prove the efficacy
of their products were opposed by AMA,  which held the view that, “a drug’s efficacy
varies from patient to patient. Hence any judgement concerning this factor can only be

made by an individual physician who is using the drug to treat an individual patient.” 178 
 In the early 1960s,  news came to the United States from Europe, Japan and

Canada of thousands of babies born with severe birth defects caused by the prescription
drug Thalidomide, prescribed to pregnant women for morning sickness but still under test

in the United States.179 The fear generated by these reports, and the fact that the company

174Doblin R.  Dr. Leary’s Concord Prison Experiment: A 34-Year Follow-up Study.  J  Psychoact Drugs

30 (1998) 4:419-426.  

175Though the first newsletter of IFIF was dated May 1963 (Vol. 1, #1), the initial statement of purpose

and appeal for members of IFIF was dated October 31, 1962.  

176Wardell W, Lasagna L. Regulation and Drug Development. Washington, DC American Enterprise

Institute for Public Policy Research, 1975: 14.

177See FDA Guidance for Industry, Providing Clinical Evidence of Effectiveness for Human Drug and

Biological Products: 2.   http://www.fda.gov/cder/guidance/1397fnl.pdf

178Wardell, Lasagna: 14.

179In 1962, President Kennedy awarded the President's Distinguished Federal Civilian Service Award, the

highest civilian honor available to government employees, to Dr Frances Kelsey, the FDA official who

held up the approval of Thalidomide by asking for more information on safety.
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that sought to market Thalidomide in the United States had already distributed over two
million doses in the United States for investigational use,  helped catalyze public and

Congressional support for the increased regulation of drugs. 180

 In 1962, the Kefauver-Harris Amendments to the 1938 Food, Drug, and Cosmetic

Act were passed and resulted in a major expansion of FDA authority.181 The 1938 Act had
required that premarket tests demonstrate a drug’s safety but had not required a
demonstration of a drug’s efficacy. The 1962 Amendments required that FDA approval for
marketing could be obtained only if data from “adequate and well controlled investigations”

provided sufficient evidence demonstrating that new drugs were both safe and effective.182

The 1962 Amendments further shifted the balance of power between the FDA and
the pharmaceutical industry by requiring the pharmaceutical companies to obtain
premarketing approval from FDA, instead of simply requiring them to submit data to FDA
in the context of premarketing notification. According to the 1938 Amendments, when
manufacturers submitted data about the safety of their product to FDA as part of a New
Drug Application (NDA), FDA had 60 days to respond. If FDA did not respond, the
substance was considered approved for marketing. FDA could respond fairly easily,
however, simply by raising questions about safety, as Dr. Kelsey did about Thalidomide.
The Amendments eliminated the automatic approval of NDA’s if FDA did not respond
within any time limit and required that the FDA give explicit approval of all NDA’s prior to

the commencement of marketing.183 A target of 180 days was specified but no penalties

were imposed on FDA for responding after 180 days had passed. 184 FDA also obtained
the authority  to withdraw  already approved drugs from the market if they didn’t meet the

new efficacy standards or if there were new data or concerns about safety. 185 
In order to demonstrate effectiveness, pharmaceutical companies were required to

conduct clinical trials in humans,  while FDA received the authority to regulate the clinical

testing of new drugs in human subjects.186 As a regulatory tool,  FDA created a new
document,  the Investigational Exemption to the New Drug Application (IND), which

researchers were required to obtain before human experimentation could be initiated. 187

180http://www.fda.gov/cder/about/history/page31.htm

18187 P.L. 781; 76 Stat. 780, October 10, 1962.

182Sec. 102 (a) 1 and Sec 102 (a) 2 (d) 5 of the Act.

183Sec. 104 (b) of the Amendment, amending Sec. 505 (c) of the Act.

184Sec. 104 (c), amending Sec. 505 (c) of the Act.

185Sec. 102 (2) (e) of the Amendment, amending Sec. 505 (e) of the Act.

186Sec. 103 (b) of the Act. FDA now had explicit authority to require that, 1)  preclinical animal studies

demonstrating safety be conducted prior to the initiation of human studies, 2)  clinical investigators sign

statements agreeing that they or investigators responsible to them would supervise all patients receiving the

test drug and that the drug would not be supplied to other investigators, 3)  records of the research data

collected be established, maintained and submitted for review.
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Only researchers who were “experts qualified by scientific training and experience to
investigate the safety and effectiveness of drugs” would be permitted to use unapproved

drugs for experimental purposes.188  In order to obtain an IND,  sponsors of clinical
research (usually pharmaceutical companies or government research agencies) were
required to submit to FDA a signed statement from each investigator describing the

researcher’s qualifications and protocol design (plan of investigation).189  Sponsors needed
to provide FDA and the investigators with “full information concerning the preclinical
investigations that justify clinical trials, together with fully informative material describing
any prior investigations and experience and any possible hazards, contraindications, side-

effects, and precautions to be taken into account in the course of the investigation.”190

Regulations established by FDA after the 1962 Amendments provided that if FDA did not
respond within 30 days after sponsors  submitted IND applications requesting permission

to conduct research, the IND applications were to be considered approved.191

In the view of economist Dr. Henry Grabowski,  in the decade and a half following
the passage of the1962 Kefauver-Harris Amendments to the 1938 Food, Drug, and
Cosmetic Act, the introduction of the efficacy requirement was a “major reason for the
delays and decline in the rate of introduction of new drugs...[that] “are safer than the ones

they would replace.”192 He wrote in 1976 that, “One of the bitter ironies of this situation is
that the 1962 amendments were spurred by an alarm over the safety of new drugs – by the

fears created by the thalidomide incident.”193

Protections for human subjects were also formally mandated for the first time,

within the context of the 1962 Amendments.194 Researchers were required to fully inform
their subjects that they were to receive an investigational drug and had to obtain their formal
consent. As part of the IND application, researchers needed to certify in writing that they
had obtained  “the consent of the subjects, or their representatives, except where this is not

187Drayer, Burns: 255. 

188Sec 102 (d) 6 of the Amendment, amending Sec. 505 (d) of the Act.

189The form that researchers needed to sign was entitled, “Procedural and Interpretative Regulations: New

Drugs For Investigational Use,” and was formally known as Form FD 1573. According to the form, FDA’s

authority was derived from “section 505 (i) of the Federal Food, Drug, and Cosmetic Act and Sec. 130.3 of

Title 21 of the Code of Federal Regulations.”

190Part 4 (a) of Form FD 1573.

19121 CFR 312.40 (b).

192 Grabowski H.  Drug Regulation and Innovation- Empirical Evidence and Policy Options.Washington,

DC:  American Enterprise Institute for Public Policy Research, 1976: 3. The issue of the speed of the drug

review process is discussed in more detail in Chapter 3.

193Ibid., 2.

194Sec 103 (b) of the Amendment, amending Sec. 505 (i) of the Act.
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feasible, or in the investigator’s professional judgement, is contrary to the best interests of

the subjects.”195 The requirement in the 1962 Amendments that subjects be fully informed
of the experimental nature of the study and formally consent to participate were essentially
the same as the voluntary standards contained in the Nuremberg Code. The fundamental
change brought about by the 1962 Amendments, but not by the Nuremberg Code, was that
the application process for seeking prior governmental approval for the testing of
experimental drugs in humans included the requirement that researchers certify in writing
that their subjects would be fully informed and would give their consent to participate in the
research project.

 
The 1962 Amendments and Psychedelic Research

FDA’s new authority had a dramatic impact on the conduct of psychedelic research.
Neither Sandoz Pharmaceuticals nor any other entity attempted to present  FDA with
evidence from  “adequate and well controlled investigations” proving that psychedelics had
been demonstrated safe and effective for the treatment of any clinical indication. As a result,
LSD, psilocybin and mescaline and all other psychedelic drugs, though still legal, were
considered to be experimental, unapproved drugs for which FDA permission was required
before human administration could take place. The direct provision of psychedelics to
physicians by pharmaceutical companies outside of the newly created IND process was no
longer permitted. Psychedelics could no longer be administered  as part of a research or
treatment program not linked to a federally- approved research project, even if the physician
thought his or her prior experience showed that the drugs could be used safely and could be
effectively administered to patients. From 1963 on, psychedelic drugs were to be supplied
only to researchers who either worked within federal or state agencies or obtained grants or

permission from such agencies.196

The End of the Harvard Research Project
In response to the passage of 1962 Amendments, Robert Barrigar, a Harvard Law

School student sympathetic to the goals of the Harvard psychedelic research team,
conducted and then published a detailed legal analysis of the wording of the 1962
Amendments. He sought to determine “the legal limitations on the distribution and use
(including experimental use) of psychedelic drugs, and the constitutionality of such

limitations.”197 The conclusion of his analysis was that the Amendments did indeed cover
psychedelic research, and that it was necessary for psychedelic researchers to come into
compliance with the new  FDA regulations. Though not noted in the paper, the FDA was
authorized to grant “selected exemptions” to the regulations to CIA and military research,

which it did with virtually no oversight.198

195Part 4 (g) of Form FD 1573.

196Grinspoon L, Bakalar J.  Psychedelics Reconsidered. New York: Basic Books, 1979: 309. 

197Barrigar R.  The Regulation of Psychedelic Drugs. Psyched Rev1 (1964) 4:394.
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 Rumors had surfaced in early 1962 that members of  Dr. Leary’s research team
were providing psychedelics to Harvard undergraduates. Whether or not the initial rumors
were true, in February 1962, an article in the Harvard Crimson by then undergraduate
Andrew Weil reported that undergraduates had  indeed been able to obtain access to

psilocybin from members of the research team.199 The provision of LSD and psilocybin to
Harvard undergraduates generated substantial opposition from the Harvard administration
and other Harvard faculty, and became one of the primary factors that led to the 1963
departures of Drs. Leary and Alpert from Harvard.  The growing dissatisfaction of Drs.
Leary and Alpert with the strict requirements of rigorous scientific research as well as their
enthusiastic participation in the growing exploration of psychedelics by leading lights in the
non-academic world were also contributing factors in their departure.

The impact of the new Federal regulations was described in a May 1963 report from
the Harvard psychedelic research team, after it was clear that Drs. Leary and Albert were
leaving Harvard. According to the report, “There is, however, with the exception of the
Federal government, no research being performed with LSD and related psychedelic
substances. The reason is simple: since the enactment of the new-drug laws on February 8,
1963, there has been no sponsor for LSD or psilocybin.We at IFIF [International
Federation for Internal Freedom] are at present devoting most of our time, effort and
money in the attempt to become an FDA-approved sponsor...As soon as such sponsorship
is established, IFIF will be authorized to purchase LSD and psilocybin from Sandoz
Pharmaceuticals and distribute them at cost to the physicians in their respective research
groups. Each group, therefore, must obtain, complete, and return the required form FDA

1573.”200

IFIF did not become an FDA-approved sponsor of psychedelic research. After Drs.
Leary and Alpert left Harvard in May 1963,  psilocybin research was continued for several
years afterwards by Dr. Pahnke at the Harvard-affiliated Massachusetts Mental Health

Center, within carefully designed and FDA-approved research protocols.201 202

198Lee, Schlain: 92.

199Weil  A. Better Than a Damn.  The Harvard Crimson(Feb 20, 1962): 2. see also Weil  A. Alpert

Defends Drugs on ‘Open End.’  The Harvard Crimson (May 27, 1963): 1, 6;  Weil  A. Investigation

Unlikely in Dismissal of Alpert. The Harvard Crimson(May 29, 1963): 1.  

200Staff. Supplies. IFIF Newsletter 1 (May 1963) 1:1.

201Pahnke W, Salzman C, Katz R.  Report on a Pilot Project Investigating the Psychopharmacological

Effects of Psilocybin in Normal Volunteers. Self-published, November 1, 1966. The purpose of this

research was “1. to determine the most useful control substance for use with Psilocybin, 2. to ascertain the

feasibility of a double-blind experimental procedure with Psilocybin and an active control substance, and 3.

to determine the most suitable route of administration.”

202Pahnke (1967): 60-84.
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1964 Declaration of Helsinki
The development of a formalized and enforced set of protections for human subjects

took another step forward in 1964, when a series of international meetings of the World

Medical Assembly culminated in the Declaration of Helsinki.203 The Declaration of
Helsinki contained principles similar to those stated in the Nuremberg Code and made
mandatory in the 1962 Amendments,  principles such as the requirement that the risks to
subjects be fully disclosed, be balanced by potential benefits, and that participation in
research be voluntary, with subjects retaining the right to opt out of the experiment at any
time with no penalty.

 The primary new protection contained in the Declaration of Helsinki was the
provision that all researchers submit their protocols to independent review bodies, which
later became known as Institutional Review Boards (IRB). The purpose of the IRBs was to
conduct an independent evaluation of the likely risks to the human subjects resulting from

their participation in the proposed experiment. 204 205 206 Though not in itself legally
binding in the United States, the Declaration of Helsinki led in relatively short order to

regulations that established IRBs as an essential element in human research.207 
 
Apparent Cessation of CIA Psychedelic Research

The Nuremberg Code, the 1962  Amendments, and the Declaration of Helsinki  all
contained provisions contrary to the conduct of the CIA and US military-funded

psychedelic research projects in which unwitting subjects were used.208 These formalized

203Adopted by the 18th World Medical Assembly, Helsinki, Finland, 1964, and as revised by the 29th

World Medical Assembly, Tokyo, Japan, 1975.

204Basic Principles 2) The design and performance of each experimental procedure involving human

subjects should be clearly formulated in an experimental protocol which should be transmitted to a specially

appointed independent committee for consideration, comment and guidance.

205HHS regulations governing IRB’s can be found at 45 C.F.R. §§ 46.101-46.124 (1998). FDA regs are at

21 C.F.R. pts. 312, 314. The independence of IRBs has been questioned by Professor Jay Katz, who played

a role in developing the federal regulation. He submitted testimony to Congress in 1994 outlining his

concerns. 1) "the majority of IRB members are on the faculty of the institutions to which the investigators

belong." 2) “The funding of research protocols is an important source of revenue for the institutions.” 3)

“Private, non-local IRBs are being used more frequently by pharmaceutical companies.”   Katz J.  Problems

in Securing Informed Consent of Subjects in Experimental Trials of Unapproved Drugs and Devices.

Testimony before the U.S. House Subcommittee on Regulation, Business Opportunities, and Technology

of the Committee on Small Business, (May 23, 1994):125-35.

206Federal Policy for the Protection of Human Subjects, 53 FR 45,660 and 45,665-66 (November 10,

1988).

207Levine R.  Ethics and Regulation of Clinical Research-2nd Edition. Baltimore: Urban and

Schwarzenberg, 1986: 321-363.  
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codes of conduct increased the moral, legal, financial and political risks to the government
of conducting such studies. These increased risks, coupled with the largely disappointing
results of the mind-control research into the potential uses of the classic psychedelics
(LSD, psilocybin and mescaline)  as brain-washing, interrogation and non-lethal
incapacitants, apparently led the CIA to halt its in-house psychedelic research programs
with the classic psychedelics, though not before the full spectrum of potential covert uses
for these drugs had been well characterized. In any case, CIA researchers had already

succeeded in developing more effective “superhallucinogens” such as BZ, 209 which
actually did cause hallucinations,  impaired motor control for prolonged periods of time,

and worked well as a non-lethal incapacitant. 210 211 

Psychedelic Research Shortly Before the Shutdown
A substantial scientific momentum had been generated during the period of open

acceptance of psychedelic research. Some tantalizing findings had been reported with the

use of psychedelics in the treatment of alcoholism,212 in the treatment of pain and

psychological distress in cancer patients,213 in the treatment of post-traumatic stress

208Other research subjects in U.S. military-funded research were exposed to nuclear radiation without their

consent. See Frankel M.  The Times of My Life and My Life with the Times.New York: Random House,

1999. 

209Brecher E and the editors of Consumer Reports. Licit and Illicit Drugs. Mount Vernon, New York:

Consumers Union, 1972: 349. For a fascinating movie in which BZ plays a prominent role, see Jacob’s

Ladder, starring Tim Robbins.

210Rumor has it that BZ would  have been delivered as a mist during the ill-fated rescue of the American

hostages at the Embassy in Tehran, if the helicopters had got that far. BZ might have profoundly disoriented

Iranian militants and American hostages alike, perhaps causing everyone exposed to the mist to fall to the

ground, unable to handle weapons or take purposive action. BZ would  supposedly have permitted the rescue

team to pick and choose the hostages from among the militants in relative safety.

211Though the CIA apparently stopped its research efforts into the use of psychedelics as chemical warfare

agents in the mid-1960s, the South African Defence Force (SADF) maintained a chemical and biological

warfare programme that in 1992 is reported to have manufactured  a ton of MDMA for use in crowd control.

Evidence was presented at the South African Truth Commission that this MDMA was dumped into the sea

in 1993, shortly before South Africa became a signatory to the international chemical weapons convention.

However, evidence from South African police indicates that this MDMA was probably exported to Europe

for sale on the illicit market.  see Bothma S. Search On For Ecstasy Capsules.  Business Day

(Johannesburg), November 8, 1999.

212Mangini M.  Treatment of Alcoholism Using Psychedelic Drugs: A Review of the Program of

Research.  J Psychoact  Drugs30 (1998) 4:381-418.

213Kast E. Attenuation of anticipation: a therapeutic use of lysergic acid diethylamide.  Psychiat. Quart.

41 (1967): 646-657.  Abstract  “LSD has profound and incisive impact on the mental and antonomic
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disorder in concentration camp survivors,214 as an adjunct to psychotherapy for neurosis,

anxiety and depression,215 216 217  to enhance group therapy with an emphasis on ego

enhancement,218  as catalysts for creativity,219 and with the use of psychedelics as

chemical tools to help researchers better understand psychosis and schizophrenia.220 As
reported by Grinspoon and Bakalar, "Between 1950 and the mid-1960s there were more
than a thousand clinical papers discussing 40,000 patients, several dozen books, and six
international conferences on psychedelic drug therapy. It aroused the interest of many
psychiatrists who were in no sense cultural rebels or especially radical in their attitudes. It
was recommended for a wide variety of problems including alcoholism, obsessional

neurosis, and childhood autism."221

Despite the positive momentum generated by promising findings and a good track
record of safety for subjects receiving psychedelics in carefully controlled clinical settings,

apparatus of human beings. It has aroused widespread interest in various fields, and the search for new and

therapeutic uses continues. This study explores the therapeutic possibilities of LSD in the treatment of the

painful terminal stages of serious disease. “

214Bastiaans J.  Mental Liberation  Facilitated by the use of Hallucinogenic Drugs.  in  Grinspoon L,

Bakalar J. (eds.) Psychedelic Reflections. New York: Human Sciences Press, 1983: 143-152.

215Sherwood J, Stolarof M, Harman W. The Psychedelic Experience--A New Concept in Psychotherapy.

J Neuropsychi 4 (1962) 2:69-80. Also, Mogar R, Savage C. Personality Changes associated with

Psychedelic (LSD) Therapy: A Preliminary Report. Psychother1 (1964): 154-162.

216Leuner H, Holfeld H.  Ergebnisse und Probleme der Psychotherapie mit Hilfe von LSD-25 und

verwandten substanzen. [Results and problems of psychotherapy assisted by LSD-25 and related substances].

Psychiat  et Neurol (Basel)  143 (1962): 379. 

217Leuner H.  Psychotherapy with Hallucinogens; A Clinical Report with Special Reference to the Revival

of Emotional Phases of Childhood.  in Crockett  R, Sandison R, Walk, A (eds.) Hallucinogenic Drugs and

their Psychotherapeutic Use. London: H.K.Lewis, 1963: 67-73.

218Abramson  H. Lysergic Acid Diethylamide (LSD-25): XIX. As an adjunct to brief psychotherapy, with

special reference to ego enhancement. J Psychol 41 (1956): 199.

219Harman W, McKim R, Mogar R, Fadiman J, Stolaroff M.  Psychedelic Agents in Creative Problem-

Solving: A Pilot Study.  Psycho Reports19 (1966) Monograph Supplement 2:211-227.  This paper

reports on a series of studies conducted at the International Foundation for Advanced Study in Menlo Park,

directed by Myron Stolaroff.  FDA permission had been obtained for these studies, with the LSD being

provided by Sandoz and the mescaline purchased from a chemical supply house. These studies were shut

down by the FDA in 1965. This paper is the most recent publication of data from human research in the

United States with mescaline.

220Abramson H, Hewitt M, Lennard H, Turner W, O’Neill F, Merlis S. The stablemate concept of therapy

as affected by LSD in schizophrenia. J Psychol  45 (1959): 75-84.

221Grinspoon, Bakalar: 192.  
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the rise of the controversy over the increasing non-medical use of psychedelics was
accompanied by pressure on the FDA from an unexpected direction demanding that it  close
down legitimate research. In an 1964 editorial, Dr. Roy Grinker, the President of the
American Medical Association,  stated, “The Food and Drug Administration has failed in its
policing functions. The drugs are indeed dangerous even when used under the best of

precautions and conditions.”222 Dr. Grinker was concerned that psychedelic researchers
could precipitate a psychotic reaction even in “normal”  subjects without a clinical diagnosis
and promote psychic addiction. These risks were real, but had been taken into account in
the data-driven risk/benefit analysis conducted by Dr. Cohen that came to opposite
conclusions about the relative dangers of psychedelic research.
 
ERA OF ALMOST TOTAL PROHIBITION  (1965-1989) 

Drug Abuse Control Amendments of 1965
  By the mid-1960s, psychedelics had thoroughly escaped from the medical research
labs and were being used by an ever increasing number of mostly young people, causing
substantial public discord. The passage of the Drug Abuse Control Amendments of 1965
223 presaged the end of the legal use of psychedelics by both non-medical users and
medical researchers, though it took about seven years for medical research to dwindle to

almost nothing.224 The Drug Abuse Control Amendments of 1965 were directed against
the non-medical use of depressant and stimulant drugs, as well as drugs with an

“hallucinogenic effect,” not including marijuana.225 226 The law stated that no person shall
manufacture, compound, process or sell any depressant or stimulant drugs, or any drugs
with an “hallucinogenic effect,” except for those people with special permits given for a
few restricted uses, primarily legitimate wholesale distribution, research and medical
applications. The Department of Health, Education and Welfare (HEW), not the Bureau of
Narcotics, was given the responsibility to enforce the law, with HEW delegating the

responsibility to FDA.227  Possession of these drugs “for the personal use of himself or a

member of his household,” was still permitted,228 reminiscent of the absence of penalties

222Grinker R. Bootlegged ecstasy. JAMA 187 (1964):192.

22389 P.L. 74; 79 Stat. 226, July 15, 1965.

224Staff. FDA Lists Approved LSD Research Projects.  FDA Consum (Sept 1975): 24-25.

225Sec 3 (a) of the Act. 

226 Effect of Drug Abuse Control Amendments of 1965 on State laws. 89 P.L. 74, § 10, 79 Stat. 235,

provided:"(a) Nothing in this Act [amending this section and enacting this note, among other things; for

full classification, consult USCS Tables volumes] shall be construed as authorizing the manufacture,

compounding, processing, possession, sale, delivery, or other disposal of any drug in any State in

contravention of the laws of such State.

227Sec 8 (a) of the Act.
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for possession of alcohol during Prohibition.229  Individuals could not, however,
manufacture their own drugs for their own personal consumption. Licenses were required
to manufacture and were not given for purposes of personal consumption, unless that

consumption was in the context of FDA-approved research.230    
As with laws against the non-medical use of opiates and the non-medical use of

marijuana, the laws against the non-medical use of psychedelics began to impact medical
research. FDA demanded that almost all LSD researchers stop their studies and return their

supplies of LSD.231 According to Myron Stolaroff, who was then conducting research

with LSD and mescaline, over 50 research projects were shut down by FDA in 1965.232

The National Institute of Mental Health (NIMH) stopped supplying LSD to some

previously approved projects.233 In April 1966, Sandoz Pharmaceutical company stopped

distributing LSD in the United States.234 Congressional hearings were held in 1966

regarding the decision of FDA and NIMH to put a halt to most LSD research projects.235

Senator Robert Kennedy argued strongly for the continuation of research,236 as did several

influential researchers including Drs. Cohen, Szara, Freedman and Dahlberg.237 At a
meeting of the American Psychiatric Association the same month as the Senate Hearing,
Dr. Szara remarked,  “It is my belief that it would be most unfortunate if we were to permit
undue hysteria to destroy a valuable tool of science, and evaporate an eventual hope for the

hopeless.”238 A letter entitled, “Shrouds around LSD,” was published in Science,

bemoaning the refusal of FDA and NIMH to support new LSD research protocols.239

1966 PHS Regulations Requiring IRB Review 
 On February 8, 1966, the Surgeon General of the United States Public Health

228 Sec 3 (c) of the Act.

229cite no possession penalties in Prohibition.

230Sec. 4.

231Grinspoon, Bakalar: 309.

232personal communcation, Myron Stolaroff, January  5, 2000.

233Pollard J.  Shrouds around LSD.  Science 154 (1966): 844.

234Lee, Schlain: 93.

235Organization of Government Programs Related to LSD. Senate Subcommittee on Executive

Reorganization Hearing, May 24-26, 1966.

236Kennedy, Sen. R.  Senate Subcommittee on Executive Reorganization Hearing on Organization of

Government Programs Related to LSD.  May 24-26, 1966: 63.

237Szara  S.  Are Hallucinogens Psychoheuristic?.  Hallucinogens: An Update.NIDA Monograph Series

#146, Washington, DC, NIH Publication #94-3872, 1994:  33-51.

238Szara S.  The hallucinogenic drugs- curse or blessing?  Am J  Psychiatry 123 (1967):1517. 

239Pollard J. Shrouds around LSD.  Science 154 (1966):  844.

41



Service promulgated the first federal regulation requiring IRB review for all “new, renewal,
or continuation research or research training grants in support of clinical research and
investigation involving human subjects.”  On  July 1, 1966, this requirement was extended

to all USPHS-funded projects.240  
The need for review and approval of scientific research protocols by an independent

board of reviewers in addition to the FDA  required researchers to develop a wider network
of support among their institutional colleagues, both those currently on the IRB as well as
those who might rotate onto the IRB in the future. As psychedelic research grew more
controversial, such support became more difficult to obtain. Though it slowed and in some
cases effectively prevented psychedelic research,  the newly mandated IRB process was an
important attempt to ensure that protocols for all human research were refined, improved
and made safer for the subjects.

1967 Cessation of NIMH  Funded Psychedelic Research 
 In 1967, a joint committee of FDA and NIMH, the Psychotomimetic Advisory

Committee,  was established to review all protocols for psychedelic research.241  Shortly
after the establishment of the Committee, NIMH ended all in-house psychedelic research

projects.242 

1967 Single Convention on Narcotic Drugs  
In 1967, the United States formally adopted the Single Convention on Narcotic

Drugs, an international treaty which had been negotiated in 1961 but was not ratified in the

US until 1967.243  Marijuana, opiates, and cocaine were all covered by the Single

Convention, psychedelics were not.244  The Single Convention required that signatory
countries harmonize their domestic controls over the manufacturing, distribution, and uses

of drugs originally placed under control by the Convention.245 Additional drugs could be
subsequently placed under control of the Single Convention by the Commission on
Narcotic Drugs of the Economic and Social Council of the United Nations, after reviewing

240Curran W.  Government Regulation of the Use of Human Subjects in Medical Research: The

Approaches of Two Federal Agencies. in Experimentation with Human Subjects, ed. P.A. Freund. New

York: George Braziller, 1970: 436.

241Grinspoon, Bakalar: 311.

242Lee, Schlain: 93.

243Single Convention on Narcotic Drugs (US Treaty Series Vol. 520, US Treaties and other International

Agreements. Vol 18 Part 2, 1967, p. 1407-1431.), which concluded on March 30, 1961, and entered into

force in the United States on June 24, 1967.  For the text of the treaty, see

http://www.incb.org/e/ind_ar.htm

244Article 2, Substances Under Control, and attached Schedules.

245Article 4, General Obligations.
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recommendations made by the World Health Organization.246  The Single Convention
created the International Narcotics Control Board (INCB) to be the administrative and
supervisory entity within the World Health Organization  to manage the continued operation

of the treaty.247  
 Medical research was not forbidden for any of the drugs covered by the Single

Convention.248  One of the general obligations of the signatories was stated as follows:
“Subject to the provisions of the Convention, to limit exclusively to medical and scientific
purposes the production, manufacture, export, import, distribution of, trade in, use and

possession of drugs.”249 The Convention required prescriptions for the medical use of

controlled drugs.250 One limitation on the extent of research that can take place with
Schedule I drugs  is that Signatories must report to the Board on an annual basis the
amount of Schedule I drugs that will be used each year for medical and scientific purposes.
However, supplementary estimates may be provided during the year with an explanation as

to the need for additional supplies.251 
 Penalties for violations of the Convention consist primarily of the International

Narcotic Control Board (INCB) calling attention to the failings of the Party in public
forums. The harshest possible action that the Board could take would be to call on the other
Parties,  the Commission of Narcotic Drugs, and the Economic and Social Council of the
United Nations to take action to “stop the import of drugs, the export of drugs, or both,

246Acticle 3, Changes in Scope of Control.

247Article 5, The International Control Organs, and Article 9, Composition and Functions of the Board.

According to the INCB in its 1999 Annual Report issued on February 23, 2000

(http://www.incb.org/e/ind_ar.htm), “The Board consists of 13 members who are elected by the Economic

and Social Council and who serve in their personal capacity, not as government representatives.Three

members with medical, pharmacological or pharmaceutical experience are elected from a list of persons

nominated by the World Health Organization (WHO) and 10 members are elected from a list of persons

nominated by the Members of the United Nations and by States parties that are not Members of the United

Nations, in accordance with article 9 of the 1961 Convention as amended by the 1972 Protocol. Members

of the Board are persons who, by their competence, impartiality and disinterestedness, command general

confidence.The Council, in consultation with the Board, makes all arrangements necessary to ensure the full

technical independence of the Board in carrying out its functions.”

248Article 2, Substances Under Control, Section 5 (b) stated, “A Party shall, if in its opinion the

prevailing conditions in its country render it the most appropriate means of protecting the public health and

welfare, prohibit the production, manufacture, export and import of, trade in, possession or use of any such

drug except for amounts which may be necessary for medical and scientific research only, including clinical

trials therewith to be conducted under or subject to the direct supervision and control of the Party.”

249Article 4, 1(c).

250Article 24. Limitation on Production  of Opium for International trade.

251Article 19. Estimates of Drug Requirements.
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from or to the country or territory concerned, either for a designated period or until the

Board shall be satisfied as to the situation in that country or territory.” 252  The Council

may if it sees fit bring the matter to the attention of the General Assembly.253 The
requirements of the Single Convention make it seem very difficult for a non-governmental
organization to establish a medical marijuana production facility. However, the Convention
goes on to say that, “ The Agency shall, in respect of opium [or marijuana], have the
exclusive right  of importing, exporting, wholesale trading and maintaining stocks other
than those held by manufacturers of opium  [or marijuana] alkaloids, medicinal opium [or
marijuana] or opium [or marijuana] preparations. Parties need not extend this exclusive

right to medicinal opium  [or marijuana] and opium [or marijuana] preparations.” 254  It
thus is possible under the provisions of the Single Convention for a private, non-
governmental organization to obtain permission from a Party to grow marijuana for
licensed medical uses without the Party coming into violation of any of the provisions of
the Convention. The non-governmental producer would not need to sell its output to the
Agency and could distribute its stocks for medical purposes to the extent that it was
licensed to do so.  However, in order for  a non-governmental producer to function in this
manner, the Agency would need to extend formally  its exclusive rights to manufacture and
trade marijuana for medical purposes to the non-governmental entity.  

The 1997 approval by Great Britain’s Home Office of the production of marijuana
plants for medical purposes by GW Pharmaceuticals provides evidence that parties to the
Single Convention can indeed permit the cultivation of marijuana for medical purposes by

non-governmental entities.255  However, GW Pharmaceuticals is not actively seeking to
develop the medical use of the marijuana plant but is producing the plant to develop

marijuana extracts and non-smoking delivery systems.256 Nevertheless, the Single
Convention does not prohibit the cultivation of marijuana for purposes of research into the
medical uses of the whole smoked plant. The 1999 Annual Report of the INCB contained
no objections to the decision of the Home Office to permit  GW Pharmaceuticals to produce

the marijuana plant for medical purposes.257

  William Scholten, senior policy advisor, Ministry of Health, Welfare and Sport,
Department of Pharmaceutical Affairs,  has reported that  in 1999, the Dutch government

252Article 14.  Measures by the board to ensure the execution of provisions of the convention.

253Article 14 (1) (d).

254Article 23 2(e).

255See website of GW Pharmaceutical company’s non-profit arm, the UK Medicinal Cannabis Project:

http://www.medicinal-cannabis.com/project/main.html

256The goal of GW Pharmaceuticals as stated on its website is the development of  “non-smoked

prescription cannabis-based medicines.“

257Report of the INCB for 1999.  http://www.incb.org/e/ind_ar.htm
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began the process of establishing its own government agency to produce and distribute
marijuana for clinical research, in full accordance with all its obligations under the Single

Convention.258 The Dutch government intends to license non-governmental entities to
produce marijuana for medical purposes but has no intention of extending its exclusive
right to stock or distribute the output. Rather, “the growers will need a contract and a
license, and within four months after harvesting they will have to sell it to the agency... the

agency will develop preparations in cooperation with manufacturers and investigators.”259

260   
The Canadian government is also moving forward to license the production of a

smokable form of marijuana for medical research purposes. On May 5, 2000, Health
Canada issued a Request for Proposal (RFP)  seeking a non-governmental supplier to
establish “ a Canadian source of quality, standardized, affordable, research-grade
marijuana. The requirement for a domestic source is outlined in Health Canada's Research
Plan for Marijuana for Medicinal Purposes, released June 9, 1999, by Health Minister

Allan Rock. Health Canada aims to have a five-year contract in place by this summer.” 261

262 

258Scholten W. Legal Aspects on Medicinal Use of Hemp:Historic Overview and Present Policy of the

Netherlands. in Drug Infor J34 (2000): 329-332. Mr. Scholten is Senior Policy Advisor, Ministry of

Health, Welfare and Sport, Department of Pharmaceutical Affairs, The Hague, The Netherlands.

259Ibid., 332. 

260In an April 4, 2000 letter  from Dutch Health Minister Dr. Els Bors to the Chairman of the Health

Committee (vaste commissie voor Volksgezondheid, Welzijn en Sport), Dr. Bors reported that staff

members are currently being sought for the Dutch governments’ medical marijuna agency. An

accompanying commission will also be installed. All procedures will be in accordance with international

drug  conventions.  Clinical trials and  product development will follow.  Institutions that are already

working in this area, like Weleda  Nederland NV in Zoetermeer, Stichting Patientenbelangen  Medicinale

Marihuana and Maripharm in Rotterdam will eventually  be included in this process. Dr. Henk van

Wilgenburg, Dr. Adele van der Plas, Nevil  Schoenmaker and Mario Lap have created the "Foundation for

Cannabis Genetics", aiming at delivering suitable Cannabis to the Cannabis Agency. (Sources: Letter of

Els Borst of 4 April 2000  http://www.parlement.nl/doc/rec/hfdframe/rec001.htm, Email of  Mario Lap of

22 April 2000).

261Health Canada News Release 2000-44. May 5, 2000.  Health Canada to establish source of research-

grade marijuana.  http://www.hc-sc.gc.ca/english/archives/releases/2000/2000_44e.htm

262Research Plan for Marijuana for Medicinal Purposes: A  Status Report. Therapeutic Products

Programme, Health Canada, June 9, 1999. 1-10. According to the document, “The Commission of Narcotic

Drugs General Assembly has resolved under the United Nations 1961 Convention that countries, including

Canada, should refrain from the proliferation of supply sources and avoid unforseen imbalances caused by

sales of seized or confiscated drugs and products manufactured from such drugs. The long standing policy of

the organization overlooking treaties compliance is that countries should not base a licit activity (i.e.

research) on an illicit source. Consequently, the idea of recycling marijuana seized in enforcement activities
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1968 Establishment of the DOJ’s  Bureau of Narcotic and Dangerous Drugs

In 1968, the Department of Health Education and Welfare (HEW), through the
FDA’s Bureau of Drug Abuse Control, lost the authority to prosecute the non-medical use
of psychedelic and certain other drugs. The FDA’s Bureau of Drug Abuse Control was
combined with the Department of Treasury’s  Bureau of Narcotics into the Bureau of
Narcotic and Dangerous Drugs ( BNDD), under the authority of the Department of Justice.

Marijuana Research
According to Dr. Norman Zinberg, Harvard Medical School, “Unfortunately, there

was very little research on the medical usefulness of marijuana between 1934 and the late

1960s.”263 In 1967, in order to generate scientific data to understand better the
consequences of  the widespread non-medical use of marijuana by young people,  Dr.
Andrew Weil, Harvard Medical School, applied for FDA permission to conduct a basic
safety study of the human use of marijuana. Dr. Weil’s study,  though not directly related
to marijuana’s medical uses, was designed to gather basic safety data necessary to evaluate

marijuana’s medical as well as non-medical uses.264 Though substantial  pressure had been
placed on FDA to restrict psychedelic research, in 1967 FDA did permit Dr. Weil’s study

with marijuana. The approval of Dr. Weil’s study suggests that the attitudes of FDA
officials toward marijuana research were not uniformly negative, and that external pressure
against marijuana research was not overwhelming.   

Overwhelming External Pressure Against Psychedelic Use and Research
In his 1968 State of Union Address, President Lyndon Johnson addressed the non-

medical use of psychedelics and other substances. He warned Americans against “these
powders and pills which threaten our nation’s health, vitality and self-respect.”

 In 1968,  the American Journal of Psychiatry published an article reporting how
the increasingly negative media coverage of the effects of psychedelics was contributing to
difficulties in recruiting subjects for  studies and in retaining permission to conduct research

with those few projects still permitted.265 A special series of articles about psychedelic and
marijuana users, all based on research funded by  NIH, FDA and/or NIMH grants,

is not a viable option. Securing a licit source will ensure that the marijuana used in medical research is of

an acceptable, standardized quality, free from fungi, molds, pesticides or other contaminants.”:  9.

263Zinberg N in ed. Randall R. Cancer Treatment and Marijuana Therapy.Washington, DC: Galen Press,

1990: 16.    

264Weil A, Zinberg N, Nelson J.  Clinical and Psychological Effects of Marijuana in Man.  Science162

(1968): 1234-1242.

265Dahlberg C, Mechaneck M, Feldstein S.  LSD Research: The impact of lay publicity.  Amer J

Psychiat 125 (1968) 5:137-141.
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concluded with an editorial noting the cyclical nature of lay and scientific interest in

psychedelics, seemingly predicting an imminent conclusion of this area of research.266

Though scientific research with psychedelics was almost entirely stopped through a
combination of regulation, cessation of federal and other sources of funding, and social
pressure on researchers, members of Institutional Review Boards and potential subjects,
the non-medical use of LSD continued to spread. Psychedelics became an integral part of
the lifestyles of a substantial number of leaders and members of what came to be called “the
counterculture.” As a response to the considerable amounts of drug abuse and social
turmoil that Federal officials attributed to the non-medical use of LSD,  an Amendment to
the  Food, Drug, and Cosmetic Act was passed on October 24, 1968  criminalizing

possession of LSD,267 which the Drug Abuse Control Amendments of 1965 had not done.
 On March 6, 1969, Dr. Morris Lipton, Chairman, Preclinical Psychopharmacology

Research Review Committee, National Institute of Mental Health, wrote a letter to Surgeon
General Stewart expressing concern about the stifling impact on scientific research that he
feared the proposed new drug legislation working its way through Congress would create.
Dr. Lipton wrote, “Most disturbing to us are the proposed licensing procedures. These will
apparently call for scientific investigators of submit their research protocols for approval
[by BNDD] in order to gain permission to work with those high-abuse liability drugs...We
hope the Council will concern itself with the possible consequences of the proposed law
and try to minimize its potentially deleterious effects upon research in the field of

psychopharmacology.”268

In July 1969, LSD researchers Drs. Humphry Osmond and Bernard Aaronson
wrote, 

“The very brief banning of LSD-25 research in 1966 was a classic example of
precipitate, unintelligent action springing from high government levels. Since
then, some research has been restored to a limited degree, but expansion has not
been greatly encouraged, nor is an atmosphere of panic and politicking

conducive to clear thinking, planning and diligent, long-continued inquiry.”269

266Cohen S.  The Cyclic Psychedelics. Amer  J Psychiat125 (Sept 1968) 3:149-150, concluding  “LSD,

STP and Marijuana: Special Section.”, 97-150.

267LSD and other Depressant and Stimulant Drugs, Possession Restriction. 90 P.L. 639; 82 Stat 1361.

Oct 24, 1968. 

268Lipton M. Appendix.  Psychotomimetic Drugs- Proceedings of a Workshop organized by the

Pharmacology Section, Psychopharmacology Research Branch, National Institute of Mental Health, held at

the University of California, Irvine, on January 25-26, 1969. Workshop Series of Pharmacology Section,

National Institute of Mental Health No 4. Efron D (ed.). New York: Raven Press, 1970: 351.

269Aaronson B, Osmond H.  Psychedelics and the Future. Psychedelics- The Uses and Implications of

Psychedelic Drugs, eds. Aaronson B, Osmond H. Garden City, New York: Anchor Books, 1970: 471.
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Controlled Substances Act of 1970
 In 1970,  Congress passed the Controlled Substances Act to provide a context

within which to regulate both the medical and the non-medical uses of drugs.270 The
Controlled Substances Act repealed all prior drug control laws and replaced them with a

comprehensive and unified law.271 Among other provisions, the Act established a set of
five schedules into which all drugs subject to control were categorized, with different
degrees of control for each schedule. Psychedelics were placed in the most restrictive
Schedule I, along with heroin, marijuana and other drugs considered to have “high abuse

potential,” 272 “no currently accepted medical use in treatment, ”273 and  “lack of accepted

safety for use under medical supervision.”274 The responsibility to set quotas for the

production of Schedule I substances was given to the Attorney General.275 While the
prescription use of Schedule I drugs was not permitted,  nothing in the Controlled
Substances Act prevents the FDA from approving research with or eventually reclassifying

any Schedule I drug as a prescription medicine.276 277 
The Controlled Substances Act added a requirement that researchers seeking to

study Schedule I drugs register and be approved by the Bureau of Narcotic and Dangerous

Drugs, later to become the Drug Enforcement Administration (DEA).278 In addition,

27091 P.L. 513; 84 Stat. 1236.  October 27, 1970.

271Sec. 701. Repeals and Conforming Amendments.

272 Sec. 202 (b) (1) (A).

273Sec. 202 (b) (1) (B).

274Sec. 202 (b) (1) (C). 

275Sec. 306.

276Hutt P, Merrill, R. Prescription Drug Controlled Substances.  Food and Drug Law: Cases and

Materials-Second Edition, University Casebook Series, Westbury, New York:Foundation Press, 1991:

535-536. They state, “Nonetheless, although the requirements established under the Controlled Substances

Act may impose extra burdens upon manufacturers, physicians and pharmacists, they do not prevent FDA

from approving an NDA for any controlled substance that has a legitimate medical use.”

277One reader wondered if a would-be exporter could attack the Schedule I status of a drug in a foreign

country if that drug  had already been rescheduled  in its home country, claiming the foreign Schedule I

status as a barrier to trade without scientific justification, citing the Uruguay Round.  It is doubtful that a

would-be exporter of any approved medicine, even if not scheduled, could force the regulatory agency of

another country to accept its drug for prescription use without first having to satisfy the regulatory

requirements of the country in which it seeks to sell the drug.  The Global Harmonization of Technical

Requirements (International Conference on Harmonization) does make it somewhat easier to submit foreign

data for review,  but it in no way implies that approvals in one country must automatically and

immediately be approved in other countries.

278Sec. 303 (b).  The following factors are to be considered: 1) maintainence of effective controls against

diversion, 2) compliance with applicable State and local laws, 3) prior conviction record of applicant under
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recordkeeping requirements were established for the manufacture and distribution of

scheduled drugs.279 DEA’s primary responsibility in licensing physicians to conduct
research was to ensure that Schedule I drugs used in FDA-approved research projects
would not be diverted to non-medical uses either by the researchers themselves or their
subjects.  In order to reduce diversion by researchers, DEA granted licenses to handle
Schedule I drugs only to physicians that it determined were trustworthy (the absence of a
criminal record involving drugs was the main test) and required that detailed records be
kept of the distribution of all supplies. By virtue of its authority to control the non-medical
use of drugs, the DEA can legitimately raise issues of protocol design related to diversion,
such as studies proposing to administer take-home supplies of Schedule I drugs. This
might be an issue in marijuana research, but not in psychedelic research, since psychedelics
are administered under the direct supervision of a therapist. Protocol design issues related
to the scientific merit of the study remain the responsibility of FDA.

 The Controlled Substances Act does empower the Secretary of  Health, Education

and Welfare to set standards for the treatment of narcotic addicts.280 The term “narcotic”  is
defined by the Act as opium, cocaine “or any compound, manufacture, salt, derivative or

preparation thereof.”281  Standards for research into the treatment of narcotic addicts are
still under the control of the FDA.  While this authority has been used  by HHS primarily to
regulate the use of methadone and LAAM for treating heroin addicts, this section of the Act
gives HHS the authority to regulate the practice of medicine with all drugs that may become
approved by the FDA to treat narcotic addicts, including the psychedelics. 

One psychedelic drug, ibogaine, has been patented for the treatment of withdrawal

in people dependent on narcotics, 282 for the treatment of dependence on cocaine,283

tobacco,284 alcohol,285 and poly-drug dependence.286  Phase I FDA-approved research

Federal or State laws relating to manufacture, distribution of dispensing of such substances, and 4) such

other factors as may be relevant to and consist with the public health and safety. With  just a few

exceptions, physicians have generally not had a difficult time obtaining DEA licenses to conduct FDA-

approved research with Schedule I drugs.  Sec. 304 related to the denial, revocation or suspension of the

license.

279Sec. 307 and Sec. 308.

280Sec. 4. “The Secretary of HEW, after consultation with the Attorney General and with national

organizations representative of persons with knowledge and experience in the treatment of narcotic addicts,

shall determine the appropriate methods of professional practice in the medical treatment of the narcotic

addiction of various narcotic addicts, and shall report thereon from time to time to Congress.”

281Sec. 102 (16).

282Lotsof H. Rapid Method for Interrupting the Narcotic Addiction Syndrome. U.S. Patent 4,400,496.

Filed Nov. 18, 1983, and granted Feb. 12,1985..

283Lotsof H.  Rapid method for Interrupting or Attenuating the Cocaine and Amphetamine Abuse

Syndrome. U.S. Patent 4,587,243. Filed July 15, 1985, and granted May 6, 1986.
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with ibogaine has been initiated in subjects with a former but not current cocaine
dependence (to be discussed in Chapter 2).  After the passage of the Controlled Substances
Act, LSD research was conducted with some success in the treatment of heroin addicts (to
be discussed soon). If any psychedelics do eventually become approved by the FDA for the
treatment of heroin or cocaine addicts, the legal authority to micromanage the practice of
medicine already rests with HHS. The medical practice of the use of psychedelics for the
treatment of alcoholics,  or people addicted to nicotine, marijuana or any other drug, would
not be subject to extensive regulation by HHS unless additional legislation were passed.  

External Pressure for Medical Marijuana Research
In 1972, anecdotal reports began to circulate claiming that marijuana was effective

in the treatment of nausea associated with cancer chemotherapy.287 Harvard Medical
School Drs.  Sallen, Zinberg, and Frei applied for and obtained FDA permission to conduct
a study into the use of THC, the main psychoactive ingredient in marijuana,  in cancer
patients. Dr. Zinberg testified about FDA’s approval of the use THC but not marijuana in
this study, remarking, “We used THC instead of marijuana because it would have been
impossible to get a marijuana protocol approved. As it was, it took two years of consistent
effort to get a THC protocol approved. If we would have tried to use smoked marijuana, it

would have taken forever.”288   The  Sallen, Zinberg, and Frei study generated mildly
promising results,  suggesting that THC could be somewhat helpful in reducing nausea in
cancer chemotherapy patients. They also reported that several patients dropped out of the

study because smoked marijuana worked so much better for them than THC.289 
According to Dr. Zinberg, by 1972,  overwhelming external pressure had been

placed on FDA not to approve scientific research into the possible beneficial uses of
smoked marijuana. This pressure was probably related at least in part to a May 1972
petition filed by the National Organization for the Reform of Marijuana Laws (NORML)
with the Bureau of Narcotic and Dangerous Drugs,  requesting that marijuana be
reclassified to make it into a legal prescription medicine. Several months later, BNDD

284Lotsof H. Rapid Method for Interrupting or Attenuating the Nicotine/Tobacco Dependency Syndrome,

U.S. Patent #5,026,697, filed May 30,1990, and granted June 25, 1991.
285Rapid Method for Attenuating the Alcohol Dependency Syndrome, U.S. Patent # 4,857,523, Filed July

18, 1988, and granted Aug. 15,1989.
286Rapid Method for Interrupting or Attenuating Poly-Drug Dependency, U.S. Patent 5, 152,994, filed

May 31, 1990 and granted Oct. 6, 1992.

287Grinspoon L, in Randall R. Cancer Treatment and Marijuana TherapyWashington, DC: Galen Press,

1990: 5.

288Zinberg N, in Randall R: 14.

289Sallen  S, Zinberg N, Frei  F.  Antiemetic Effect of Delta-9-Tetrohydrocannabinol in Patients

Receiving Cancer Chemotherapy.  New Eng J Med293 (1975): 785-797.
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rejected the petition without hearing, claiming the US International Treaty obligations

prevented such a reclassification.290  NORML filed suit in the D.C. Court of Appeals,
winning on January 15, 1974 the first in a long series of decisions in an ultimately
unsuccessful twenty-year effort to force the rescheduling of marijuana through means other

than FDA-approved research and NDA approval.291 

Expanding Federal Regulation of Human Research/DHEW Rules and the Belmont Report
A series of additional Federal regulations protecting human subjects became

effective on May 30, 1974.292 These rules codified regulations that had been originally
proposed in 1966 by the Department of  Health, Education and Welfare (DHEW). Among
other things, these rules,  known as the National Institutes of Health (NIH) Policies for the
Protection of Human Subjects,  governed various aspects of the actions and composition of
the local Institutional Review Boards (IRB). These new regulations were promulgated in
order to enhance the ability of IRBs to serve as  a major regulatory device by which human
subjects would be protected from undue risks. IRBs, though subjected to detailed
regulation by the Federal government, were composed of members of local institutions.
Providing this added layer of oversight was considered the responsibility of the local
institutions, which were not reimbursed for the costs involved in staffing these Boards.

Several months after the DHEW rules became effective, the passage of the National

Research Act in July 1974 293 established the National Commission for the Protection of

Human Subjects of Biomedical and Behavioral Research. 294 The purpose of the
Commission was to “(i) conduct a comprehensive investigation and study to identify the
basic ethical principles which should underlie the conduct of biomedical and behavioral
research involving human subjects, (ii) develop guidelines...,(iii)make recommendations to

the Secretary [HEW]...”295   After extensive deliberations over the course of several years,
the Commission issued its final report in 1978, which came to be known as the Belmont

29037 FR 18093 (September 1, 1972).

291National Organization for the Reform of Marijuana Laws (NORML) v Ingersoll, 497 F.2d 654 (D.C.

Cir. 1974). The court determined that the international treaties do not categorically prohibit the possible

rescheduling and medical use of marijuana or any other Schedule I drug.  NORML’s case ended in May

1992, when the DEA was finally able to articulate a rational basis acceptable to the DC Court of Appeals

for the decision to deny NORML’s request for the rescheduling of marijuana.  Other than by a direct act of

Congress, the conclusion of NORML’s case means that FDA NDA approval remains the only route by

which marijuana can become rescheduled into a prescription medicine.

292Department of Health and Human Services Rules and Regulations, 45 CFR 46.

293National Research Act, 93 P.L. 348; 88 Stat. 342. July 12, 1974.            

294National Research Act, Title II, Protection of Human Subjects of Biomedical and Behavioral Research.

Sec. 201 (a).               

295 National Research Act. Sec. 202 (1) A.
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Report.296

The Belmont Report did not, however, lead directly to the creation of a consensus
about appropriate ethical standards for research or to new regulations. According to Dr.
Robert Levine, “FDA, through its regulatory proposal of August 8, 1978, notified all
concerned of its intentions to disregard both the letter and the spirit of the Commission’s
recommendations on IRBs...and quite promptly DHHS began to violate both the letter and
the spirit not only of the Commission’s recommendations but also of the National Research
Act’s clear directions as to how and when it was to respond to the Commission’s

recommendations.”297   
The issues discussed in the Belmont Report subsequently became the focus of the

President’s Commission for the Study of Ethical Problems in Medicine and Biomedical and

Behavioral Research, which met from 1980-1983.298 Regulations were promulgated in
1983 and 1989, but it was not until 1991 that a uniform set of guidelines governing human

research were codified for 16 federal agencies that conduct or sponsor such research.299

The Last Bastion of Psychedelic Research
After the NIMH stopped its support of intramural psychedelic research in 1967,  the

largest research team that continued investigating the clinical use of psychedelics was
directed by Dr. Albert Kurland and was located at the Maryland Psychiatric Research

Center in Spring Grove, Maryland.300 Dr. Kurland had established and directed the

296The National Commission for the Protection of Human Subjects of Biomedical and Behavioral

Research: The Belmont Report; Ethical Principles and Guidelines for the Protection of Human Subjects of

Research. DHEW Publication No (OS) 78-0012, Appendix I, DHEW Publication No (OS) 78-0013,

Appendix II, DHEW Publication No (OS) 78-0014, Washington, 1978.

297Levine R. Ethics and Regulation of Clinical Research-2nd Edition. Baltimore: Urban and

Schwarzenberg, 1986, xii (preface).

298The President’s Commission for the Study of Ethical Problems in Medicine and Biomedical and

Behavioral Research: Implementing Human Research Regulations: The Adequacy and Uniformity of Federal

Rules and of their Implementation. U.S. Government Printing Office, Stock No. 040-000-00461-1.

Washington, DC, 1983.

299Federal Policy for the Protection of Human Subjects, 56 FR 28003 (June 18, 1991). The FDA was not

among the 16 Federal Agencies that joined in supporting the Common Rule. FDA announced its

essentially similar regulations in the same edition of the Federal Register, 56 FR 28025 (June 18, 1991),

Food and Drug Administration, Protection of Human Subjects; Informed Consent; Standards for

Institutional Review Boards for Clinical Investigations 21 CFR Parts 50 and 56.

300Yensen R, Dryer D. Thirty Years of LSD Research: The Spring Grove Experiment and its Sequels. in

(eds.) Schlichting M, Leuner, H. Worlds of Consciousness. Vol 5 Abstracts and Selected Papers from the

Ist International Congress of the European College for the Study of Consciousness (ECSC), Gottingen,

Germany, September 24-27. 1992.Berlin: Verlag fur Wissenschaft und Bildung, 1995:141-176.
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Maryland Psychiatric Research Center and obtained funding for his psychedelic research by
using a portion of general research grants  for the entire center that he obtained from
pharmaceutical companies, foundations and government grants. As he remarked, “If

anybody had money, we got some of it.”301  Dr. Kurland had begun planning the research
center in 1959 and had gradually  gathered together a stellar team of scientists and support
staff. In 1969,  Vice President Spiro T. Agnew, ex-Governor of Maryland,  officially
dedicated the Research Center’s new  four-story building. At that time, the staff numbered
over 100 people, a substantial number of whom worked on psychedelic research. Dr.
Kurland and associates conducted “the largest, most sustained and systematic study of

psychedelic drugs and psychotherapy yet attempted.”302   Dr. Kurland’s team conducted
studies into the use of LSD, psilocybin, DPT, MDA, DOET and the active placebo Ritalin,

in the treatment of schizophrenics,  cancer patients,303 304  alcoholics,305 heroin addicts306

307and inpatient308 and outpatient neurotics,309 and also conducted a training program for

over 200 mental health professionals.  In 1976, despite promising results and hard-won
lessons,  gradually dwindling political support finally resulted in the termination of Dr.
Kurland’s directorship of the Research Center. All the psychedelic research projects were
closed down,  after over 750 subjects had been treated.  According to Richard Yensen,
Ph.D,  a researcher at the Center,  “The majority [of subjects treated] benefited in some
way while a minority were unchanged. We are not aware of any long-term complications

among the subjects.” 310

A 1975 article in the FDA Consumer, FDA’s official magazine, noted “FDA
records indicate there have been about 170 legitimate research projects with LSD over the

past 10 years, but most are no longer active.”311 FDA reported that only 5 projects were

301personal communication, Dr. Albert Kurland, October 12, 1999. 

302Yensen, Dryer: 141.

303Grof S, Goodman L, Richards W, Kurland A. LSD-Assisted Psychotherapy in Patients with Terminal

Cancer. Internat  Pharmacopsychiat 8 (1973) 3:129-144.

304Pahnke W, Kurland A, Unger A, Savage C Grof S.  The Experimental Use of  Psychedelic (LSD)

Psychotherapy. JAMA212 (1970) 11:1856-1863.

305Kurland A, Unger S, Shaffer J, Savage C. Psychedelic Therapy Utilizing LSD in the Treatment of the

Alcoholic Patient: A Preliminary Report. Am J  Psychiat 123 (1967) 12:1202-1209.

306Savage C, McCabe O. Residential Psychedelic (LSD) Therapy for the Narcotic Addict: A Controlled

Study.  Arch  Gen Psychiat28 (1973): 808-814.

307Kurland A. Psychiatric Aspects of Opiate Dependence. West Palm Beach: CRC Press, 1978.

308Savage C, McCabe O, Kurland A, Hanlon T. LSD-assisted Psychotherapy in the Treatment of Severe

Chronic Neurosis.  J  Alt Stat Conscious1 (1973) 1:31-47.

309Yensen R, Di Leo F, Rhead J, Richards W, Soskin R, Turek B, Kurland A. MDA-Assisted

Psychotherapy with Neurotic Outpatients: A Pilot Study.  J  Nerv Ment  Dis 163 (1976) 4:233-245.

310Yensen, Dryer: 166.
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still authorized to administer LSD to patients in 1975. Of those five, three were not active
projects. The two that were still active were at Spring Grove and were shut down in

1976.312  By 1975, NIDA, then a branch of NIMH,  sat on the joint committee with FDA
that reviewed psychedelic research protocols, reflecting a shift in federal priorities away
from the exploration of potential therapeutic applications toward a concern over non-
medical use.

An internal review conducted in 1975 by the Alcohol, Drug Abuse, and Mental
Health Administration (ADAMHA) revealed that from 1953-1973, HEW  had funded 116
different studies of LSD involving 1,750 human subjects at at total estimated cost of $4
million, not including an unknown amount spent on military and CIA studies, The authors
noted that at the time the report was written,  “ADAMHA does not fund any research
involving administration of LSD to humans. This is not a policy, but rather the result of

accumulated findings in the field.” 313 
The implication of the ADAMHA statement was that research died down because

psychedelics were not safe or effective, causing scientists to lose interest in psychedelic

research. This view has been convincingly contradicted.314  In 1992,  Dr. Szara,  retired
Chief, Biomedical Research Branch, National Institute on Drug Abuse,  remarked  “clinical
research with these drugs essentially stopped... [there were] 20 years of deliberate legal

neglect and constraints.”315   An article in the FDA Consumer, written in 1995,  also
reflected on the cessation of LSD research as being due to external overwhelming political

311Staff. FDA Lists Approved LSD Research Projects.  FDA Consum (September 1975): 24-25. 

312 Two of the projects listed were at Spring Grove and were shut down in 1976. One project listed  was at

Langley Porter Neuropsychiatric Institute, San Francisco,California, another was at Vista Hills, in San

Francisco. According to Dr. Reese Jones (personal communication, October 11, 1999), who worked at

Langley Porter in 1975 and is still there, “Technically we had an old IND still active on the FDA approved

list around that time but had long since stopped giving any  LSD but our IND had nothing to do with

chronic users or therapy.Their [Vista Hills] medical director was Keith Ditman...They may well have been

doing something therapeutic with LSD in the years before 1975 but I would be surprised if the studies were

still active in 1975. I think most everyone had stopped by then. ”  The most recent LSD-related article by

Keith Ditman in Medline was published in 1970.  The last project listed by FDA was a study of psychosis

(patients with special problems) at Medical College of Birmingham, Birmingham, Alabama. According to

Dr. Jones, “there was someone there interested in LSD but I don't think any human administration was

involved by that time.“  No LSD research papers from the Medical College of Birmingham were published

in the 1970s.

313Report on ADAMHA Involvement in LSD Research, as cited in Szara, Steven. Are Hallucinogens

Psychoheuristic?  in Hallucinogens: An Update, NIDA Monograph Series # 146 Washington, DC, NIH

Publication # 94-3872. 1994: 39.

314Asher J.  Whatever happened to Psychedelic Research?  APA Monit (November 1975): 4-5.

315Szara: 38.
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pressure:

According to FDA's Klein, [Dr.Michael Klein had come to Pilot Drug
from DEA to work on regulatory issues related to drugs of abuse] the
Controlled Substances Act was an attempt to control the use of these
drugs so that they would be used only for scientific reasons. "The
purpose of the act was not to hinder or stop research," he said, "but to
ensure that as the research proceeded, proper controls were in place to
prevent abuse and misuse of the drugs." However, by the 1970s,
psychedelic drugs were not only viewed as a public health problem but
also carried a social implication. Psychedelic drugs were associated with
"hippies," a counterculture of mostly young people who felt alienated
from the mainstream American society and grew, in part, out of the anti-

Vietnam war sentiment of the time.316 317

In the same article in the FDA Consumer,  Dr. Frank Vocci, NIDA’s Director of
Medications Development,  commented, "There seemed to be an increasing hysteria about
hallucinogenic drugs in the 1960s that essentially shut down the research. It became

socially unacceptable to do this kind of work."318 
The most recent paper reporting new results from human research with mescaline

was published in 1966.319 The most recent US study reporting on the administration of

LSD to at least one human subject was published in 1973, from the Spring Grove team.320

The most recent study reporting on the administration of psilocybin to at least one human

subject was published in 1976.321 The latest administration of psilocybin to a subject in

316Kurtzweil P. Medical Possibilities for Psychedelic Drugs.  FDA Consum(September 1995).

http://www.fda.gov/fdac/features/795_psyche.html

317For insight into the link between “hippies” and psychedelics, see Allen J, West L. Flight from

Violence: Hippies and the Green Revolution.  Amer  J  Psychiat125 (Sept. 1968) 3:120-126.

318 Kurtzweil P. (1995).

319Harman W, McKim R, Mogar R, Fadiman J, Stolaroff S. Psychedelic Agents in Creative Problem-

Solving: A Pilot Study. Psychol  Reports 19 (1966) Monograph Supplement 2:211-227.  

320Savage C, McCabe O.  Residential Psychedelic (LSD) Therapy for the Narcotic Addict: A Controlled

Study. Arch Gen Psychiat 28 (1973) 6:808-814.  After the Center was shut down, Drs. Kurland, DiLeo,

and Yensen, continued to work to keep the psychedelic research project alive. In 1979, they managed to

obtain FDA approval for the continuation of the  LSD research with terminal cancer patients.  Lack of

funding and no institutional support hampered their ability to conduct the study, which was abandoned in

the early stages without generating any data.

321Parashos A.  The  psilocybin-induced “state of drunkenness” in normal volunteers and schizophrenics.

Behav Neuropsychiat  8 (1976 Apr-1977 Mar) 1-12:83-6.
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any FDA-approved study took place in 1978, under the direction Dr. Ron Siegel, who was

researching visual hallucinations.322

 In 1997,  Dr. Torsten Passie published a complete international bibliography of
books, chapters, and peer-reviewed articles about psychedelic and psycholytic (low dose)
psychotherapy with any psychedelic drug, covering from 1931-1995 and including 687

entries.323 The most recent listing of new data from  a US-conducted psychedelic research
project published in a peer-reviewed journal was from 1979, based on research that took

place at Spring Grove before 1976.324 

Cessation of European Psychedelic Research
Psychedelic research was just shut down not only in the United States, but around

the world as well.   The October 1999 Medline search on LSD showed that the most recent

foreign study was published in 1975, from Czechoslovakia.325  After 1975, only three
European studies in which psychedelics were administered to humans were permitted to
continue. Two studies with LSD were conducted in the Netherlands, one by Dr. W.

Arendsen Hein326 who treated 'neurotic' patients in his clinic Veluweland at Ederveen until

his retirement in 1977.327  The second study was conducted by Dr. Jan Bastiaans, who

322perrsonal communication, Ron Siegal, Ph.D., February 20, 2000.  See  Siegel R. Hallucinations.

Scient Amer 237 (1977):132-140;  also  Siegel R, West. L (eds.) Hallucinations: behavior, experience,

and theory.New York: Wiley, 1975;  and Siegel R.  Fire in the brain :Clinical tales of hallucination.New

York: Dutton, 1992.              

323Passie T.  Psycholytic and Psychedelic Therapy Research 1931-1995: A Complete International

Bibliography.Hannover: Laurentius Publishers, 1997.

324Berendes M.  Formation of Typical Dynamic Stages in Psychotherapy Before and After Psychedelic

Drug Intervention. J  Alt  Stat Conscious 5 (1974) 4:325-338.

325The following two publications from 1973 are both from the Spring Grove team.  Soskin R. The use

of LSD in time-limited psychotherapy.  J Nerv Ment Dis 157(1973) 6:410-9.  Savage C, McCabe O.

Residential psychedelic (LSD) therapy for the narcotic addict. A controlled study.  Arch Gen Psychiat28

(1973) 6:808-14. The foreign study is: Hausner M.  The psychotogenic 'double-blind' model in psycholysis.

Case study contribution to the sociogenic theory of schizophrenia.  Psychother Psychosom25 (1975) 1-

6:26-8.  

326Arendsen Hein G.  Dimensions of Psychotherapy. in Abramson H. (ed.)  The Use of LSD in

Psychotherapy and Alcoholism. New York: Bobbs Merrill, 1967: 561-568. This is Arendsen Hein’s last

publication of research findings.  He published his final statement on psychedelics in 1972. Arendsen Hein

G.  Selbsterfahrung and Stellungnahme eines Psychotherapeuten  [Self-Experience and Statement of a

Psychotherapist]. in  Josuttis M, Leuner H (eds.)  Religion und die Droge. Stuttgard:Kohlhamme,

1972:96-108.

327Snelders S. LSD en de psychiatrie in Nederland (Ph.D.-dissertation Vrije Universiteit, Amsterdam

1999).
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occasionally administered relatively low to moderate doses of LSD to a small number of

concentration camp survivors.328  Dr. Bastiaans’ continued approval to work with LSD in
concentration camp survivors until his retirement on January 1, 1988 was due in part to
support from politically connected ex-resistance members whom he had treated, and to a
patient population that stirred a compassionate reaction among Dutch regulators.  Dr.
Bastiaans proved unable to locate and train a successor interested in trying to continue the
LSD-therapy, which in any case the Dutch government was not likely to permit after Dr.

Bastiaans’ retirement.329 Unfortunately for the scientific record,  Dr. Bastiaans focused on
treatment and not research, and did not generate much in the way of data documenting the

results of his treatments.330  331 
 Dr. Hanscarl Leuner in Gottingen, Germany was the only other European

researcher permitted to continue to administer low doses of  psychedelics (but not LSD) to

a small number of subjects until his retirement in 1986.332 Dr. Leuner was one of the
central psychedelic research pioneers in Europe. He originally researched the therapeutic
use of low doses of LSD and had earned the substantial respect of German regulators. As a
result,  his permission to administer certain psychedelics was not withdrawn.

MDMA Research and the FDA
By 1976, all US-based human research with psychedelics had been stopped and all

psychedelics considered to be drugs of abuse had been criminalized by Federal authorities.
Around this time, a new and still legal psychedelic drug known as MDMA ( Ecstasy) began
to be used quietly by a small number of psychiatrists and psychotherapists in their clinical

practices.333  MDMA was a unique molecule that had not been specifically made illegal, but
was similar in structure and effect to MDA, a Schedule I drug that had been studied in the

1960s and early 1970s as an adjunct to psychotherapy, with promising results.334  MDMA

328Bastiaans J. The KZ Syndrome: A Thirty Year Study of the Effects on Victims of Nazi Concentration

Camps.  Revista medico-chirurgicata a societatii de medici si naturalis li diu Jasi 78 (1974): 573-578.

329personal communication, Stephen Snelders, November 22, 1999.

330Bastiaans J.  Mental Liberation Facilitated by the Use of Hallucinogenic Drugs. in Grinspoon L,

Bakalar J. (eds.). Psychedelic Reflections. New York: Human Sciences Press, 1983: 143-152.

331Ossebaard H, Maalste N.  The Bastiaans Method of Drug-Assisted Therapy: A Preliminary Follow-up

study with former clients. BullMAPS  9 (1999) 2:3-9.  http://www.maps.org/news-

letters/v09n2/09203maa.html

332Passie T.  In Memoriam. Bull MAPS 6 (1996) 4:20-21. http://www.maps.org/news-

letters/v06n4/06408mem.html

333Stolaroff M. The Secret Chief: Conversations With a Pioneer of the Underground Psychedelic Therapy

Movement.Charlotte, North Carolina: Multidisciplinary Association for Psychedelic Studies, 1997. 

334Naranjo C, Shulgin A, Sargent T.  Evaluation of 3,4-Methylenedioxymethamphetamine (MDA) as an

Adjunct to Psychotherapy.  Medicine et Pharmacologia Experimentalis17 (1967): 359-364.  Yensen R,
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was considered by the clinicians who chose to work with it to have remarkable therapeutic
potential due to its relatively short and gentle action, the lack of major perceptual and
cognitive alterations that in other psychedelics can contribute to panic attacks and “bad
trips, ” and the relative ease with which the altered state can be remembered and integrated

into daily life so as to anchor long-term change.335  Of all the psychedelics, MDMA
seemed like the substance with the greatest chance of becoming accepted by mainstream
psychiatry. Nevertheless, the psychiatrists and psychotherapists working with MDMA at
that time did not seek to obtain FDA-permission to conduct research. Dr. Greer 
believed that the lack  of preliminary animal toxicity data would make FDA approval

impossible.336 Some potential researchers were dissuaded by the long-standing regulatory
opposition to psychedelic research, others feared that seeking permisssion for research
would bring MDMA to the attention of the federal authorities, hastening its criminalization..

Psychotropic Substances Act of 1978

 In 1978, Congress passed the Psychotropic Substances Act.337 This Act expanded
the substances under international control to include central nervous system stimulants
(amphetamines), sedative-hypnotics (barbiturates) and  hallucinogens (psychedelics).  The
Act brought the United States into compliance with the International Convention on
Psychotropic Substances,  which the US had signed in 1971 and which Congress ratified

in 1980.338

 As did the Single Convention on Narcotic Drugs, the International Convention on
Psychotropic Substances explicitly permitted medical and scientific research with, and

possible prescription use, of any drug controlled under the Convention.339 In places, the
language of the Convention on Psychotropic Substances is somewhat more restrictive than
the Single Convention, for example preceding medical use with the words, “very

limited.”340 

Dileo F, Rhead J, Richards W, Soskin R, Turek I, Kurland A.  MDA-assisted psychotherapy with Neurotic

Outpatients: A Pilot Study.  J  Nerv Ment Dis163 (1976) 4:223-245.

335Greer G, Tolbert R.  Subjective Reports of the Effects of MDMA in a Clinical Setting.  J Psychoact

Drug18 (1986) 4:319-327.

336personal communication, Dr. George Greer, June 2, 2000.

337Psychotropic Substances Act of 1978, 95 P.L. 633; 92 Stat. 3768. November 10, 1978.

338 The Convention on Psychotropic Substances. US Treaty Series. Vol. 1019, US Treaties and other

International Agreements. Vol 32 Part 1, 1979-80: 543-571.

339Article 5, “ Limitation of use to medicial and scientific purposes.”

340Article 7 (a) of the Convention on Psychotropic Substances states, “In respect of substances in Schedule

I, the Parties shall: (a). prohibit all use except for scientific and very limited medical purposes by duly

authorized persons, in medical or scientific establishments which are directly under the control of their
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The Convention also permitted the manufacture of Schedule I substances for

medical purposes by entities that are licensed by the Party.341  Nothing in the Convention
forbade a Party from granting a license to a governmental agency or a non-governmental,
commercial entity to produce marijuana or any other substance for medical research and

use.342 
 England’s Home Office has claimed that the International Convention on

Psychotropic Substances, unlike the Single Convention, forbids signatories from
independently rescheduling a Schedule I drug covered by the International Convention into
a prescription medicine. According to the Home Office, the International Convention

requires a collective decision to reschedule by the parties to the Convention.343 This view
is not supported by any text contained in the Convention. Actually, the Convention
provides mechanisms for countries to report changes in laws concerning drugs under the

jurisdiction of the Convention,344 and for addressing conflicts between control measures

required by the Convention and those actually in place within any country. 345

Furthermore, the range of enforcement mechanisms available to the International Narcotics
Control Board, the supervisory body that manages the implementation of the Convention,
is quite limited should any country decide to adopt policies that directly contravene elements

of the Conventions.346 Thus, the Home Office’s stated position seems one of domestic

Governments or specifically approved by them.” Sec 109 of the Psychotropic Substances Act of 1978

notes, “ Article 7 of the Convention on Psychotropic Substances shall not be construed to prohibit, or

impose additional restrictions upon., research involving drugs or other substances scheduled under the

Convention which is conducted in conformity with this subsection and other applicable provisions of this

title.”

341Paragraph (b) of Article 7, “Special provisions regarding substances in Schedule I,”  states that the

parties to the Convention shall, “require that manufacture, trade and distribution and possession be under a

special license or prior authorization.”

342Article 8, “Licenses.”

343 ”Our view of the 1971 Convention is that is does not allow the same latitude in respect of the

cannabinoids as the 1961 Covention allows for cannabis. Any unilateral move by the United Kingdom to

reschedule the cannabinoids would we believe probably breach the 1971 Convention. The way to achieve a

lesser degree of control would thus be through the World Health Organization and amendment of the

Convention. “ November 16, 1998 letter from A.D. Macfarlane, Home Office, to Dr. Geoffrey Guy,

president of GW Pharmaceuticals, a pharmaceutical company with Home Office permission to grow

marijuana to manufacture marijuana extracts for medical purposes. 

344Article 16, “Reports to be furnished by the Parties.”

345Article 19. “ Measures by the Board to ensure the execution of the provisions of the Convention.”

346For example, Paragraphs 176-177 of the  “Report of the International Narcotics Control Board for

1999,” contained language stating that the approval in several signatory countries of “drug injection rooms”

for IV drug addicts was a violation of the treaty.  The INCB took no formal action to seek the closure of
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political convenience rather than of international treaty obligation.      

Regardless of the views of the Home Office,  the policy of the United States is
determined by the language of the Psychotropic Substances Act of 1978. The 1978 Act
does not forbid rescheduling in the United States prior to such action being taken by the
Convention itself. The 1978 Act states “nothing in the Convention shall interfere with
ethical medical practice in this country as determined by the Secretary of Health, Education
and Welfare [now Health and Human Services] on the basis of a consensus of the views of

the American medical and scientific community.”347 The 1978 Act also established specific
procedures to be taken in the event of a dispute between the United States and the

Convention over the appropriate degree of control to be imposed on any drug.348

Medical Marijuana Research- Positive External  Pressure
Throughout the 1970s,  public support  grew for research into the medical use of

marijuana for cancer chemotherapy.  From 1973 to 1977, 10 states passed marijuana
decriminalization bills, with support for reform cresting in 1977 and eroding from that

point onward. 349 In 1979,  the National Cancer Institute funded and obtained FDA-
approval for a small pilot study testing THC and placebo in 15 cancer patients, with
smoked marijuana available as a rescue medication for patients who vomited on either the
THC or placebo. The study demonstrated that smoked marijuana was more effective for

some patients than THC.350  NCI funding and FDA approval of this study were obtained
seven years after Dr. Zinberg concluded in 1972 that it was impossible for him to obtain
permission for research with smoked marijuana at that time.  The approval of the NCI
study demonstrated that external pressure in favor of medical marijuana research in cancer
patients had become strong enough to overcome internal reluctance and previous external
pressure against such research.    

From 1978 to 1982, 33 states passed some form of a bill supporting medical

such facilities but instead  “encourages Governments to provide a wide range of facilities for the treatment

of drug abuse, including the medcially supervised administration of prescription drugs in line with sound

medical practice and the international drug control treaties, instead of establishing drug injection rooms or

similar outlets that facilitate drug abuse.” http://www.incb.org/e/ind_ar.htm

347Sec. 101 (C) (3).

348Sec. 102.  When disputes arise, Sec 102  3 (C) (iv) authorizes the Secretary of State to “ initiate

proceedings to remove the  drug or substances from the schedules under the Convention or to transfer the

drug or substances to a schedule under the Convention different from the one specificed in the schedule

notice.”

349Bonnie: 2.

350Chang A, Shiling D, Stillman R, Goldberg N, Seipp C, Barofsky I, Simon R, Rosenberg S. Delta-9-

Tetrohydrocannabinol as an Antiemetic in Cancer Patients Receiving High-Dose Methotrexate. Ann  Int

Med 91 (1979): 385-425.
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research or medical use of marijuana.351 From 1979 to 1983, researchers in five states
were able to conduct FDA-approved clinical trials with marijuana and/or oral THC for
cancer chemotherapy as a direct result of the medical marijuana bills passed in those

states.352 These trials demonstrated that smoked marijuana was more effective for some
patients than the oral THC pills, though none of the trials met FDA standards for “adequate

and well-controlled” studies demonstrating safety and efficacy.353 In 1985, after a
pharmaceutical company conducted additional trials with just oral THC, FDA approved the
oral THC pill for prescription use for the control of nausea associated with cancer

chemotherapy.354 No further studies with smoked marijuana were conducted.  Public
pressure for medical marijuana research was strong enough to get some initial studies
conducted but was not strong enough to force the continuation of government-funded
research after the oral THC pill was approved as a substitute prescription medicine.

     
Scheduling of MDMA

From the mid-1970s to1980, the use of MDMA took place almost entirely within
therapeutic contexts, with sessions most frequently conducted in the privacy of homes,

offices or the outdoors.355 This use pattern for MDMA took place under the radar of DEA
and police authorities. There were no media reports to draw the attention of the authorities
nor any of the traditional signs of a developing problem with a new drug, such as
emergency room visits linked to the drug as reported by the Drug Abuse Warning Network

(DAWN), 356 deaths associated with the drug reported by medical examiners,357 or visits
to drug treatment centers by people seeking help resolving problems of addiction.

By 1980, MDMA’s then legal status and perceived safety, as well as the strong
demand for its subjective effects, began to attract the attention of large scale manufacturers
and distributors. By the early 1980s,  the use of MDMA shifted to more

351Appendix B, in Randall: 337.

352California, New York, New Mexico, Tennessee and Georgia.

353Randall R.  Marijuana, Medicine and the Law Volume 2. Washington, DC: Galen Press, 1989: 346-

350.

354FDA approved Marinol for prescription use in the treatment of nausea and vomiting in cancer

chemotherapy on May 31, 1985, and for use in the treatment of AIDS wasting syndrome on December 22,

1992.

355Stolaroff M. The Secret Chief: Conversations With a Pioneer of the Underground Psychedelic Therapy

Movement. Charlotte, North Carolina: Multidisciplinary Association for Psychedelic Studies, 1997. 

356When DEA first moved to criminalize MDMA in 1984, the the DAWN system had registered just 8

mentions of MDMA.  

357One death had been reported by a Medical Examiner as possibly linked to MDMA but the connection

was not conclusive.  
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“recreational”contexts in public settings in bars and nightclubs, initially in Texas.358   Sales
of MDMA were conducted in the open by distributors who used 800 numbers and took

payments via credit cards.359 Not surprisingly, this came to the attention of Texas Sen.
Lloyd Bentsen,  who sat on the Senate Judiciary Committee.  Sen. Bentsen urged the Drug
Enforcement Administration to take action, which it did in July 1984 when it announced its
intention to place MDMA in Schedule I, criminalizing both its medical and non-medical

uses.360 In response to DEA efforts to criminalize MDMA, several advocates for the
medical use of MDMA successfully requested a DEA Administrative Law Judge hearing on

the question of the proper scheduling of MDMA.361

 DEA also initiated efforts to criminalize MDMA internationally through the
mechanisms established by the  International Convention on Psychotropic Substances.
DEA requested that an Expert Committee operating under the auspices of the World Health
Organization evaluate the scientific, epidemiological and drug seizure data on MDMA ( and
27 other phenethylamines, of which MDMA was the widely used) and prepare a
recommendation concerning bringing MDMA under the control of the provisions of the

Convention.362 Dr. Paul Grof, the Chairman of the Expert Committee that met in Geneva
from April 22-27,1985, and other members of the committee responded favorably to

information presented to him by proponents of the therapeutic use of MDMA.363 Though
the Committee as a whole recommended that MDMA be placed in Schedule I, the
Committee report  stated:

     No data are available concerning its clinical abuse liability, nature and
magnitude of associated public health or social problems, or
epidemiology of its use and abuse...The substance has no well defined
therapeutic use, but a number of clinicians in the USA have claimed that
it is potentially valuable as a psychotherapeutic agent.

358Beck J, Rosenbaum M.  Pursuit of Ecstasy: The MDMA Experience.Albany: State University of New

York Press, 1994.

359Ibid., 19.

360Proposed Placement of 3,4-Methylenedioxymethamphetamine Into Schedule I, 49 FR 30210 (July 27,

1984).

361Proposed Placement of 3,4-Methylenedioxymethamphetamine Into Schedule I Hearing, [MDMA,

Docket No. 84-48], 49 FR 50732  (December 31, 1984).  ACTION: Notice of hearing on proposed

rulemaking. This author helped coordinate the efforts of the proponents of  MDMA’s therapeutic potential

who argued  before the DEA that MDMA should be placed in Schedule 3, where it could be prescribed by

psychiatrists as a legal medicine.

362WHO Expert Committee on Drug Dependence. Twenty-second report. Technical Report Series #729.

Geneva, World Health Organization, 1985. 

363This author went to Geneva to present information to the Expert Committee in February 1985.
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      It should be noted that the Expert Committee held extensive
discussions concerning the therapeutic usefulness of
3,4,methylenedioxymethamphetamine. While the Expert Committee
found the reports intriguing, it felt that the studies lacked the appropriate
methodological design necessary to ascertain the reliability of the
observations. There was, however, sufficient interest expressed to
recommend that investigations be encouraged to follow up these
preliminary findings. To that end, the Expert Committee urged countries
to use the provisions of article 7 of the Convention on Psychotropic

Substances to facilitate research in this interesting substance. 364

 Dr. Grof went further than the Committee and voted against scheduling MDMA. A
footnote to the official recommendation from the Expert Committee stated, “One member,
Professor Paul Grof (Chairman), felt that the decision on the recommendation should be
deferred awaiting, in particular, the data on the substance’s therapeutic usefulness and that

at this time international control is not warranted.”365  According to Dr. Grof, it was “ very
difficult to dissent. The process all the Expert Committees use to make decisions is based
on consensus, not voting, so it took some doing to find an appropriate context to register

my views.366 He also noted that the members of the Expert Committees are chosen on the
basis of their expertise in substance abuse, that the information available to them is skewed
toward harms and is not balanced, and that a recommendation to control the substances that

are presented to the Expert Committee is by far the most likely outcome.367

  On July 1, 1985, DEA placed MDMA in Schedule I on an emergency scheduling

basis.368 MDMA was placed in Schedule I internationally on February 11, 1986, by the

United Nations’ Commission on Narcotic Drugs.369

364WHO Expert Committee on Drug Dependence. Twenty-second report: 25.  

365WHO Expert Committee on Drug Dependence. Twenty-second report: 25

366personal communication, Dr. Paul Grof, March 20, 2000. 

367personal communication, Dr. Paul Grof, March 20, 2000. 

368Shulgin A. Controlled Substances: Chemical and Legal Guide to Federal Drug Laws.Berkeley: Ronin,

1992: 151. DEA’s emergency scheduling action was subsequently declared illegal in a criminal case because

the Attorney General had failed to sub-delegate to DEA the authority to schedule substances on an

emergency basis. Kane J. 1986 Memorandum and Opinion. Case No. 86-CR-153 In the United States

District Court For The District of Colorado.  Pees and Mcneill, Defendants, October 1.

369Woods J.  Conclusion.  Drug and Alcohol Dependence: An International Journal on Biomedical and

Psychosocial Approaches.  Special issue containing papers presented at the Committee on Problems of

Drug Dependence Symposium on Stimulants and Hallucinogens, (June/September 1984)17 (June 1986) 2-

3:297-298; also, personal communication, Ms. Valérie Lebaux, Legal Officer, Legal Affairs Sections,

United Nations International Drug Control Programme, (UNDCP), March 21, 2000.
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Almost two years of testimony led to a DEA Administrative Law Judge
recommendation in May 1986 that MDMA be placed in Schedule III, criminalizing its non-

medical use but not its medical use.370   The Administrative Law Judge’s recommendation
was rejected in October 1986 by the DEA Administrator, who placed MDMA in Schedule I

effective November 13, 1986.371  This ruling was appealed to the DC Court of Appeals by
Dr. Lester Grinspoon of Harvard Medical School.  In September 1987, the DC Court of
Appeals rejected the rationale of the DEA Administrator that he had used to justify ignoring
the recommendation of the Administrative Law Judge.  The Court remanded the matter

back to DEA for reconsideration.372 The DEA Administrator subsequently developed a
new rationale and in February 1988, again placed MDMA in Schedule I, effective March

23, 1988, a ruling that was not appealed.373 As a result,  non-medical as well as medical
use of MDMA was criminalized in the United States, with legal scientific research possible
only with FDA and DEA permission. 

Controlled Substance Analogue Enforcement Act of 1986  
Though MDMA had somewhat similar subjective effects and was structurally

somewhat similar to the psychedelic drug MDA, which had been placed in Schedule I in

1970,374  MDMA could be made illegal only after a lengthy legal process. According to the
Controlled Substances Act of 1970, substances could only be scheduled after a rule-making
procedure in which the specific substance was evaluated by the Secretary of Health,

Education and Welfare according to an 8-factor set of criteria.375 By 1986, the DEA was
faced with an increasingly sophisticated group of underground chemists who could
relatively easily modify existing scheduled drugs to create new legal drugs with similar
effects, and was frustrated by the lengthy process it took to criminalize MDMA. In
response to DEA’s difficulties, Congress made it easier for DEA to criminalize new

substances by passing the Controlled Substances Analogue Enforcement Act of 1986.376

370In the Matter of MDMA Scheduling, Opinion and Recommended Ruling, Findings of Fact,

Conclusions of Law and Decision of ALJ, No. 84-48 (Young, ALJ) (May 22, 1986).

http://www.mninter.net/~publish/mdma.htm

371Lawn J. Schedules of Controlled Substances: Scheduling of  3,4-Methylenedioxymethamphetamine

(MDMA) into Schedule I of the Controlled Substances Act. 51 FR 36552-36560. (October 14, 1986).

372Grinspoon v. DEA, 828 F.2d 881 (1st Cir. 1988).

373Lawn J. Schedules of Controlled Substances: Scheduling of  3,4-Methylenedioxymethamphetamine

(MDMA) into Schedule I of the Controlled Substances Act. 53 FR 5156 (February 22, 1988).

374Controlled Substances Act of 1970, Sec 202 (c) (c).

375Sec. 201 (c). The only exception, described in Sec 201 (d), was if the U.S. was obligated to control the

drug due to international treaty obligations. In those cases, no formal rulemaking process needed to talk

place.
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According to this Act, drugs intended for human use that were substantially similar in
structure and effect to drugs that were already in Schedule I or II were considered

automatically placed into Schedule I.377 This law has been challenged on the basis of

unconstitutional vagueness but has withstood legal challenge.378

Internal FDA Opposition to MDMA Research
In 1986, with the goal of developing MDMA’s therapeutic potential through FDA-

approved protocols, a non-profit organization opened a Drug Master File for MDMA with

data gathered from the standard preclinical animal toxicity studies required by FDA.379

Five different IND applications for permission to conduct research with MDMA were

submitted to FDA between 1986 to 1988.380 All five INDs were routed for review to the
Division of Neuropharmacologic Drug Products, directed by Dr. Paul Leber, and were

placed on Clinical Hold, meaning that they could not be conducted.381 Three INDs were

376Anti-Drug Abuse Act of 1986. 99 P.L. 570; 100 Stat. 3207. Oct. 27, 1986. Controlled Substance

Analogue Enforcement Act of 1986. 99 P.L. 570, Sec. 1201-1204 ; 100 Stat. 3207-13. Oct. 27, 1986. 

37721 U.S.C. §§ 802(32) and 813.

378United States v. Carlson et. al., 87 F. 3d 440 (11th Cir. 1996). 

379Data in FDA Drug Master File 6293, held by Multidisciplinary Association for Psychedelic Studies

(MAPS).  

380The INDs were as follows, 1) Dr. Jonathan Cole, Harvard Medical School. Study intended to evaluate

the safety and objective and subjective effects of MDMA in 24 stimulant abusers, administering single oral

doses of 75 mgs. and 150 mgs. of MDMA. Subjects would also receive, on seperate occassions, 300 mg

methaqualone, 20 mg diazepam, 30 mg d-amphetamine and placebo;  2) Dr. Rick Strassman, U. of New

Mexico. 20 subject, double-blind active-placebo controlled study using 75-175 mgs of MDMA or 60-120

mg pseudoephedrine, in MDMA-naive subjects; 3) Dr. Enoch Calloway and Dr. Don Wesson, UC San

Francisco. 6 subject, double-blind study, using Rorshach and Holtzman projective tests, in medical

volunteers (doctors and staff) who are drug-naive. Controls were 10 mg amphetamine and 200 mg

amobarbitral combination, and inactive placebo; 4) Dr. George Greer. Treatment IND for single patient with

cancer who had successfully been treated with MDMA for pain and anxiety prior to the criminalization of

MDMA;  5) Dr. Franco Di Leo.  Treatment IND for a single patient with unipolar depression who had

failed to obtain relief with standard medications.

381A June 26, 1992 letter to Dr. Charles Grob from Dr. Lee Zwanziger, Executive Secretary, FDA Drug

Abuse Advisory Committee, with background material written by Dr. Curtis Wright, Medical Review

Officer of FDA’s Pilot Drug Evaluation Staff, discusses four of the rejections by Dr. Paul Leber, Director,

FDA Division of Neuropharmacological Drug Products. A fifth application, not mentioned in Dr. Wright’s

background material, was rejected in a March 5, 1987 letter from Dr. Paul Leber to Dr. Francisco Di Leo,

for IND #27,281. The rejection was upheld in a March 18, 1987 letter from Dr. Robert Windom, Assistant

Secretary for Health, to Rick Doblin. At the time of the June 26, 1992 letter, responsibility for reviewing

MDMA research had been transferred from the Division of Neuropharmacological Drug Products to the
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for double-blind controlled trials from researchers at, respectively,  Harvard Medical
School, UC San Francisco Medical School, and University of New Mexico Medical
School. Two INDs were submitted by individual physicians for single case studies, one for
a terminal cancer patient who had been successfully treated for pain with MDMA-assisted
psychotherapy prior to the criminalization of MDMA and the other for a unipolar
depression patient for whom all available treatments had been attempted without success. 

 FDA based its rationale for rejecting all protocols and single case studies on the
hypothetical risk of delayed functional consequences resulting from the possibility of

neurotoxicity from MDMA.382 However,  MDMA neurotoxicity had not been

demonstrated to occur at therapeutic dose levels,383 while test animals administered
multiple high doses of MDMA didn't  seem to suffer from adverse functional or behavioral

consequences.384  Offsetting the risk of neurotoxicity were proven benefits, with the
cancer patient who had been administered MDMA by Dr. Greer when it was still legal to do

so  reporting clinically significant pain reduction with no problematic side effects.385 The
FDA seemed not to be engaging in rational risk/benefit calculations. In another instance,
FDA placed greater emphasis on the hypothetical and extremely unlikely possibility of
potential  brain damage from a single dose of MDMA than on the dire need for treatment in

Pilot Drug Evaluation Staff.

382 June 14, 1988 letter to Dr. Rick Strassman, U. of New Mexico from Dr. Paul Leber, Director, FDA

Division of Neuropharmacological Drug Products. Dr. Leber wrote, “We also note that you have written

asking our opinion about whether a change in the protocol, limiting your study to terminally ill patients

(such as those with AIDS or cancer), would be an acceptable modification leading to eventually removal of

the HOLD. We have considered your arguments and do not find them persuasive. Specifically, your

argument that the long term toxicity (i.e. potential for serotonergic neuronal brain damage) of MDMA

should not be of concern in terminally ill patients, begs the definition of terminal illness. Personally, we

are impressed how often medical predictions about the immediacy of death prove wrong. In any case, the

protections of law apply to all citizens. Your belief that MDMA offers an advantage to the dying is an

insufficient basis to remove that protection.”

383The latest research into MDMA neurotoxicity strongly suggests that the administration of one or

several doses to research subjects in a clinical setting offers negligible risk. Vollenweider F, Gamma A,

Liechti M, Huber T. Is A Single Dose of MDMA Harmless?  Neuropsychopharm21 (Oct 1999) 4:598-

600.

384The frequent administration of large amounts of MDMA can indeed dramatically reduce serotonin levels

in animals, to about 20% of original levels. Even this substantial reduction of serotonin has yet to be

linked to significant functional or behavioral consequences.Hatzidimitriou G, McCann U, Ricaurte G.

Altered serotonin innervation patterns in the forebrain of monkeys treated with (±)3,4-

methylenedioxymethamphetamine seven years previously: factors influencing abnormal recovery.  J

Neurosci 19 (1999) 12:5096-107. 

385personal communication, Dr. George Greer, June 7, 2000.
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a patient with unipolar depression who had failed to find any relief from any available

treatments.386 The FDA rejected a psychiatrist’s request to use MDMA in that patient, who
had already been prescribed multiple medications as well as two courses of electroshock

therapy but was still refusing to eat unless forcefed.387

All efforts to obtain FDA permission to conduct MDMA research were rejected. In
addition to residual external pressure against medical research with drugs whose non-
medical use had been criminalized,  researchers also faced internal FDA opposition to
psychedelic research that seemed based more on the personal prejudices of the reviewers
than on scientific risk/benefit estimates.  In 1988, the regulatory hurdles at the FDA
preventing psychedelic research seemed unlikely to be overcome, or to change anytime
soon.  

An Opening in Europe
In 1988,  several researchers in Europe were able to meet with some limited

success.  The German Ministry of Health approved a basic safety study in which mescaline
would be administered to human subjects, signaling the resumption of psychedelic research

in that country. 388 In Switzerland, the Ministry of Health permitted a small group of

psychiatrists to administer MDMA and LSD-assisted psychotherapy to their patients.389

According to one of the psychiatrists,390 the Ministry drew support for its decision from
the report of the 1985 WHO Expert Committee on Drug Dependence that, though
recommending that MDMA and 27 other chemically similar compounds called
phenethylamines be placed in Schedule I in the International Convention on Psychotropic
Substances, also formally “urged countries to use the provisions of article 7 of the
Convention on Psychotropic Substances to facilitate research in this interesting

substance.391   

1989 Origins of the International Conference on Harmonization (ICH)

386personal communication, Dr. Franco Di Leo, March 20, 2000. 

387personal communication, Mrs. Leona Perlman, June 1986.  

388Oepen G. Fuenfgeld M, Harrington A, Hermle L, Botsch H. Right Hemisphere involvement in

mescaline-induced psychosis.  Psychiat  Res29 (1989): 335-336.

389Gasser P. Psycholytic therapy with MDMA and LSD in Switzerland: Follow-up study on the results of

Swiss research conducted during 1988-1993. Bull  MAPS  5 (Winter 1994-95) 3:3-7.

390Personal communication, Dr. Jorg Roth, August 19, 1988.

391WHO Expert Committee on Drug Dependence. Twenty-second report: 25. Though obtaining the

paragraph in the formal report encouraging research seemed inconsequential at the time, and had no practical

effect within the United States, the statement did help facilitate the first regulatory approval of the

therapeutic use of MDMA anywhere in the world after MDMA had been criminalized internationally in

1986.
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After the passage of the 1962 Amendments and the requirement that pharmaceutical
drugs be demonstrated to be both safe and effective,  the pharmaceutical drug development
process had become increasingly more complex and expensive. Simultaneously,
pharmaceutical companies had became more globalized and focused on selling their
products in multiple international markets. Complicating the efforts of the pharmaceutical
companies to obtain marketing approval for their products in a variety of international
marketplaces was the varying processes and regulations imposed by each nation’s
regulatory agencies.  

 At its 1989 meeting in Paris, the International Conference of Drug Regulatory
Authorities (ICDRA). meeting under the auspices of the United Nation’s World Health
Organization,  first formulated plans for a conference to discuss common scientific and

technical aspects of the regulatory review of pharmaceutical products.392 The purpose of
the International Conference of Drug Regulatory Authorities (ICDRA), whose first meeting
had taken place in 1980, was to promote “harmonization, exchange of information and
collaborative approaches to problems which may be of common concern to all drug

regulatory authorities.”393

The first steering committee meeting of the  International Conference on
Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human

Use  (ICH) took place in  Brussels in April 1990. 394  The meeting was hosted by the
European Federation of Pharmaceutical Industries' Associations (EFPIA), an organization
composed of all major research-based European pharmaceutical companies. 

The ICH is an organization with no formal regulatory authority of its own. Over the

decade of its existence,395 the ICH has developed a formalized, five-step process of

reaching consensus and obtaining implementation396 on four basic categories of issues

392See website of International Federation of Pharmaceutical Manufacturers Association (IFPMA).

History of the International Conference on Harmonization (ICH), http://www.ifpma.org/ich8.html

393See World Health Organization website, International Conference of Drug Regulatory Authorities

(ICDRA) http://www.who.int/medicines/teams/qsm/ICDRA.html

394The six parties to the first ICH steering committee, each with two seats on the steering committee,

included representatives from the pharmaceutical industry and government regulatory agencies, specifically

the European Commission of the European Community (EU), EFPIA, Ministry of Health and Welfare,

Japan (MHW), Japan Pharmaceutical Manufacturers Association (JPMA), FDA, and Pharmaceutical

Research and Manufacturers of America (PhRMA). Observers to the ICH, each with one seat on the

Steering Committee, include the World Health Organization (WHO), The European Free Trade Area

(EFTA), represented at ICH by Switzerland, and Canada’s Drugs Directorate, Health Canada. Two additional

seats on the ICH Steering Committee are held by the International Federation of Pharmaceutical

Manufacturers Association (IFPMA), which also directs the  ICH Secretariat.

http://www.ifpma.org/ich8.html

395Four ICH conferences have been held to date, with the fifth scheduled for November 2000.

68



related to pharmaceutical drug development; safety,397 quality,398 efficacy399 and

multidisciplinary. 400 The authority  of the ICH comes only from the voluntary adoption of
its guidelines by the national regulatory agencies which participate in the ICH processes.
Work toward the development of a Common Technical Document is in process, but
whether this ever will or ever should lead to a single international approval process is a

matter of substantial controversy.401

Though the FDA is an active participant in the ICH process, the FDA retains the

freedom to adopt or reject any of the guidelines developed by the ICH.402  In practice, the
FDA has adopted many of the ICH guidelines, and the ICH process and guidelines are
having an increasingly important impact on substantive issues related to the research and
development of all pharmaceutical products under review by the FDA, including

psychedelics and marijuana.403 However, FDA has not obtained and will not obtain any
new regulatory authority as a result of its participation in the ICH process.

396”Step 1: first proposal for a draft tripartite guideline, Step 2: six parties have agreed on a draft guideline,

Step 3:official release for consultation of draft guideline by the three authorities, Step 4: the three

authorities have agreed on a final tripartie guideline, Step 5: implementation of harmonized guideline in

each region.” Taken directly from a slide from 218/2000 lecture, “Global Harmonization in the

Pharmaceutical Industry-2000,” by Brenton James, Worldwide Regulatory Affairs, Glaxo Wellcome, during

Tufts Center for the Study of Drug Development’s Postgraduate Course in Clinical Pharmacology, Drug

Development and Regulation, Feb 15-18, 2000. Boston, MA. 

397ICH guidelines related to safety include S1: Carcinogenicity, S2:Genotoxicity, S3:Kinetics,

S4:Toxicity, S5:Reprotox, S6:Biotech Safety, S7:Pharmacology. http://www.ifpma.org/ich5s.html

398ICH guidelines related to quality include Q1: Stability, Q2: Analytical Validation, Q3:Impurities, Q4:

Pharmacopoeias, Q5: Biotechnology Quality, Q6: Specifications, Q7:GMP.

http://www.ifpma.org/ich5q.html

399ICH guidelinces related to efficacy include E1:Exposure, E2: Clinical Safety, E3:Study Reports,

E4:Dose Response, E5:Ethnic Factors, E6:GCP, E7: Clinical Trials in Special Populations-Geriatrics, E8:,

Clinical Trial Design, General Considerations, E9:Statistical Principles for Clinical Trials, E10: Choice of

Control Group, E11:Clinical Investigation of Medicinal Products in the Pediatric Population,

E12:Therapeutic Categories. http://www.ifpma.org/ich5e.html

400ICH guidelinces related to multidisciplinary topics include M1:Medical Terminology, M2:Electronic

Standards for Transmission of Regulatory Information (ESTRI), M3:Timing of Pre-clinical Studies in

Relation to Clinical Trials, M4:The Common Technical Document.

401lecture by Dr. Brenton James, Professional Course in Clinical Pharmacology, Drug Development and

Regulation, Tufts Center for the Study of Drug Development, Boston, MA., February 15- 18, 2000.

402Booth P. FDA Implementation of Standards Developed by the International Conference on

Harmonisation. Food Drug Law J 52 (1997) 2:203-223.

403Holston S. An Overview of International Cooperation. Food Drug Law J. 52 (1997) 2:197-201. When

this article was written, Ms. Holston was Deputy Commissioner for External Affairs, FDA.
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                                             CHAPTER 2  
                                     FROM PILOT DRUG  TO THE PRESENT

ERA OF CAUTIOUS ACCEPTANCE (1989-1996)

The Transfer of Authority
On March 31, 1989, Dr. Carl Peck, Director of FDA’s Center for Drug Evaluation

and Research (CDER),  announced that he was going to transfer authority for the review
and approval of research involving Schedule I drugs, such as psychedelics and marijuana,
away from the Division of Neuropharmacological Drug Products, directed by Dr. Paul
Leber, to the newly established Pilot Drug Evaluation Staff (PDES), under the directorship

of Dr. John Harter.404 Chapter 3 discusses the reasons for this transfer. At the time,
psychedelic research in the United States had been almost completely blocked for more than
two decades, with most research halted in 1965.  Psychedelic research had not been made
illegal by Federal law or by international treaty obligation. Rather, the FDA had made it
virtually impossible for scientists to obtain permission to initiate psychedelic research and
NIMH had withdrawn funding and sponsorship of such research. 

As a result of internal FDA dynamics to be examined in detail in Chapter 3,  the
establishment of Pilot Drug led to the gradual transformation of the regulatory context for
psychedelic and marijuana research. Policies put into place by Pilot Drug reversed decades
of internal opposition to such research and enabled several scientists to begin FDA-
approved clinical trials involving the administration  of psychedelics and marijuana to

human subjects.405

Reviewing The Past  
In  late 1989,  Dr. Harter asked Dr. Curtis Wright, a Medical Review Officer

working within Pilot Drug, to begin reviewing all protocols under the Division’s purview

that were on Clinical Hold.406 The goals of the review were to get a better understanding of
Pilot Drug’s new areas of responsibility, to assess the old IND applications, and to develop
a strategy to reduce the backlog.  The degree to which  its backlog would be reduced was to
be one of the primary measures by which Pilot Drug would be evaluated by senior FDA
management. 

404Staff.  Pink Sheet,Trade and Government Memos April 3, 1989: 1.

405Dr. Harter died July 11, 1996. This author had several conversations with him from 1991-1994 but

began  researching this chapter after his death. The information to be presented about Dr. Harter comes in

part from our few conversations, more so from his writings, and in large part from interviews conducted

with his widow and other people who worked closely with him.

406personal communication, Dr. Wright, March 8, 1999. Dr. Wright is ex-Acting Director of Division of

Anesthetics, Critical Care and Addiction Drug Products (DACCADP) and ex-Acting Director of PDES. He

is currently working for industry.
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According to Dr. Wright, “We went back through every single Investigative New
Drug (IND) application that was still active, but on Clinical Hold. Every single one. And
we started calling people. We found requests for hallucinogen research, marijuana
research, LSD research, undercapitalized venture-capital drug products- all kinds of things-

but many were put on hold and no one had figured out how to break them free.”407 In Dr.
Wright’s view, the problem of backlogged Clinical Holds on psychedelic research
protocols was caused by FDA. There were holds on projects seeking to study LSD,
MDMA and DMT, with no clear information given as to how to address the issues on
which the Clinical Holds were based. Dr. Wright reported that both he and Dr. Harter
believed that “it is invidious to prevent research, even if it will produce results you don’t

want.”408  Dr. Temple, FDA’s Associate Director for Medical Policy and Director, Office
of Drug Evaluation I, claimed not to have been aware of the past difficulties psychedelic
researchers had faced when their protocols went to Dr. Leber in Neuropharmacological

Drug Products, only to be placed on a permanent Clinical Hold.409  According to Dr.
Temple, these Clinical Holds had not been protested at his level.  

Dr. Wright explained that Dr. Harter was open to the possibility that FDA might
approve some psychedelic and marijuana research protocols. Dr. Wright noted that when
Dr. Harter became the Director of Pilot Drug, he had a philosophical belief that, “If we
could put a man on the moon, we could study any drug. The question is what precautions

were needed to do so safely.”410 According to Dr. Wright, whether a study can be
conducted ethically is determined in large part by whether you can  “give people [subjects]
a fair and accurate assessment of the risks” of being a participant in the study.

Approving a Study 
In 1990, in an historic turning point,  Pilot Drug approved the first new psychedelic

research protocol in about two decades. The protocol was submitted by Dr. Rick
Strassman, University of New Mexico. Dr. Strassman’s efforts to obtain FDA permission
to conduct  psychedelic research had begun back in 1986,  when he unsuccessfully
submitted an MDMA research protocol to Neuropharmacological Drug Products.  Giving
up on MDMA research, Dr. Strassman had worked for almost two years to win approval
for a DMT protocol.  Dr. Strassman’s DMT experiment was designed as a Phase I dose-
response double-blind safety study in which gradually increasing doses of the psychedelic

drug DMT would be administered to human subjects.411  The first  of 12 subjects were

407Dr. Curtis Wright interview in  Pellerin C. Trips: How Hallucinogens Work in Your Brain.New York:

Seven Stories Press, 1998: 163-164. 

408personal communication, Dr. Wright, March 8, 1999.

409personal communication, Dr. Robert Temple, March 18, 1999.

410personal communication, Dr. Wright, March 8, 1999.

411Strassman R. Human hallucinogenic drug research in the United States: a present-day case history and
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treated in November 1990 and the last subject was treated in September 1991.412

 Pilot Drug also approved a NIDA-funded study in a single subject in which a low
dose of LSD was administered in order to measure the detectability of the drug in human

plasma.413 In 1991,  a new therapeutic study designed to evaluate LSD-assisted
psychotherapy in the treatment of substance abusers was approved by Pilot Drug as part of

Dr. Kurland’s longstanding IND for LSD research.414 Though approved, this study was

never implemented due to lack of funding.415 
Pilot Drug’s approval of three protocols involving the administration of DMT or

LSD to human subjects occurred somewhat surprisingly at a time when the Drug War was
still escalating. Even still, the social turmoil associated with psychedelics was rather muted
by 1991. Crack cocaine had long since replaced LSD as the drug that generated the most
fear in the public mind and the most headlines. In 1990 and 1991,  Pilot Drug was able to
approve protocols involving  LSD and DMT with no apparent political outcry or
bureaucratic cost. This suggests that while a major factor contributing to the cessation of
psychedelic research in the late 1960s and early 1970s had been overwhelming external
political pressure placed on FDA, the continued difficulties researchers faced over the
course of the subsequent decades had more to do with the persistence of internal opposition
to psychedelic research within FDA.

Federal Policies Governing Human Research
In 1991,  a set of uniform regulations governing human research were codified for

16 federal agencies that conduct or sponsor research with human subjects.416 These rules

review of the process.  J Psychoact  Drug23 (1991) 1:29-38.  

412Strassman R. Human Hallucinogenic Drug Research: Regulatory, Clinical and Scientific Issues. in Lin

G, Glennon R, (eds.)  Hallucinogens: An Update. NIDA Research Monograph 146, Washington, DC, NIH

Publication # 94-3872. 1994: 92-123. 

413Papac D, Foltz R.  Measurement of lysergic acid diethylamide (LSD) in human plasma by gas

chromatography/negative ion chemical ionization mass spectrometry.  J Anal Toxicol 14 (May-Jun 1990)

3:189-90.  The study took place at the  Center for Human Toxicology, University of Utah, Salt Lake City.

414IND #3052. The study was to be conducted  by Dr. Kurland, Richard Yensen, Ph.D. and Dr. Donna

Dryer, all in private practice. Revised protocol submitted to PDES by Dr. Kurland, January 22, 1991.

Neither IRB approval nor a legal supply of FDA-approved LSD was in hand,, so the study could not begin

despite FDA approval. Importation of LSD under DEA permit from U. of Berne, Switzerland took place in

April 1996. 

415personal communication, Richard Yensen, May 1992.

416Federal Policy for the Protection of Human Subjects, 56 FR 28003 (June 18, 1991). The FDA was not

among the 16 Federal Agencies that joined in supporting the Common Rule. FDA announced its

essentially similar regulations in the same edition of the Federal Register, 56 FR 28025, Food and Drug

Administration, Protection of Human Subjects; Informed Consent; Standards for Institutional Review
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apply to all research conducted or supported by any Federal agency  and any research
regulated by the FDA. These uniform regulations,  known as the "Common Rule,"

established no entirely new regulatory mechanisms.417 The regulations contained

provisions concerning the composition, conduct and recordkeeping of IRBs, 418 419 as
well as policies regarding research involving fetuses, pregnant women, and human in vitro

fertilization, 420 prisoners,421 and children.422 The implementation of the Common Rules
are overseen by NIH’s Office for Protection from Research Risks (OPRR). 

Compassionate Use of Marijuana
Pilot Drug received minimal internal or external criticism of its policies toward

psychedelic research. Pilot Drug’s policies toward the medical use of marijuana were
another story and generated substantial controversy and pressure, both from external and
internal sources.

 In May 1978,  over a decade prior to the establishment of  Pilot Drug,  NIDA and

FDA had agreed in an out-of-court settlement 423 to provide a legal supply of marijuana to
Mr. Bob Randall, a glaucoma patient who was the first person to establish a claim of

“medical necessity” for marijuana in a court of law.424 Over the next decade, Mr. Randall
helped guide about a dozen patients into what became known as FDA’s Compassionate
IND program. This program provided marijuana grown by NIDA for free to a very small
group of patients. Many of these patients had been involved in legal trouble surrounding
their medical use of marijuana, all had physicians who had been willing to testify to their
patient’s medical necessity for marijuana.  Though nominally supervised by the FDA, the

Boards for Clinical Investigations 21 CFR Parts 50 and 56. 

417 The Common Rule built on the  President’s Commission for the Study of Ethical Problems in

Medicine and Biomedical and Behavioral Research, Implementing Human Research Regulations.

Washington, DC: GPO, 1983. The Commission was established by  the Community Mental Health

Centers Act, Biomedical Research and Research Training Amendments of 1978, 95 P.L. 622; 92 Stat.

3420. Nov. 9, 1978. 

41845 CFR 46. 107-119.

419For more information on Institutional Review Boards, see  Continued Vigilance Critical to Protecting

Human Subjects. General Accounting Office  report to the Ranking Minority Member, Committee on

Governmental Affairs, U.S. Senate. Washington, DC: 1996 and also Institutional Review Boards: Their
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few patients who received marijuana legally were not subjects in any formal research
studies once they entered into the Compassionate IND program.   

As the AIDS epidemic intensified during the 1980s, a growing number of AIDS
patients began using marijuana to restore their appetites and reduce the nausea associated
with their AIDS medications, in some cases with lifesaving effect for patients suffering

from the  AIDS wasting syndrome.425 In November 1989, Bob Randall advised Steve L.
to become the first AIDS patient to submit an application to enter FDA’s Compassionate

IND program.426 Steve L. had been arrested for his use of marijuana while purchasing a

small amount from an undercover narcotics agent.427 At the time Steve L. and his
physician submitted the application to FDA,  the Compassionate IND program was under
the jurisdiction of Pilot Drug. Dr. Dan Spyker, Pilot Drug medical review officer, was

assigned the responsibility of reviewing the applications to the program.428 Dr. Spyker
approved Steve L.’s application and in January 1990 he received a legal supply of
marijuana from NIDA. Steve L. remained in the Compassionate IND program a very short
time, dying of AIDS only 18 days after receiving his first legal supply of marijuana.

 In November 1990,  Bob Randall assisted a second AIDS patient to apply for
entrance into the Compassionate IND program.  This patient was also approved by Dr.
Spyker and received a legal supply of marijuana from NIDA. 

On  December 18,  1990, a fateful meeting took place at FDA between Bob
Randall, his partner Alice O’Leary, his lawyer, Dr. Dan Spyker, Dr. Curtis Wright, and

several other FDA officials.429 The meeting had been called by FDA in response to the
increase in applications by patients for access to marijuana. During the meeting, Dr. Wright
suggested to Bob Randall that he work to convert the applications to the Compassionate

IND program into applications for a series of N=1 studies.430 These studies would gather
data on each patient’s responses to marijuana, alternative medications, and placebo,
enabling the provision of marijuana to be part of a research process that might eventually
generate sufficient data to enable Bob Randall to apply to have marijuana approved as a

425Randall R. Marijuana and AIDS: Pot, Politics and PWAs in America.Washington, DC: Galen Press,

1991.

426Appendix B, “AIDS Chronology,” In  Randall, R.C. Marijuana and AIDS: Pot, Politics and PWAs in

America. Washington, DC: Galen Press. 1991: 148.

427Ibid., 5.

428personal communiation, Dr. Dan Spyker, February 22, 1999. 

429Randall B and O’Leary A. Marijuana Rx—The Patients’ Fight for Medicinal Pot. New York:

Thunder’s Mouth Press, 1998: 351.

430A general model for N=1 studies has been described in the following paper:  Larson E, Ellsworth A, Oas

J. Randomized clinical trials in single patients during a 2-year period. JAMA 270 (1993 Dec 8) 22:2708-

12. This paper was given to the author by Dr. Spyker as an excellent source of information about the

purpose and design of N=1 studies.

74



prescription medicine.431 As a further advantage of adopting the N=1 research approach,
Dr. Wright indicated that the Compassionate IND program was vulnerable to being shut
down. Bob Randall took Dr. Wright’s comments as an FDA threat to shut down the

Compassionate IND program.432 He fundamentally failed to recognize the wisdom in Dr.
Wright’s suggestion that the best method of obtaining FDA approval for the medical use of
marijuana would be to gather scientific data about marijuana whenever possible, just as
would a pharmaceutical company seeking to obtain approval for any other drug.  Bob
Randall’s decision not to work with FDA to facilitate N=1 studies in patients who could
probably have been proven to benefit from marijuana’s use was perhaps the key mistake
made by proponents of the medical use of marijuana. 

In February 1991, the third and fourth AIDS patients received their legal supplies of
marijuana from NIDA as a result of their acceptance into the FDA’s Compassionate IND
program. Also in February 1991, Bob Randall  formed the Marijuana AIDS/Research
Service (MARS), an organization with a mission to assist AIDS patients in obtaining legal

access to medical marijuana.433 Within the next several months,  at least 40 more

individuals applied for entrance into the Compassionate IND program.434  Dr. Spyker,

with support from Dr. Harter, approved over twenty of these applications.435 Dr. Peck
reported that complaints to FDA about Pilot Drug’s approval of so many  AIDS patients for
entrance into the Compassionate IND  came from the White House and  upper management

at HHS.436 

 The dramatic expansion of the Compassionate IND program placed an increasing
demand on NIDA for additional supplies of marijuana. NIDA’s situation was described by
Dr. Cynthia McCormick,  Director of FDA’s Division Anesthetics, Critical Care and
Addictive Drug Products (DACCADP). She reported “As I understand it, [this expansion]
threatened the availability of marijuana for future single patient INDs and other research
projects. In 1991, FDA sought assistance from the Department of Health and Human
Services, Public Health Service, in dealing with the increasing number of single-patient
INDs. This led to a review of the INDs by Assistant Secretary for Health [and Chief of the

Public Health Service], Dr. James O. Mason.” 437  

431Ibid, 352.

432Ibid, 353.

433Randall R. (1991): 115. 

434Kuromiya v. United States,  78 F. Supp. 2d  367 (E.D.Pa. 1999). Def. Ex. 1 ¶ 7; Def. Ex. 3 at 4; Def.

Ex. 6 at 1, Plf. Ex. 2 at 30.  

435Ibid.

436personal communiucation, Dr. Carl Peck, February 22, 1999.  

437The quote from Dr. Cynthia McCormick, FDA's Division Director of Anesthetics, Critical Care and

Addictive Drug Products (DACCADP), is from her  testimony  in a 1999 class action lawsuit that
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On June 21, 1991, Dr. Mason announced that he was recommending that the Bush
Administration shut down FDA’s Compassionate IND program to new applicants while
continuing to supply only those patients already receiving marijuana. Those patients who
had been approved by FDA for entrance into the Compassionate IND program but had not
yet received their first supplies would be dropped from the program. According to Dr.
Mason, "If it's perceived that the Public Health Service is going around giving marijuana to
folks, there would be a perception that this stuff can't be so bad. It gives a bad signal. I
don't mind doing that if there's no other way of helping these people... But there's not a

shred of evidence that smoking marijuana assists a person with AIDS." 438  439 As Dr.
Mason indicated, the Compassionate IND program had generated no data about  the
medical use of marijuana in AIDS patients, pointing out the exactly the vulnerability of the
Compassionate IND program that Dr. Wright had previously and unsuccessfully tried to
point out to Bob Randall.

In a December 10, 1991 speech to the Food and Drug Law Institute,  FDA
Commissioner Dr. David Kessler didn’t bother to mention the controversy Pilot Drug had
generated over its approvals of Compassionate INDs and remained thoroughly supportive
of Dr. Peck and Dr. Harter’s management approach. Dr. Kessler remarked, “The current
push to get important new therapies to patients sooner has captured the imagination of our
Center for Drug Evaluation and Research. The number of pilot projects and creative ideas
flowing out of that center has never been greater.”  In Dr. Peck’s estimation, Dr. Kessler

was somewhat aware and supportive of Pilot Drug, but wasn’t deeply involved.440

On January 31, 1992, Dr. Mason wrote a memorandum to Dr. Louis Sullivan,
Secretary of HHS, outlining his views on the Compassionate IND program for medical

marijuana patients. Dr. Mason wrote that,  "little or no useful data has been obtained...there

unsuccessfully attempted to force the Clinton Administration to accept more patients into the

Compassionate IND program.  Kuromiya v. United States,  78 F. Supp. 2d  367 (E.D.Pa. 1999). Def. Ex.

1 ¶ 7.

438Isikof M. HHS to Phase Out Marijuana Program; Officials Fear Sending 'Bad Signal' by Giving Drug

to Seriously Ill.  The Washington Post, June 22, 1991: A 14. 

439The controversy surrounding the Compassionate Use program has not gone away. An 11/6/1999

editorial in the Washington Post urged the Clinton Administration to reopen the compassionate use

program to terminally ill patients, stating, “Rather than harass doctors who prescribe marijuana, the

administration should reopen the federal program under which, until 1991, marijuana was available to

terminally ill patients.” On December 1, 1999, a class action lawsuit attempting to force the reopening of

the Compassionate Use program on equal protection grounds was dismissed.

1999 WL 1081059 (E.D.Pa.) Kiyoshi Kuromiya, et al., v. The United States of America. United States

District Court, E.D. Pennsylvania. Civil Action No. 98-3439. Memorandum and Order, Katz, Senior

Judge, December 1, 1999.

440personal communiucation, Dr. Peck, February 22, 1999. Dr. Peck is now Director of  the Center for

Drug Development Science, Georgetown University Medical Center.
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is consensus within the Public Health Service that the single-patient IND process would not
yield useful data in the future that would resolve the remaining safety and effectiveness

issues." 441 On March 4, 1992, Dr. Sullivan accepted Dr. Mason’s recommendations and

closed the program.442 At the time the program stopped accepting new applicants in March

1992, there were thirteen participants.443

Dr Harter: Congressional Oversight
While Pilot Drug’s expansion of the Compassionate Use program had met with

opposition from senior Administration officials,  Dr. Harter himself received some
unwelcome personal attention from Congress for FDA’s protracted approval process for

Ansaid, an arthritis drug developed by Upjohn Co. for whose review he had been
responsible prior to the establishment of Pilot Drug. On  February 21, 1992,  House
Energy and Commerce Committee Chairman John Dingell (D-Mich.), whose committee
had oversight responsibility for FDA matters, heard testimony from Dr. Harter about
FDA’s review of Ansaid.  Cong. Dingell was upset that the New Drug Application  (NDA)
had been filed in 1982 but Upjohn had to wait six years for approval, which was finally
granted in 1988.  Cong. Dingell accused “people testifying today” [Dr. Harter] of "sloth,

laziness, indifference and probably incompetence."444  Rep. Henry Waxman (D-Calif.),
chairman of the Health and Environment Subcommittee that held the hearing, was not as
critical of Dr. Harter. There is nothing in the record to indicate that the Compassionate IND

program was mentioned during this hearing.

Pilot Drug and the Nicotine Patch 
  As part of its portfolio, Pilot Drug had the responsibility to regulate drugs for the

treatment of addiction.  As a result,  the review of research into the use of nicotine patches
for the treatment of addiction to cigarettes took place within Pilot Drug, with Dr. Spyker
deeply involved in the process. Beginning in early 1992, Pilot Drug approved several
nicotine patches, first Habitrol by Ciba-Geigy,  then in short order Nicoderm by Marion
Merrill Dow, Prostep by Lederle and Nicotrol by Warner Lambert. Within the first year,

more than 200 million nicotine patches were sold for revenues in excess of $1 billion.445  
Pilot Drug’s work on the nicotine patch soon led FDA Commissioner Dr. Kessler

to work closely with Pilot Drug in his major attempt to assert FDA authority over the
regulation of tobacco. 

441Kiyoshi Kuromiya, et al., v. The United States of America. Def. Ex. 3 at 4.

442Def. Ex. 4 at 27-28.

443.See Def. Ex. 1 ¶ 11. At the time of Dr. McCormick’s testimony in 1999, eight patients remained in

the program.

444Staff. State News Service, February 21, 1992.

445Barbour J. AP Newsfeatures, August 10, 1992.
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Formal Clarification of Policies Toward Psychedelic Research by NIDA and FDA
In early 1992,  Dr. Charles Grob, Harbor-UCLA, submitted a protocol to FDA

designed to investigate the use of MDMA-assisted psychotherapy in terminal cancer

patients.446  This was the first therapeutically-oriented protocol submitted to Pilot Drug. On
July 15, 1992,  in response to the gradually increasing interest among scientists in
obtaining  permission to conduct psychedelic research,  Pilot Drug convened a meeting of
its Drug Abuse Advisory Committee. The committee was charged with  evaluating Pilot
Drug’s  general policies regarding psychedelic research and was also asked to review Dr.

Grob’s specific protocol.447  In accordance with the Federal Advisory Committee Act of

1972,448 the FDA and other government agencies use expert advisory committees to
provide guidance and advice on important matters coming before them. Though the FDA
retains final authority to make decisions, the recommendations of its Advisory Committees
are almost always accepted.

In order to help educate the Drug Abuse Advisory Committee, Dr. Wright asked

NIDA if it would be willing to provide input to the Committee.449  In response to Dr.
Wright’s request,  Dr. Geraline Lin, program officer in NIDA’s Division of Basic

Research, decided to convene a Technical Review of hallucinogens. 450 Dr. Lin scheduled
NIDA’s Technical Review on July 14, 1992,  the day before the Drug Abuse Advisory
Committee meeting. NIDA had not convened a Technical Review of Hallucinogens in

fourteen years, since 1978.451  
 The  consensus of the participants at both NIDA’s Technical Review of

Hallucinogens and FDA’s Drug Abuse Advisory Committee was that human research with
hallucinogens should be permitted. Since these meetings marked a historic turning point in
formal federal policy toward psychedelic research in humans, the deliberations of the two
groups concerning the appropriate policies toward psychedelic research will be thoroughly
discussed. The methodological issues raised by the participants in these meetings will be
addressed in greater detail in subsequent chapters.  

No transcript is available for the NIDA meeting. However, a book was produced in

446IND #39,383.

447Transcript of the 23rd meeting of FDA’s Drug Abuse Advisory Committee Meeting, July 14-15, 1992.

448Federal Advisory Committee Act of 1972.  92 P.L. 463; 86 Stat. 770. October 6, 1972. 

449personal communication, Dr. Wright, March 8, 1999.

450NIDA’s Technical Reviews usually involved a one or two day scientific meeting at which NIDA

gathered together its  research grantees along with some outside experts for a comprehensive review of the

field under discussion. Technical Reviews usually result in a book that compiles the papers presented at the

meeting.

451Barnett G, Trsic M, Willette Robert E. (eds.)  QUASAR: Quantitative Structure-Activity

Relationships of Analgesics, Narcotic Antagonists, and Hallucinogens. NIDA Research Monograph 22.

Washington, DC, NTIS PB# 292-265/AS. 1978. 
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NIDA’s Research Monograph series that contains the papers presented by the conference

participants.452 There is a transcript for the open portion of FDA’s meeting. The discussion
about Dr. Grob’s MDMA protocol took place during a closed session which was not
recorded. FDA does not record closed sessions at which specific protocols are reviewed in
order to protect the proprietary interests of pharmaceutical companies engaged in the
competitive drug development business. This author was present at the NIDA meeting as
an observer and at the FDA meeting as the sponsor of Dr. Grob’s protocol.
 
NIDA Technical Review, July 13-14, 1992

Dr. Geraline Lin, the NIDA official who convened its review, described NIDA’s
agenda for the meeting, “Not only do we want to know what the current knowledge of
hallucinogen drug research is, we also want to identify what our future research needs are
in this area, both clinical and preclinical. We are also interested in exploring therapeutic
utility, if there is any, for hallucinogenic drugs. Of course, we are interested in knowing

chronic, long-term biological consequences of hallucinogenic use.”453

In the opening talk of NIDA’s Technical Review, Dr. Steven Szara,  the retired
chief of NIDA’s Biomedical Research Branch,  outlined the history of psychedelic research
and identified six distinct eras which he defined by the predominant type of research that
was conducted during that era. According to Dr. Szara, the first era from the early 1900s to
the late 1940s, was the Hallucinogen Era,  in which these drugs were considered to
produce distortions of normal consciousness that provided users with a glimpse into the
experiential world of the insane. The Psychotherapeutic Era, which lasted from the late
1940s to the early 1960s, developed in response to numerous reports that these drugs also
produced experiences of profound insight, clarity, and deep emotionality that might have
therapeutic potential. The Psychedelic Era, from the early to mid- 1960s, involved the
increasing use by researchers of psychedelics in large doses with the aim of producing
powerful, transcendent, cathartic experiences in a wide range of subjects such as ministers,
prisoners, alcoholics, and terminal cancer patients. The Psychedelic Era also included an
explosion of the non-medical use of psychedelics by young people in a counter-cultural
movement linked to anti-war protests. The Behavioristic Era, in the late 1960s to the early
1970s, involved the use of psychedelics in animals by researchers seeking to understand
the basic relationship between brain chemistry and behavior. The Era of Legal Limbo, from
the early 1970s to the time of NIDA’s 1992 Technical Review, involved the cessation of
human studies,  though some animal research continued. 

According to Dr. Szara, the beginning of a new era, which he called
Psychoheuristic, was underway. He coined the word "psychoheuristic" to indicate that

452Lin G, Glennon R  (eds.). Hallucinogens: An Update. NIDA Research Monograph 146. Washington,

DC, NIH Publication # 94-3872, 1994.

453Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11, Open Meeting, July 15,

1992: 15.
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these drugs can be used as research tools to understand the workings of the human psyche.
He intended the word "psychoheuristic" to focus attention on the context created by the
people who administer the drug rather than on the drug itself. In this way, he tried to
highlight the fundamental lesson learned from previous studies about the importance of the
set and setting in shaping the remarkably wide range of experiences psychedelics can

catalyze.454

The subsequent talks at NIDA’s meeting primarily focused on the results of animal
studies conducted by most of the researchers at the meeting. These presentations were
about  attempts to understand the functioning of the serotonin system and to develop
methods of testing new compounds for psychoactivity. 

A dramatic shift  in emphasis took place during Dr. Alexander Shulgin's
presentation. Dr. Shulgin reviewed the work he and his wife Ann conducted in which he
synthesized hundreds of novel psychoactive compounds and tested them for activity on

himself and a team of twelve research associates.455 Dr. Shulgin emphasized the incredible
subtlety and unpredictability of the relationship between the structure of a compound and its
psychoactivity. He cited instances where data from animal studies was contradicted by data
from human reports and made an impassioned plea for more human studies. He referred to
Dr. Szara's reference to the use of psychedelics to produce experiences of a religious,
mystical nature and asked the assembled researchers and government officials to tell him
how they would ever get rats to provide sufficient data on those matters. The response
was, of course, laughter.  

Dr. Shulgin’s talk boldly discussed human experimentation outside of the context
of FDA-approved clinical trials, with representatives of the DEA present in the room. This
experimentation was arguably prohibited by a variety of regulations, most notably the
requirement to conduct preclinical animal studies prior to introducing new compounds into
humans, the requirement to obtain FDA approval prior to conducting human research,  and
the 1986 Controlled Substances Analogue Bill, which criminalized the administration to
humans of novel substances that were similar in structure and effect to compounds that

were already Scheduled.456  Dr. Shulgin’s talk convinced the assembled scientists that he
had carefully generated data of substantial importance. Dr. Shulgin’s willingness to accept
risks, both physical and legal, in order to advance scientific knowledge in this field helped
to galvanize the participants to support the need for the resumption of FDA-approved
human research. One subsequent speaker prefaced his talk on the effects of psychedelics in
animals by acknowledging the courage of Dr. Shulgin in gathering human data, which he
felt provided essential clues in interpreting the animal data.  

454Szara S. Are Hallucinogens Psychoheuristic?  Hallucinogens: An Update.Washington, DC. NIDA

Monograph Series # 146. Washington, DC, NIH Publication #94-3872, (1994): 33-51.

455Shulgin S, Shulgin A.  PIHKAL:A Chemical Love Story. Berkeley: Transform Press, 1991.

456Controlled Substances Analogue Enforcement Act of 1986. 99 P.L. 570. Oct. 27, 1986.
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Dr. David Nichols, a NIDA-funded researcher at Purdue University who
participated in the Technical Review, thought that the participants in the Technical Review
would almost certainly have endorsed the resumption of human research even if Dr.

Shulgin had not been in attendance.457  Dr. Nichols reported that there was already a
widely perceived need among the scientists for more human data to help in the
interpretation of their animal data.   

At the conclusion of the Technical Review, Dr. Geraline Lin asked the group for a
summary of their sense of the current state of research and of future directions to explore.
In a subsequent interview, Dr. Lin described how a consensus had developed in favor of
the resumption of clinical research in humans. She observed, “The problem is,
[hallucinogen research on humans]  has been banned for almost 30 years. But during that
time we continued animal research and made tremendous progress in studying this class of
drug in animals. The brain is complex, but compared to 30 years ago, we know so much
more – about 5-HT and the 5-HT [family of] receptors and other systems. In the 1960s
people just used LSD  and described what happened. I don’t mean to say that that kind of
information isn’t useful. But it’s also necessary to have scientific information, well-

controlled and gathered by [scientific] investigators.”458  
In his written statement,  Dr. Szara wrote,  “it is time...to recognize and emphasize

the potentially immense heuristic value of these drugs in helping to explore the
neurobiological bases of some fundamental  psychic functions..hallucinogens  should  be
viewed as powerful psychoheuristic tools that, in combination with other necessary
conceptual (such as holarchic theory) and laboratory tools (such as PET scan or MRI), may

help solve a major mystery of nature: the workings of human brains and minds.”459  
In his written summary of the NIDA meeting, Dr. Richard Glennon, a NIDA-

funded researcher who co-edited the book that emerged from the meeting,  wrote “there
was a consensus that there is an urgent need for new human testing...Legitimate human
investigation with classical hallucinogens was severely curtailed about 25 years ago.
During the ensuing period, a significant body of information has been accrued primarily on
the basis of animal studies. Novel agents have been identified, mechanisms of action have
been proposed, new animal models have been developed, and means to antagonize [block]
the effects of classical hallucinogens have been described. New clinical data are now

required to challenge or validate the results of these studies.”460

FDA Drug Abuse Advisory Committee  23rd Meeting,    July 15, 1992

457personal communication, Dr. Nichols, June 20, 1999.

458Interview with Dr. Geraline Lin, in  Pellerin C. Trips: How Hallucinogens Work in Your Brain.New

York: Seven Stories Press, 1998: 169.

459Szara (1994): 47.

460Glennon R.  Summary. Hallucinogens: An Update. Hallucinogens: An Update.NIDA Research

Monograph 146. Washington, DC, NIH Publication # 94-3872, 1994: 300- 301.
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Procedurally, the Committee was scheduled to meet in open session in the morning
to discuss general policies toward psychedelic research and to review the scientific data
about MDMA, particularly MDMA neurotoxicity.  Government officials from NIDA, DEA,
and the Office of National Drug Control Policy (ONDCP) were present at the open session
as were TV and print reporters and members of the public. A portion of the open session
was broadcast later that day on CNN.  

The Advisory Committee was scheduled to go into closed session in the afternoon
for the discussion of the specific MDMA protocol being reviewed.  Scheduling the general
discussion in the open session and reserving the discussion of specific protocols for closed
sessions is the format preferred by pharmaceutical companies in order to protect against the

disclosure of trade secrets such as protocol designs.461  Reporters and members of the
public were not allowed into the closed session.  In addition to FDA officials and members
of the Advisory Committee, the closed session included government officials from NIDA,
DEA,  the Office of National Drug Control Policy (ONDCP) and participants specifically
invited either by Dr. Grob, the principal investigator of the proposed study, or by the

organization that was the sponsor of Dr. Grob’s protocol.462 Though the non-profit
organization that sponsored Dr. Grob’s protocol lacked the resources of even a small
pharmaceutical company, FDA treated the protocol application in the same way it would
have treated an application from a major drug company.

 
FDA Drug Abuse Advisory Committee: Psychedelic Research in General 

The open session portion of the meeting began with a review by Dr. Wright of the
process that had led to the decision by FDA to convene its Drug Advisory Committee,  Dr.
Wright  began by noting that “One of the first tasks which I took over was a review of all
the protocols that had been placed on clinical hold. I can think of nothing that has a more
chilling effect in research than to submit a protocol to a regulatory agency or an IRB and
have it placed on hold and stay there a long time... It became clear to me that the Agency
has a tremendous responsibility to take great care that the regulatory process does not

become a major factor in the inhibition of needed research because it can easily do so.” 463 

461FDA regulations permit closed meetings for discussions of trade secrets, investigator files, sensitive

internal documents, or matters involving personal privacy. 41 FR 52148 (November 26, 1976), 21 C.F.R.

14..25 and 14.27.  

462To aid the Committee in its deliberations, the PDES arranged for six expert witnesses to address the

committee in open session. These included MDMA neurotoxicity experts Dr. Lewis Seiden (U. of Chicago)

and Dr. George Ricaurte (Johns Hopkins), senior clinical researchers Dr. Reese Jones (UCSF) and Dr.

Murry Jarvik (UCLA), and Dr. Rick Strassman and Dr. David Nichols, both of whom were also at the

NIDA meeting. Dr. Charles Grob was given an opportunity to address the Committee during the closed

session concerning details of the MDMA protocol design.

463Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11, Open Meeting, July 15,

82



Dr. Wright next mentioned a core philosophy of Pilot Drug, stating, “The review
division feels very strongly that it is possible to do research with most compounds
provided we are able to define what the risks to the subjects are, and we are able to
adequately monitor a research protocol so that the subjects that might become injured have

such injury effect early, and at a stage where such injury, if it occurs, is reversible.”464

Dr. Wright announced that to prevent sham or fraudulent research with drugs with
abuse potential,  FDA required four minimal protocol design elements. These elements
were, 1) a research hypothesis, 2)  a defined size, 3)  a defined duration, so that at a given
point you will know if you have succeeded, failed, or had an indeterminate result, and 4)

some kind of comparison group so that the hypothesis can be tested. 465

Dr. Wright  then outlined the primary risks he saw with psychedelic research. He
told the Committee members that:

We believe that are special risks of neurological or psychological
toxicity...there is the possibility for adverse events that occur with
hallucinogens that may not be usual in the research environment...We are
unclear as to how we should monitor for acute or long-term toxicity for
these agents...We are not certain what the best subject population is for
each kind of study in this area...there are some assumptions made about
the chronically or terminally ill patients, they being a population that is
suitable for certain kinds of studies. There are assumptions made about
people who have elected to use these substances voluntarily in the
past...We feel there is a real risk of premature widespread clinical use...
We have a number of individuals who have already clearly expressed to
us in written communications that they believe drugs of this class have
been proven to be effective and they do not believe additional studies are
needed. This raises the spectre that one or two poorly designed initial
studies might result in widespread pressure for introduction of a therapy
that is truly not effective. We have a problem chronically with drugs that
produce unique or easily discriminated effects, and potential blindness in

clinical trials is a problem.466

 
Dr. Wright concluded his opening statement by asking the committee to consider

whether the standard FDA methods of evaluating drugs for safety and efficacy could be
applied to psychedelics. He remarked, “These drugs are special but are they any more
special than new cancer chemotherapy agents? Do they pose any more risk than other

1992: 6. 

464Ibid., 7

465Ibid., 9.

466Ibid., 8-12.
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neuropsychiatric agents? I think we need to deal with the issue of this class of drugs. I

think we need to deal with it now.”467

The opening speaker was Dr. Geraline Lin. She spoke briefly  about the consensus
reached at NIDA’s Technical Review meeting in favor of renewed human research.  She
reported that the participants in the Technical Review “came to the conclusion that more
research, both clinically and preclinically, is needed, especially on the clinical part. They
feel that this is a badly needed area of research and everyone recognized that there is no
substitute for human study. The final test is humans. But no one advocated that the studies
should be uncontrolled and unlimited, but clinical, and objective and well-planned

studies.”468

Dr.George Bigelow, a member of the Advisory Committee, asked Dr. Lin about the
risk of neurotoxicity, inquiring, “I am just trying to get a feeling for the balance of the
NIDA committee’s opinion about the relative risk of neurotoxicity. If the committee has
recommended further clinical research, it sounds like their feeling is that while one needs to
be concerned about it, it is not such a great concern that it should prevent research in this

area.”469

Dr. Lin responded by noting, “the general feeling is that under well-controlled,

well-planned conditions some limited clinical trials can be performed.”470

Dr. Reese Jones,  who had been involved with psychedelic and marijuana research
since the mid-1960s, had been asked by Pilot Drug to speak to the Advisory Committee
about issues related to the conduct of clinical research with psychedelics. He began his
presentation with a discussion of the political context for such research, remarking that: 
 

One of the problems that plagues all of us who would like to do clinical
studies with hallucinogens... is the burdens posed by the ghost of the
past, not only Leary and the street use of hallucinogens and all the real
problems that have been caused to both individual users and to society,
but other, somewhat, now in retrospect, misguided, ill-guided
experiments, done under medically controlled situations, done by CIA
support, by the Army...Already this morning I have heard it said, as if it
were a fact, that these are, as a class, a very toxic group, a very tricky,
maybe hard to research group of substances, and I do not think they are.
If you look at the literature from the late ‘50s and early ‘60s, the literature
on clinical studies, laboratory studies, as a class these do not look like
excessively dangerous, toxic drugs. Powerful drugs, yes. Fascinating

467Ibid., 12. 

468Ibid., 17.

469Ibid., 19.

470Ibid., 19.
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drugs, yes. But in terms of the general spectrum of behavioral toxicity,
physiologic toxicity, if you look somewhat dispassionately at the
numbers and the facts, they do not jump out at you as being all that
different from other drugs that all of us have researched in the
subsequent 25-30 years with reasonably acceptable risk and benefit
ratios... The basic principles [for research studies]  are laid out in the

Helsinki principles.471

Dr. Jones went on to highlight a risk he felt was likely to be greater in psychedelic
psychotherapy research than in other psychiatric research, that being the question of
obtaining truly informed consent in an uncoerced manner. Dr Jones elaborated: 

Anybody who has done psychotherapy realizes that there is a great deal
of power that one has, the control one has over one’s patients. If it is a
clinical trial on a new anti-depressant, even that is suspect. If one wants
to approach a group of patients and say, “I’m your doctor. I think you’re
at a point in therapy where  MDMA will assist you in the therapy,’ can
such a patient really give truly informed consent without coercion? I
would argue probably not. 
So, what is to be done? Well, it is not that difficult to allow someone else
to handle the recruiting... There should at least  be some attention and
discussion of how to not abuse the privileges of the psychotherapist....I
think if anything has changed in the last 25-30 years since the early
‘60s... it is a greater sensitivity to the issues of informed consent;
knowledgeable participation; IRBs-- local human subject review really
was in its infancy, or it did not even exist in the early ‘60s. And one

should make the best use of that as a resource.472

Dr. Jones also made the Advisory Committee aware of a unique methodological
challenge which FDA must  address in psychedelic research projects. He offered that,
“much of the research that I suspect a lot of us would like to see done is as much
psychotherapy research as it is psychopharmacology research, and that is another sort of
issue that I suppose presents new challenges to the FDA staff and to the Committee that do
not come up as prominently as if we were looking  at a new neuroleptic or a new

antidepressant.”473

Dr. Jones then urged the Committee and the FDA to be mindful of the political
constraints that most likely  would prevent researchers from obtaining federal funds for

471Ibid., 31.

472Ibid., 33-34.

473Ibid., 35.
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psychedelic research projects. He commented, “I would argue that in the beginning those
who are reviewing protocols are going to have to make allowances for the fact that this is,
to some extent, a boot-strap operation. I think to submit a perfectly designed, state-of-the-
art protocol to NIDA on some hallucinogen-- I am not sure that it would be fundable just

because the times are not really right for that.474 But the people who choose to be pioneers
in this new venture are going to be doing it with limited resources. It is going to take a fair
amount of judgement on the part of FDA staff and others who review the merits of the
protocol, on what is the minimal protocol that protects the individual, the patient, and still
will provide some useful data-- not what the ideal protocol is but what a minimal one is that

we can live with.”475 In the context of compromises due to funding constraints,  Dr. Jones
raised the specific methodological issue of the appropriate length of time to administer
outcome measures quantifying benefit  as well as risk.

Dr. Jones concluded his presentation with an unequivocal endorsement of the
resumption of human clinical research with psychedelics. He told the committee, “ I
encounter individuals who have had hallucinogenic therapeutic drug experiences 20 or 30
years ago,  remember them vividly  and say that it really made a difference in their lives.
These are not controlled studies. It may be nothing more than something akin to a religious
experience but who is to downplay the importance of religious experiences? If one
contributes to it with a dose of MDMA, I think we should get on with it and try to see if

there is a phenomenon there to study.”476

Another expert called by Pilot Drug to present information to the Committee was
Dr. Rick Strassman, the  only person who had at that time administered a psychedelic drug
to human subjects under the auspices of an IND approved by Pilot Drug. Dr. Strassman
discussed a paper that he had published reviewing reports of adverse effects in about 200

published articles involving the administration of psychedelics to human subjects.477 Dr.
Strassman reported that he was persuaded by his review that clinical research with
psychedelics could be conducted safely. He also reported that he had safely  administered
DMT to human subjects in the context of his own clinical research. Dr. Strassman told the
Committee that psychedelic researchers should be required to have special training,
specifically “in terms of interacting with quite regressed people. Individuals on these drugs

474Ironically, in 1996, Dr. Jones was part of a scientific review body convened by NIDA’s Medication

Development Division that decided to recommend that NIDA not to fund human clinical research into the

use of a psychedelic drug, ibogaine, for the treatment of  heroin addicts going through withdrawal. Though

this decision was ascribed primarily to concerns over safety, FDA, specifically PDES, approved the

protocol and decided that the risk/benefit ratio was favorable. This is discussed a bit later in the dissertation.

475Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11:36.

476Ibid., 41.

477Strassman R. Adverse reactions to psychedelic drugs: A review of the literature.  J Nerv Ment Dis172

(1984) 10:577-95. 
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are quite regressed. So I think one’s clinical experience is important in being able to
manage these sorts of regressed states...A trained clinician needs to be the one responsible

for giving these drugs.”478 In regard to the study of adverse neurological effects, Dr.
Strassman expressed the opinion that prospective data from controlled clinical trials was
necessary and that it was not sufficient to  study  non-medical users of psychedelics who
took drugs of uncertain purity in uncontrolled environments with unknown preconditions

or predisposing factors.479

Dr. Wright then emphasized to the Committee that standardized criteria for
evaluating research protocols could help ensure that psychedelic research would be
conducted safely, Dr.Wright summarized the steps that Dr. Strassman took in terms of
preparing for his study, steps that contributed to a study that was implemented without
significant adverse outcomes.  Dr. Wright listed these elements  as 1) conducted prior
review of animal and clinical literature, 2) interviewed users to determine likely effects and
possible adverse events, 3) defined  pharmacologic and safety outcomes, 4) prepared for
likely adverse events, 5) defined stopping rules for the clinical investigation, 6) proceeded
step-wise in dosing, and 7) followed up patients for a substantial amount of time. Dr.
Strassman added one additional step: spending a “fair quantity of time talking to these
people [subjects] about what they might possibly expect and what sorts of things might

occur in the worst of circumstances and the best of circumstances.”480

Up to this point in the open session, Dr. Harter had remained silent and had let Dr.
Wright conduct the entire meeting.  Dr. Harter decided to comment on a methodological
issue raised by Dr. Jones, that of obtaining informed consent. Dr. Harter noted that having
a colleague recruit subjects could give a false sense of objectivity, since everyone has some
degree of bias. Dr. Harter suggested that perhaps an investigator who knew the most about
the study and was sensitive to the issue of coercion might be the person best able to recruit
subjects. Dr. Jones clarified his prior statement as applying only to the special case of the
recruitment into a study by therapists of patients with whom they already have an ongoing
long-term therapeutic relationship. Dr. Harter then wondered if the Institutional Review
Board (IRB) might play a helpful role, but both Dr. Jones and Dr. Strassman thought that
in this special case, psychiatric colleagues would be best qualified to review the discussion
with a patient over his or her participation in a study. Dr. Wright concluded that this was an
important matter of concern and that FDA needed to ensure that attention was paid to this

issue in any psychotherapy protocols.481

After a series of discussions about MDMA neurotoxicity,  Dr. Wright sought to
determine if a consensus had emerged during the open session regarding the  issue of
research with psychedelic drugs in general.  He summarized: 

478Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11:51, 58.

479Ibid., 59.

480Ibid., 52.

481Ibid., 57.
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I have not heard so far this morning any discussion of risks involving the
use of these compounds that we do not routinely face with every new
drug that we put through the IND process. We have a variety of agents
that cause permanent lasting change in individuals that we have already in
therapeutic use and continue to approve. I have heard great concern
expressed this morning by almost every speaker that the usual standards
of research must be followed;  that there must be meticulous attention to
the questions of patient selection, informed consent, monitoring at the
edge of our abilities... I have heard that there is concern. I have heard
that there is risk. I have heard that there is emotional and political
sensitivity in this area. But I have not heard anything that leads me to
believe that this is a qualitatively different kind of research than the rest
of research that we do with other agents, especially agents that act on the

brain... I would like to know what the Committee thinks.482

The Acting Chair of the Committee, Dr. Richard Meisch, responded, “Speaking for

myself, I agree with your assessment.”483 No other members of the Committee responded
to Dr. Wright’s request for their opinion, and the open portion of the meeting concluded.

FDA Drug Abuse Advisory Committee and the MDMA Research Protocol
  In regard to the specific protocol at issue, Dr. Wright began the closed portion of

the meeting by presenting to the Advisory Committee members a written review of FDA
responses to all previous INDs requesting permission to administer MDMA to human

subjects.484 All INDs had been placed on Clinical Hold due to concerns over neurotoxicity.
In one instance, FDA rejected a request to conduct a single patient case study in a terminal
cancer patient who had previously been administered MDMA-assisted psychotherapy when
MDMA was legal, and had found it to be helpful. Dr Wright had written about FDA’s
decision to place that IND on Clinical Hold, saying, “Ethically, not supplying a drug which
has been found to be subjectively helpful to a pre-terminal cancer patient on the basis of

possible future toxicity, is hard to justify.” 485  
The ensuing discussion of the cancer patient protocol focused in large part on the

evidence for MDMA neurotoxicity that had been presented in the open session. Dr. George

482Ibid., 77-78.

483Ibid., 78.

484 This discussion was part of the closed session of the Advisory Committee meeting and  as such was

not recorded. This author was present at the meeting and, in the absence of a transcript, has described the

exchange from memory.

485Dr. Curtis Wright, author of background material attached to Zwanzier L.  Executive Secretary, FDA

Drug Abuse Advisory Committee. Letter to Dr. Charles Grob. June 26, 1992.
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Ricaurte, the leading NIDA-funded U.S. researcher on MDMA neurotoxicity,  had made a
presentation about MDMA neurotoxicity, in terms of preclinical screening and clinical
monitoring. He pointed out that extrapolating to humans from animal data  depended upon
species, dose amount, dosing schedule, route of administration, and age of the test
animals. He commented that the definition of neurotoxicity was fluid and could require
either a long-lasting chemical change, the addition of a morphological change associated
with the chemical change, an actual functional consequence, or even the requirement that

the changes be permanent and not reversible.486 487

Dr. Strassman commented that he found that of his subjects in the DMT study,  6
had taken MDMA more than 10 times and 5 had taken it one time or not at all. When he
compared the responses of the two different groups, he could find no differences in a
variety of physiological measures, some of which were mediated by serotonin, between the

10X MDMA group and the 1X or no-use MDMA group.488  He concluded that in his
limited sample, there was no evidence that MDMA had caused any permanent changes in
the subjects who had taken MDMA more than 10 times.

Dr. Jones had raised the issue of the claims in the late 1960s of LSD-caused
chromosome damage. These claims generated a great deal of fear, helped bring an end to

LSD research, but later proved to be without clinical significance.489 Dr. Jones pressed Dr.
Ricaurte to report what  functional consequences had been found in animal studies and to
suggest what outcome measures should be used in clinical trials to monitor for functional
consequences. Dr. Ricaurte replied that the functional role of serotonin was not well
understood, that functional consequences had not yet been identified and that any changes
were likely to be subtle. He remarked that perhaps functional consequences might develop

over time as the person or animal ages.490

486Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11:59-70.

487For information on Dr. Ricaurte’s MDMA neurotoxicity research, see McCann U, Szabo Z, Scheffel U,

Dannals R, Ricaurte G. Positron emission tomographic evidence of toxic effect of MDMA ("Ecstasy") on

brain serotonin neurons in human beings. Lancet 352 (1998): 1433-37;  Hatzidimitriou G, McCann U,

Ricaurte G. Altered serotonin innervation patterns in the forebrain of monkeys treated with MDMA seven

years previously: Factors influencing abnormal recovery.  J  Neurosci191 (1999) 12:5096-5107; Bolla K,

McCann U, Ricaurte G. Memory impairment in abstinent MDMA ("ecstasy") users. Neurol51 (1998):

1532-1537;  McCann U, Mertl M, Eligulashvili V, Ricaurte G. Cognitive performance in (±) 3,4-

methylenedioxymethamphetamine (MDMA, "ecstasy") users: a controlled study. Psychopharm143 (1999):

417-425.

488Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11:71.

489For a review of the scientific literature on LSD and chromosome damage, see Grof S.  Appendix 2: The

Effects of LSD on Chromosomes, Genetic Mutation, Fetal Development and Malignancy.  LSD

Psychotherapy.Pomoma, CA: Hunter House, 1980: 318-347.

490Transcript of the Drug Abuse Advisory Committee. 23rd Meeting, Volume 11:71-73.
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 In the closed session,  Dr. Wright asked Dr. Ricaurte to estimate the neurotoxic
risk to subjects in Dr. Grob’s proposed experiment with MDMA. After considered
reflection, Dr. Ricaurte stated that the doses called for in the experiment would not likely
pose a large risk of serious functional consequences to the subjects, either to cancer patients

or healthy normals.491 This exchange between Dr. Jones and Dr. Ricaurte was the most
important of the closed session. As a result of Dr. Jones’ forceful questioning, Dr. Ricaurte
reluctantly offered a reasonable risk analysis, which seemed to guarantee that Dr. Grob
would be permitted to go forward in some manner or another.

The Committee then discussed various aspects of the protocol and suggested
several changes. Dr. Wright suggested that the Committee not get bogged down in details,
which the FDA staff could better handle at a later time, but should consider the two basic
questions posed during the open session. First, should human studies with MDMA and
other psychedelics be conducted? And if so, was psychedelic research sufficiently unique
such that a new set of standards and procedures needed to be created to evaluate the
studies? 

The Committee decided that the benefits of gathering scientific information about
MDMA and other hallucinogens through the use of human studies warranted the risks to
subjects and society of conducting such research. The Committee also felt that research into
the medical uses of "hallucinogens" was most appropriately regulated in the same manner
and held to the same rigorous scientific standards for safety and efficacy as medical

research with any other drug that the FDA would be asked to review. 
  The protocol was then examined in the light of the developing consensus that

psychedelic research should be evaluated just like research with any other drug reviewed by
FDA. In this context, it was seen as unusual for the first FDA-approved human study of a
drug to begin with an investigation of therapeutic utility, since the standard procedure
would be first to conduct a basic Phase I dose-response safety study in healthy volunteers.
Though MDMA had been used therapeutically in cancer patients prior to its placement in
Schedule I in 1985,  that use had not been conducted in a research context and had not
generated the kind of safety data that FDA was used to evaluating  prior to the initiation of
studies in a patient population. The recommendation of the Advisory Committee was that
Pilot Drug work with Dr. Grob to develop designs for a Phase I safety study and for a
study in cancer patients, with the cancer patient study postponed until after the completion
of a Phase I study in healthy volunteers. The Advisory Committee further recommended
that the Phase I study enroll only subjects who had already self-administered MDMA and
had thereby demonstrated a willingness to accept the risks of potential MDMA
neurotoxicity.  This inclusion criteria introduced an intentional selection bias in favor of
subjects who felt comfortable with the MDMA experience. As a result, these subjects were
likely to be able to undergo the invasive nature of the testing procedures with minimal
discomfort or adverse psychological reactions.  Unfortunately, this selection bias would

491This interchange took place during the closed session, in which no transcript or recording was made.
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make it more difficult to generalize the results of this study to subjects who had no prior
experience with MDMA, such as potential patients. Nevertheless, prior to Pilot Drug,
FDA’s Division of Neuropharmacological Drug Products had not applied a balanced
risk/benefit analysis to its review of MDMA research protocols. Given the potentially
devastating impact on the entire program of research if one subject were to experience a
serious adverse effect during the course of the study,  FDA, the Drug Abuse Advisory
Committee and Dr. Grob all agreed that the added margin of safety for this initial Phase I
study was worth the tradeoff. 

 Pilot Drug’s New Policy
 From Pilot Drug’s bureaucratic perspective, the Advisory Committee’s

recommendation that psychedelic research be regulated like any other drug was an excellent
outcome. Pilot Drug and FDA retained the maximum amount of authority and independence
in reviewing psychedelic research protocols. No additional oversight or approval on
matters of protocol design would be necessary from DEA or ONDCP. This wouldn’t be an
advantage if oversight would likely be helpful. However, DEA oversight of research with
scheduled drugs being tested for use in the treatment of addiction has been strongly
criticized as counter-productive by an Institute of Medicine study that will be discussed

shortly. 492  
Pilot Drug’s independence in reviewing psychedelic research protocols did come

with a cost. Pilot Drug  had to assume greater responsibility  for the outcome of the studies
it approved. There would be no other agencies or groups to blame if  serious mishaps were
to develop. Pilot Drug could also justifiably take a larger share of the credit if the studies
went well.

In contrast to Pilot Drug’s relative autonomy in regard to developing the field of
psychedelic research,  current HHS regulations for medical marijuana research require a
separate PHS/NIDA review committee to approve all FDA-approved protocols before
NIDA will agree to sell at cost the marijuana needed for a study that only it can legally

provide.493  This has substantially slowed efforts to conduct medical marijuana research.

492Fulco C, Liverman C, Earley L (eds.) Development of Medications for the Treatment of Opiate and

Cocaine Addictions: Issues for the Government and Private Sector.Washington, DC: Institute of Medicine,

National Academy Press, 1994.

493In the case of psychedelics, there are numerous  manufacturers/suppliers other than NIDA with the

necessary licenses from DEA and the capability to produce psychedelics of sufficient purity  to be acceptable

to FDA for use in clinical research. As a result, NIDA supplies of psychedelics are not necessary for FDA-

approved research to proceed, leaving NIDA with no authority over FDA-approved psychedelic research

protocols. In contrast, the only facility in the United States with a DEA license to grow marijuana for

research, located at the University of Mississippi, grows all of its crop under contract to NIDA and will not

produce any for other purchasers. 
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Prescription Drug User Fee Act of 1992
On October 29, 1992, Congress passed the Prescription Drug User Fee Act of

1992.494 This Act mandated the payment by pharmaceutical companies of fees for having
drugs reviewed for new drug approval by FDA, for supplemental approvals for drugs that

were already prescription drugs,495 for having prescription drugs already on the market,496

and for having a manufacturing establishment.497 There are no fees for the review of
INDs. The increased contribution to FDA’s budget was intended to enable it to increase
staffing levels substantially, with the corresponding expectation that NDA review times
would decrease substantially. The Act contained a sunset provision of five years, in order
to keep FDA focused on reaching the goals for the timely review of submissions that the

extra staff was supposed to enable FDA to accomplish.498 The significance of this Act for
Pilot Drug and for psychedelic and medical marijuana research will be discussed in Chapter
3. 

International Narcotic Control Act of 1992
On November 2, 1992, just days before the Presidential election, Congress passed

the International Narcotics Control Act, ratifying the United Nations Convention Against

Illicit Traffic in Narcotic Drugs.499 The Convention had been adopted on December 19,
1988, at the 6th plenary meeting of the Nations who were parties to the 1962 Single

Convention and the 1971 Convention on Psychotropic Substances.500 True to the pattern
established by the United States Congress in regard to the first two major international drug
control conventions, several years went by before the treaty was ratified by the United
States.

 Neither the Convention Against Illicit Traffic in Narcotic Drugs nor the
International Narcotic Control Act of 1992 criminalized any new class of drugs or created
any entirely new set of regulations.  No new regulations impacting on medical research or
possible prescription use of Schedule I drugs were proposed.  The Convention and the  Act
both focused on fostering closer international cooperation in the effort to reduce the flow of
illicit drugs across international borders and on facilitating the arrest and disruption of

international criminal organizations engaged in the drug trade. 501

494Prescription Drug User Fee Act of 1992. 102 P.L. 571; 106 Stat. 4491. October 29, 1992.

495Sec. 736  (a) (1) The fee was initially set at $100,000 per New Drug Application (NDA) and $50,000

per Amended  New Drug Application (ANDA), also known as a Supplemental New Drug Application.

496Sec. 736 (a) (3). The fee was initially set at $6,000 per product on the market.

497Sec. 736 (a) (2). The fee was initially set at $60,000 per facility.

498Sec. 105. “The amendments made by section 103 shall not be in effect after October 1, 1997.”

499International Narcotics Control Act of 1992. 102 P.L. 583; 106 Stat. 4914. November 2, 1992.  

500 The treaty was ratified in Vienna, where the International Narcotic Control Board is located.

501The 1992 Act was Amended in 1994. International Narcotics Control Corrections Act of 1994. 103
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German Psychedelic Research Moves Forward
In 1992, several research papers from a new psychedelic research team in Germany

were published.  A basic Phase I study under the direction of Dr. Leo Hermle and Dr.

Manfred Spitzer involved the administration of mescaline to 12 subjects. 502 503  The
research began in the Department of Psychiatry, Christophsbad, in Göppingen and

expanded to include studies with MDE.504 Psilocybin research also took place at the

Psychiatrische Universitatsklinik, Heidelberg.505 Basic Phase I studies with MDE, under
the direction of Dr Hermle and Dr. Efi Gouzoulis, took place at the University of

Freiburg.506 507 508 Research continued at the University of Technology (RWTH),

Aachen.509 510 511 512

P.L. 447; 108 Stat. 4691  NATO Participation Act of 1994 (Title II at 108 Stat 4695) November 2, 1994.

502Hermle L, Funfgeld M, Oepen G, Botsch H, Borchardt D, Gouzoulis E, Fehrenbach R, Spitzer M.

Mescaline-induced psychopathological, neuropsychological, and neurometabolic effects in normal subjects:

experimental psychosis as a tool for psychiatric  research. Biol Psychiat32 (Dec.1, 1992) 11:976-91. 

503Hermle L, Gouzoulis-Mayfrank E, Spitzer M. Blood flow and cerebral laterality in the mescaline model

of psychosis. Pharmacopsychiatry31  (Jul 1998) Suppl 2:85-91.

504Hermle L, Spitzer M, Borchardt D, Kovar K, Gouzoulis E.  Psychological effects of MDE in normal

subjects. Are entactogens a new class of psychoactive agents? Neuropsychopharm 8 (Feb 1993) 2:171-6.

505Spitzer M, Thimm M, Hermle L, Holzmann P, Kovar K, Heimann H, Gouzoulis-Mayfrank E, Kischka

U, Schneider F. Increased activation of indirect semantic associations under psilocybin. Biol Psychiatry 39

(Jun 1996) 12:1055-7.

506Gouzoulis E, Steiger A, Ensslin M, Kovar A, Hermle L.  Sleep EEG effects of 3,4-

methylenedioxyethamphetamine (MDE; "eve") in healthy volunteers. Biol Psychiat 32 (December 15,

1992) 12:1108-17. 

507Gouzoulis E, Borchardt D, Hermle L. A case of toxic psychosis induced by 'eve'

(3,4-methylene-dioxyethylam-phetamine). Arch Gen Psychiat 50 (Jan 1993) 1:75. 

508Gouzoulis E, von Bardeleben U, Rupp A, Kovar KA, Hermle L. Neuroendocrine and cardiovascular

effects of MDE in healthy volunteers. Neuropsychopharm 8 (May 1993) 3:187-93. 

509Gouzoulis-Mayfrank E, Heekeren K, Thelen B, Lindenblatt H, Kovar K, Sass H, Geyer M. Effects of

the hallucinogen psilocybin on habituation and prepulse inhibition of the startle reflex in humans. Behav

Pharmacol 9 (Nov. 1998) 7:561-6.

510Gouzoulis-Mayfrank E, Thelen B, Habermeyer E, Kunert H, Kovar K, Lindenblatt H, Hermle L, Spitzer

M, Sass H. Psychopathological, neuroendocrine and autonomic effects of 3,4-

methylenedioxyethylamphetamine (MDE), psilocybin and d-methamphetamine in healthy volunteers.

Results of an experimental double-blind placebo-controlled study. Psychopharm (Berl) 142 (Feb 1999)

1:41-50. 

511Gouzoulis-Mayfrank E, Schreckenberger M, Sabri O, Arning C, Thelen B, Spitzer M, Kovar KA,
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The basic conceptual approach is that of “model psychosis,” which characterizes the
psychedelic state as similar to psychosis.  No therapy studies were conducted. Unlike in
Switzerland, the research in Germany continued without interruption through the 1990s,
perhaps because the researchers were careful to keep within a slightly pejorative framework
and didn’t press to conduct therapy studies.

United States Research Slowly Expands
Dr. Grob’s revised protocol for a Phase I MDMA safety study was subsequently

approved by Pilot Drug in early November 1992.513 Subjects were indeed required to have
had prior exposure to MDMA.  In 1993, FDA gave approval to Dr. Sanchez-Ramos and

Deborah Mash, Ph.D. for a Phase I ibogaine dose-response study. 514 These subjects were
also required to have prior experience with ibogaine, and to have had a history of substance
abuse that was in remission at the time of the experiment. The FDA subsequently modified
the study to open it to persons with no prior ibogaine experience.

Pilot Drug Approves LAAM
In April 1993,  FDA approved LAAM, a long-lasting methadone for the treatment

of addiction. LAAM had been in development for over a decade and had become stalled in
Neuropharmacological Drug Products. It was then revived in 1990 by Pilot Drug and

NIDA’s Medications Development Division (MDD).515  The amount of time from NIDA’s
submission  to FDA of its NDA for LAAM to FDA approval was only 18 days, the shortest
NDA review time in FDA’s history. Pilot Drug had worked extremely closely  with MDD
in the design of new clinical trials and in their analysis, providing a highly visible example
of Pilot Drug’s experimental interactive approach that will be discussed further in Chapter

Hermle L, Bull U, Sass H. Neurometabolic effects of psilocybin, 3,4-methylenedioxyethylamphetamine

(MDE) and d-methamphetamine in healthy volunteers. A double-blind, placebo-controlled

PET study with [18F]FDG. Neuropsychopharm120 (Jun 1999) 6:565-81.

512Schreckenberger M, Gouzoulis-Mayfrank E, Sabri O, Arning C, Zimny M, Zeggel T, Wagenknecht G,

Kaiser HJ, Sass H, Buell U. "Ecstasy"-induced changes of cerebral glucose metabolism and their correlation

to acute psychopathology. An 18-FDG PET study. Eur J Nucl Med 26 (Dec. 1999)  12:1572-9.

513Approved November 5, 1992. IND #39,383.  A Phase 1 dose- response safety study conducted by Dr.

Charles Grob, Harbor UCLA.

514August 25, 1993. FDA Drug Abuse Advisory Committee meeting recommended approving the Phase 1

dose- response safety study proposed by Dr. Juan Sanchez-Ramos and Deborah Mash, Ph.D., U. of Miami

Medical School. The Advisory Committee recommended the approval of  three dose levels, 1 mg/kg, 2

mg/kg and 5 mg/kg, with  prior approval by FDA required before each dose escalation.  The Advisory

Committee also recommended that only subjects who had previously tried ibogaine be allowed to participate

in the study.

515Grudzinskas C, Wright C. An 18-day Approval Becomes Reality.  Pharma  Execut10 (October 14,

1994): 74-80.
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3.  

Swiss Research Rapidly Contracts 
In 1993, the Swiss Ministry of Health withdrew permission from the entire small

group of Swiss psychiatrists who had been able to administer MDMA and LSD to their
patients.  The  Ministry was reacting to the ibogaine-related death of a patient of one of the
Swiss psychiatrists during a group workshop that was held in France, where the
psychiatrist was not licensed and used a drug that he was not authorized to administer. The
Ministry was also disappointed to learn that the Swiss psychiatrists had not conducted any
research during the 5 years they had permission to work with LSD and MDMA, but had

focused their efforts simply on treating their patients. 516 
The Swiss Ministry’s decision to withdraw permission to use MDMA and LSD

from all Swiss psychiatrists as a result of a single tragic adverse effect from a different drug
demonstrates the sensitive nature of this research. Seen in this light,  it is easier to
understand the rationale for the selection bias FDA imposed on the design of Dr. Grob’s
MDMA Phase I study as a result of its insistence on enrolling only subjects with prior
exposure to MDMA.

Dr. Peck and Dr. Harter Retire  
On November 1, 1993, Dr. Peck retired. Within a month or so, Dr. Harter retired.

Dr. Wright became Acting Director of Pilot Drug around February 1994.  Around this same
time, Dr. Spyker transferred out of Pilot Drug to the Center for Devices and Radiological
Health. In January 1994, Dr. Janet Woodcock’s appointment as the new Director of CDER

was announced. HHS cleared her appointment in mid-May 1994.517  The factors that led to
these management changes and the implications for Pilot Drug and for psychedelic and
medical marijuana research will be discussed in Chapter 3.

Pilot Drug’s Policies Endorsed by New Leadership
On May 16, 1994, Pilot Drug, with Dr. Wright as Acting Director,  expressed a

willingness to approve a NIDA/MDD-proposed placebo-controlled study of ibogaine in
persons having substance-related disorders, if NIDA decided to go ahead with the

protocol.518 On August 1994, Pilot Drug approved Dr. Rick Strassman’s application to

conduct a Phase I dose-response psilocybin study.519  
According to Dr. Wright, “ [In late 1994 or early 1995],  the Deputy Center

516personal communication, Dr. Peter Gasser, November 1993. 

517Staff. The Woodcock Era Begins at CDER.  US Reg Repor10 (May 1994) 11:1.

518May 16, 1994. NIDA Second Ibogaine Protocol Design meeting. 

519Approved August 10, 1994. IND #39258.  A Phase 1 dose- response safety study conducted by Dr. Rick

Strassman, U. of New Mexico Medical School.
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Director [Mr. Gerald Meyer]  wrote a very nice statement. It said basically that we were
going to treat [hallucinogens, marijuana and other drugs of abuse]  no differently than any
other [drug]. That’s what the Advisory Committee recommended and that’s what we’ve

done ever since.”520

Pilot Drug and Tobacco Regulation
Due to the expertise Pilot Drug had developed reviewing the nicotine patch, and due

to its authority over research and marketing of controlled substances,  Pilot Drug and its
associated Drug Abuse Advisory Committee were logical places within FDA for Dr.
Kessler to seek support for his efforts to obtain FDA authority to regulate tobacco. The
struggle to regulate tobacco was the single most controversial effort that Dr. Kessler
undertook while Commissioner of FDA. Within Pilot Drug, Dr. Wright became the point
person on the tobacco issue. As Dr. Spyker noted, “Curtis was being groomed for control

of nicotine.”521 Dr. Spyker recalled Dr. Wright once saying the same thing. 
On August 1, 1994, the Drug Abuse Advisory Committee held hearings about the

addictive nature of cigarettes. The Committee listened to testimony comparing tobacco to
heroin, cocaine and alcohol. Dr. Wright guided the committee throughout its

deliberations.522  On August 2, the Committee issued a report concluding that nicotine in
the cigarette dosage form was an addictive drug.  Dr. Kessler stated, ''It changes the way
we have to look at the whole issue...[smoking is not] just an issue of free choice,'' as the

tobacco industry claimed.523  
According to Dr. Kessler, there were two criteria that had to be established before

tobacco could come under the purview of the FDA;  it had to alter the structure and function
of the body and the manufacturer had to produce it with the intent of ensuring that it had an
effect on the body.  Dr. Wright expressed the view that the next step was for FDA to
''write a regulation.'' Needless to say, these actions of Dr. Kessler, the Drug Abuse
Advisory Committee and Dr.Wright generated a ferocious and sustained attack from the

tobacco industry and its allies in Congress.524 Pilot Drug’s potential political vulnerability

520Dr. Curtis Wright interview, in Pellerin C. Trips: How Hallucinogens Work in Your Brain Seven

Stories Press: New York, 1999: 164.

521personal communication, Dr. Spyker, February 22, 1999.

522Schuster L.  FDA Panel Says Cigarettes are Addictive. UPI  Wire ServiceAugust 2, 1994.

523Ibid.

524FDA’s lack of authority to regulate tobacco was decided in a U.S. Supreme Court case argued December

1, 1999 and decided March 21, 2000, FDA v. Brown and Williamson Tobacco Corp.,120 S. Ct. 1291

(2000). According to the majority opinion delivered by Justice O’Conner, “ In 1996, the FDA asserted

jurisdiction to regulate tobacco products, concluding that, under the FDCA, nicotine is a “drug” and

cigarettes and smokeless tobacco are “devices” that deliver nicotine to the body. Pursuant to this authority,

the FDA promulgated regulations governing tobacco products’ promotion, labeling, and accessibility to

children and adolescents...Respondents, a group of tobacco manufacturers, retailers, and advertisers, filed this
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regarding its psychedelic and medical marijuana approvals pales in comparison to the risky

nature of its role in the tobacco regulation controversy. 525

IOM Report on Development of Medications  For the Treatment of Addiction
 FDA’s effort to regulate rather than restrict research with psychedelic drugs and
marijuana was given somewhat unexpected support by the publication in March 1994 of the
preliminary report of an Institute of Medicine Study on the development of medications for

the treatment of addiction.526 The IOM report identified a series of federal regulatory
obstacles hindering the development of Schedule I drugs for the treatment of addiction.
These obstacles were primarily created by the dual authority of the Drug Enforcement
Administration (DEA) and the FDA over the conduct of clinical research with Schedule I
drugs.  The IOM report stated, “DEA requires that protocols for research with Schedule I
controlled substances be submitted to it for approval... The practical consequences of this
dual authority over clinical research, particularly in the light of the additional complication
of multiple state laws patterned after the CSA [Controlled Substances Act of 1970], is a
clinical research environment for scheduled drugs that is extraordinarily bureaucratic from
the procedural point of view and  unnecessarily difficult.  That is especially true given the
relatively small amounts of any controlled substance used in research; the consequences of

diversion to public health would be small even if the diversion was substantial.”527 
The IOM report made the bold recommendation that DEA cede its authority  to

regulate research with all Schedule I substances to FDA.528 The IOM report primarily
based its critique of excessive DEA regulations on the perceived need to expedite research
and development of  Schedule I drugs such as LAAM, methadone and other substitution-
type medications used in the treatment of addiction. Nevertheless, IOM’s recommendations
applied to medical research with all Schedule I drugs, even psychedelics and marijuana,
and for all medical applications including but not limited to the treatment of addiction. In the

suit challenging the FDA’s regulations. They moved for summary judgment on the ground, inter alia, that

the FDA lacked jurisdiction to regulate tobacco products as customarily marketed, that is, without

manufacturer claims of therapeutic benefit. The District Court upheld the FDA’s authority, but the Fourth

Circuit reversed, holding that Congress has not granted the FDA jurisdiction to regulate tobacco products...

Held: Reading the FDCA as a whole, as well as in conjunction with Congress’ subsequent tobacco-specific

legislation, it is plain that Congress has not given the FDA the authority to regulate tobacco products as

customarily marketed. “           

525It is difficult to say whether there were spillover effects between Pilot Drug’s involvement in  several

different controversional regulatory issues.

526Fulco C. Liverman C, Earley L (eds.) Development of Medications for the Treatment of Opiate and

Cocaine Addictions: Issues for the Government and Private Sector.Washington, DC Institute of Medicine,

National Academy Press, 1995.

527Ibid., 13.

528Ibid., 13.
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cases of the FDA-approved ibogaine and LSD protocols, which were explicitly focused on
the treatment of drug dependence,  the IOM arguments were directly on point. Though
DEA did not formally cede its authority to the FDA,  DEA oversight of Schedule I research
protocols has not significantly impeded the conduct of psychedelic research. DEA oversight
has been more problematic regarding medical marijuana research.

Medical Marijuana Research:  FDA Says Yes 
Early in 1994, Pilot Drug approved the first study in over a decade of the medical

use of marijuana in a patient population.529 The protocol had been submitted by Dr. Donald
Abrams, UC San Francisco, and was designed to investigate the use of marijuana in
treating AIDS wasting syndrome, the same indication that had generated so many

applications to FDA’s Compassionate Use program.530  The protocol was designed as a
randomized double-blind, placebo-controlled trial with three different treatment groups,
low, medium or high potency (THC) marijuana. 

The initial design had called for a completely inactive placebo dose. However, the
Institutional Review Board at Dr. Abrams’ AIDS research center had objected on ethical
grounds to giving a placebo to people with a potentially fatal case of AIDS wasting when
an unsatisfactory but marginally effective alternative medication, the oral THC pill, was

commercially available.531 As a result, the study was redesigned into a dose-escalation
study with the low dose to be minimally active, with subjects receiving the low dose to be
considered the placebo group. One advantage of using a low dose of the test drug as the
placebo condition is that patients are not as likely to be able to determine from subjective
clues whether they received a low, medium or high dose as they would be  if trying to
evaluate whether they had received a completely inactive placebo or a medium or high dose.
One disadvantage of using a low dose group as the control is that the low dose may still
offer some minimal efficacy, making it more difficult to show a statistically significant
treatment difference between the high, medium and low dose groups. 

 In April 1994, Dr. Abrams submitted an application to DEA for a license to work

529IND # 43,542. A Prospective, Randomized Pilot Study of High, Medium or Low THC-content Smoked

Marijuana on Weight Loss  in Persons with HIV-related Wasting Syndrome versus  Dronabinol (delta-9-

tetrahydrocannabinol, Marinol, Roxane laboratories). http://www.maps.org/mmj/v6proto.html  Dr. Abrams

had begun the protocol development process in the summer of 1992, in association with this author who

recruited Dr. Abrams for this project. MAPS donated $10,000 to UC San Francisco as a contribution for

the time that Dr. Abrams and associates spent on the protocol development process for the initial and

subsequent protocol designs.

530Abrams D. Medical marijuana: tribulations and trials. J Psychoact Drug30 (Apr-Jun 1998) 2:163-9.

531 The FDA had approved the oral-THC pill for AIDS wasting on the basis of clinical trials that had

demonstrated increased appetite but not weight gain. Anecdotally, most AIDS-wasting patients strongly

preferred smoked marijuana over the oral THC pill.
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with marijuana in his FDA-approved study.  The application was submitted to Mr. Gene
Haislip, DEA Deputy Assistant Administrator, Office of Diversion Control, who licenses
researchers to work with Schedule I drugs. On June 8, 1994, Mr. Haislip sent a letter to
FDA Commissioner Dr. Kessler outlining DEA’s objections to the protocol, not all of
which had to do with ensuring that research supplies of marijuana were not diverted to

non-medical uses.532  DEA questioned the credentials of the principal investigator, the
worthiness of the scientific design of the trial, and the credibility and legal status of the

Dutch company that was working to provide marijuana for the study. 533 Furthermore, Mr.
Haislip challenged FDA authority by writing,“DEA normally relies on FDA’s findings with
regard to such issues as the purpose of the study, the source and purity of the material, and
the methods used to insure scientific integrity. The DEA will not proceed with the
registration process for Dr. Abrams until and unless the above issues are adequately
determined by FDA.We believe that FDA has the same interest and commitment as the
DEA, and shares the same desire to protect the public from bogus, politicized activities
masquerading as medical science.” Mr. Haislip also worried about the consequences of the
study generating data suggesting the efficacy of marijuana for AIDS wasting, arguing
“Given the history and zeal of marijuana advocates, it is likely that if marijuana shows any
efficacy at all in this study, individuals will make claims that marijuana is at least as
effective as dronabinol [the FDA-approved oral THC pill] and therefore has medical use.”
534

Dr. Kessler, uncomfortable with DEA interference in the design of scientific
research protocols, forwarded the letter to Dr. Lee Brown, then-Director of the Office of
National Drug Control Policy. On July 5, 1994, Dr. Brown wrote a firm letter to DEA
Administrator Tom Constantine supporting FDA primacy in matters of research design and
affirming the policy of permitting the exploration of the medical uses of Schedule I drugs.
Mr. Brown wrote, “I have asked my deputy, Mr. Fred Garcia, to inform FDA ( also
enclosed) that at this time we do not wish a departure from established policy, which is to
treat research on the therapeutic use of marijuana the same as research on any other drug of
abuse potential. Nor do we wish to encourage a blurring of well-established responsibilities
and working relationships. I am confident that I can count on your assistance in

maintaining established policy in this area.”535 

532Haislip G. Deputy Assistant Administrator, DEA Office of Diversion Control. Letter to Dr. David

Kessler, FDA Commissioner. June 8, 1994. This four-page letter was obtained through Freedom of

Information Act request and subsequent litigation by the Public Citizen Litigation Group on behalf of the

Marijuana Policy Project (MPP). FOIA Request 96-0397.

533Abrams D. (1998): 165.

534Haislip letter, June 8, 1994: 3-4.

535Brown L. Director, Office of National Drug Control Policy. Letter  to DEA Administrator Tom

Constantine. July 5, 1994. This letter was obtained by FOIA request by MPP, without need of additional

litigation.
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Mr. Fred Garcia clarified Dr. Brown’s views in his July 5, 1994 letter to Dr.
Kessler.  Mr. Garcia remarked, “This Office is very cognizant of the fact that certain drugs
with significant abuse potential can also have important, if limited, medical uses.  We
believe, and I’m sure you will agree, that effective drug control policy is consistent with

policy that encourages credible medical research and fosters legitimate medical practice.”536

On August 3, 1994, Dr. Janet Woodcock, FDA Director of the Center for Drug
Evaluation and Research ( CDER) wrote a substantive, firm and friendly letter to Mr.
Haislip responding to many of the issues he raised in his initial letter to Dr. Kessler. She
defended FDA’s review of the protocol, then remarked, “We are pleased to see a physician
oncologist of Dr. Abrams’ caliber serving as principal investigator and we believe his
involvement is strong evidence of well-meaning intentions concerning the patients’ welfare
and of the research team’s commitment to development of an adequate and well-controlled
study. While you are correct that we cannot prevent misuse of results from this study, the

sponsor has provided a Clinical Plan 537 and identified this study as a pilot study.  The
initial pilot study allows the sponsor to refine the methodologies and permit an estimate of
sample size for a larger study. Such an approach is consistent with good drug development

practices.”538 She concluded by noting, “I believe the meetings held between FDA and
DEA staffs demonstrate that it is mutually beneficial for the agencies to continue to
coordinate on drug abuse-related matters. We appreciate your concerns and look forward to
working with you on this important issue.”

This exchange of letters illustrates the resilience of Pilot Drug’s policies toward
research with Schedule I drugs.  Faced with strong DEA pressure, senior management at
FDA with the backing of the Director of the Office of National Drug Control Policy endorse
in almost exactly the same words used by Pilot Drug and the Drug Abuse Advisory
Committee, namely that FDA will review the medical use of psychedelics and marijuana in
the same manner and with the same procedures that FDA reviews other drugs of abuse, and
indeed all other drugs.

In August 1994, Dr. Abrams went ahead and submitted an application to NIDA for
5.7 kilograms of marijuana for his dose-escalation study.  He decided not to pursue his
application for a DEA license until after he had an approved protocol and source of

536Garcia F. Deputy Director, Office of National Drug Control Policy, Office for Demand Reduction.

Letter to Dr. David Kessler, FDA Commissioner. July 5, 1994. This one-page letter was obtained by FOIA

request by MPP, without need of additional litigation.

537Doblin R. A Comprehensive Clinical Plan for the Investigation of Marijuana's Medical Use in the

Treatment of the HIV-Related Wasting Syndrome. Bull  MAPS5 (Summer 1994) 1:16-17.

http://www.maps.org/news-letters/v05n1/05116cli.html

538Woodcock J.  FDA Director of Center for Drug Evaluation and Research. Letter to Mr. Gene Haislip,

DEA Deputy Assistant Administrator, Office of Diversion Control. August 3, 1994.  This two-page letter

was obtained by FOIA request by MPP, without need of additional litigation.
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marijuana for the study. 

Psychedelic Research In Switzerland
In early 1995,  a team of Swiss scientists at the University of Zurich published their

first psychedelic research paper, reporting on the development of a method to measure

ketamine in blood plasma.539 This paper marked the cautious resumption of psychedelic
research after the Swiss Ministry of Health had withdrawn permission in 1993 from several
psychiatrists who had been administering LSD and MDMA to their patients, though
without generating scientific data about their work.  The Swiss team, soon to be directed by
Dr. Franz Vollenweider, began conducting a series of basic pharmacological and
psychological studies utilizing the most advanced scientific methods including PET scans
into the effects, though not psychotherapeutic uses,  of a variety of psychedelics including

psilocybin,540 541 542 543 ketamine,544 545 546and MDMA.547 548 549 550 

539 Feng N, Vollenweider F, Minder E, Rentsch K, Grampp T, Vonderschmitt D. Development of a gas

chromatography-mass spectrometry method for determination of ketamine in plasma and its application to

human samples. Ther Drug Monit  17 (Feb. 1995) 1:95-100.

540Vollenweider F, Leenders K, Scharfetter C, Maguire P, Stadelmann O, Angst J. Positron emission

tomography and fluorodeoxyglucose studies of metabolic hyperfrontality and psychopathology in the

psilocybin model of psychosis. Neuropsychopharm16 (May 1997) 5:357-72. 

541Hasler F, Bourquin D, Brenneisen R, Bar T, Vollenweider F. Determination of psilocin and 4-

hydroxyindole-3-acetic acid in plasma by HPLC-ECD and pharmacokinetic profiles of oral and intravenous

psilocybin in man. Pharm Acta Helv 72 (Jun 1997) 3:175-84.

542Vollenweider F, Vollenweider-Scherpenhuyzen M, Babler A, Vogel H, Hell D. Psilocybin induces

schizophrenia-like psychosis in humans via a serotonin-2 agonist action.  Neuroreport 9 (Dec. 1, 1998)

17:3897-902.

543Vollenweider F, Vontobel P, Hell D, Leenders K. 5-HT modulation of dopamine release in basal

ganglia in psilocybin-induced psychosis in man--a PET study with [11C]raclopride. Neuropsychopharm20

(May 1999) 5:424-33. 

544Vollenweider F, Leenders K, Scharfetter C, Antonini A, Maguire P, Missimer J, Angst J. Metabolic

hyperfrontality and psychopathology in the ketamine model of psychosis using positron emission

tomography (PET) and [18F]fluorodeoxyglucose (FDG). Eur Neuropsychopharmacol 7 (Feb 1997) 1:9-24. 

545Vollenweider F, Leenders K, Oye I, Hell D, Angst J. Differential psychopathology and patterns of

cerebral glucose utilisation producedby (S)- and (R)-ketamine in healthy volunteers using positron emission

tomography (PET).  Eur Neuropsychopharmacol 7 (Feb 1997) 1:25-38.

546Vollenweider F, Vontobel P, Oye I, Hell D, Leenders K. Effects of (S)-ketamine on striatal dopamine: a

[11C]raclopride PET study of a model psychosis in humans. J Psychiatr Res 34 (Jan-Feb 2000) 1:35-43.

547Vollenweider F, Gamma A, Liechti M, Huber T. Psychological and cardiovascular effects and short-term

sequelae of MDMA ("ecstasy") in MDMA-naive healthy volunteers. Neuropsychopharm19 (Oct 1998)

4:241-51.
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Ibogaine Research:   FDA YES, NIDA-NO.
On March 8, 1995, NIDA/MDD, with FDA participation, convened an Ibogaine

protocol development meeting. The purpose of the meeting was to review the existing
research and evaluate whether to proceed to conduct the first trial in human subjects.  Up to

this point, MDD had spent over $1 million dollars on preclinical research.551 The outcome
of the meeting was a decision by MDD not to proceed into clinical trials. MDD expressed
concerns about neurotoxicity,  the possibility of a fatal adverse event, and the difficulties,
uncertainties and expense of taking ibogaine through the drug development process.  

On March 10, 1995, Dr. Wright  sent a memo to Dr. Frank Vocci, Director of
NIDA’s Medication Development Division, urging NIDA to  help facilitate ibogaine
research by offering a grant for a small Phase I safety study. Dr. Wright commented, 

I believe that it is in the public’s best interests that research with ibogaine
go forward...The methods of the major pharmaceutical firms are without
equal in developing a new drug in a manner that produces a safe and
effective pharmaceutical. The FDA staff have grown to respect the ability
of commercial scientists in this regard. They are really outstanding at
what they do. Unfortunately, they do not usually produce breakthrough
products or new indications. These are most frequently initiated either by
venture capital firms, subsidiaries of major firms formed to take risks,
iconoclasts within industry, or individual physicians. In my opinion, the
normal process of peer review is excellent at deciding how best to
undertake  research in a new area, but often not a good way to decide if
to undertake original new research. My recommendation is to use your

strength to help those who will undertake such risks. 552

548Vollenweider F, Remensberger S, Hell D, Geyer M. Opposite effects of 3,4-

methylenedioxymethamphetamine (MDMA) on sensorimotor gating in rats versus healthy humans.

Psychopharm (Berl) 143 (Apr 1999) 4:365-72.

549Vollenweider F, Gamma A, Liechti M, Huber T. Is a single dose of MDMA harmless?.

Neuropsychopharm 21 (Oct 1999) 4:598-600. 

550Gamma A, Frei E, Lehmann D, Pascual-Marqui R, Hell D, Vollenweider F. Mood state and brain

electric activity in ecstasy users. Neuroreport 11 (Jan 17, 2000) 1:157-62. 

551On November 5, 1999, Dr. Frank Vocci, Director of NIDA/MDD, spoke at an ibogaine conference held

at New York University School of Medicine. In response to a question, Dr. Vocci said that NIDA had spent

about $2 million to date on ibogaine preclinical research.

552Wright C. Acting Director, FDA Pilot Drug Evaluation Staff. Memorandum to Dr. Frank Vocci, NIDA

Director of Medications Development Division, March 10, 1995.  Alper K. (ed.) First International

Conference on Ibogaine: Syllabus, Nov. 5 & 6, 1999. New York University School of Medicine: 428-

431.  This document was obtained through a FOIA request of FDA by Howard Lotsof.
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Dr. Wright’s letter was not sufficiently persuasive. NIDA/MDD decided not to
make any  grants available for a pilot clinical trial into the potential use of  ibogaine in
easing withdrawal from opiates. 

 On May 27, 1995,  Pilot Drug reviewed ibogaine data from the lowest dose group
tested by Dr. Sanchez-Ramos and Dr. Mash, then gave Dr. Mash and Dr. Sanchez-Ramos

permission to move to the 2 mg/kg dose level.553 Dr. Mash and Dr. Sanchez-Ramos were

able to obtain funding to treat all subjects at the 2 mg/kg dose.554 Dr. Mash and Dr.
Sanchez-Ramos then used the results as pilot data in an NIH grant application, which was

rejected. 555 The only FDA-approved ibogaine project subsequently collapsed for lack of

funds.556 557 558 The cost of the Phase I trial was in excess of $500,000, more than could
be raised by the advocates of ibogaine research. Foundation money for this sort of research
seemed unobtainable

Medical Marijuana Research- NIDA Just Says NO
On April 19, 1995, after sitting on Dr. Abrams’ request for almost nine months,

Dr. Alan Leshner, Director of NIDA, sent a letter to Dr. Abrams rejecting his request for

marijuana.559 A substantial portion of Dr. Leshner’s rationale was based on the argument
that the study should not have been designed as a pilot study because the results could be

easily misinterpreted, quite similar to Mr. Haislip’s perspective.560 Dr. Abrams responded

with a rather angry letter to Dr. Leshner, and determined to keep trying.561 Dr. Leshner’s
rejection led to a silent protest by medical marijuana advocates at NIDA’s July 1995

553personal communication, Dr. Deborah  Mash, August 31, 1999.

554$25,000 of the costs of the 2 mg/kg dose level were  funded  by MAPS while another $25,000 was sent

by a donor directly to the University of Miami, at the request of MAPS.

555personal communication, Dr. Mash, August 31, 1999.

556personal communication, Dr. Mash, August 31, 1999.

557Mash D, Kovera C, Buck B, Norenberg M, Shapshak P, Hearn L and  Sanchez-Ramos J. Medication

Development of Ibogaine as a Pharmacotherapy for the Treatment of Drug Dependence.  Ali S. (ed.)

Neurochemistry of Drugs of Abuse- Cocaine, Ibogaine and Substituted Amphetamine. Ann  N Y Acad

Scien 844 (1998): 274-292.

558Staff. Data Accrue on “Visionary” agent to interrupt addiction.  Lancet 354 (November 27, 1999):

1883.

559Leshner A.  Director of NIDA. Letter to Dr. Donald Abrams. April 19, 1995.

http://www.maps.org/mmj/leshner.html

560For a critique of Dr. Leshner’s arguments by this author, see Doblin R. NIDA Blocks Medical

Marijuana Research. http://www.maps.org/mmj/ricklesh.html

561Abrams D. Letter to Dr. Leshner, Director of NIDA. April 28, 1995.

http://www.maps.org/mmj/abrams.html
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scientific conference on marijuana,  attended by Dr. Leshner, HHS Secretary Donna
Shalala and Director of the Office of National Drug Control Policy Mr. Lee Brown.  As a
result of the protest, Dr. Leshner invited several proponents of medical marijuana research

to a private meeting.562 During that meeting, Dr. Leshner indicated that NIDA would be
willing to supply Dr. Abrams with the necessary marijuana for an FDA-approved study,
but only after a formal NIH grant application had been evaluated and approved for funding

by the NIH grant-review system.563  Dr. Leshner explained that NIDA needed to ensure
that the protocol was “scientifically meritorious,” and that in his opinion mere FDA
approval of the protocol was inadequate for this purpose. According to Dr. Leshner, FDA
reviews protocols primarily from the perspective of an IRB looking out for the  safety of
the human subjects and not from the perspective of a critical scientist seeking to ensure
good quality research. In his view, only the NIH peer review system was sufficiently
rigorous to review protocols for scientific merit, therefore only protocols that were
submitted to NIH and awarded funding would receive marijuana from NIDA.  

From Pilot Drug to Anesthetics, Critical Care and Addiction Drug Products
The FDA itself heralded its new openness to psychedelic research in an article

entitled “Medical Possibilities for Psychedelic Drugs” which appeared in the September

1995 issue of FDA’s magazine, the FDA Consumer.564  The article favorably reviewed the
projects that had been approved by Pilot Drug and spoke in positive terms about the
potential therapeutic benefits that might be developed as a result of the renewed
opportunities for research. The possibility of using psychedelics as probes to conduct basic
research into the properties of the mind was also mentioned as an exciting possibility for
future studies, picking up where the field left off when research was truncated for largely
political reasons.

In October 1995,  just one month later, Pilot Drug was dissolved and the portfolio
of drugs it reviewed were redistributed to other Divisions. [Chapter 3 analyzes why Pilot
Drug was dissolved, and contains organizational charts.] Dr. Janet Woodcock,  FDA’s
new Director of the Center for Drug Evaluation and Research (CDER),  reorganized  CDER
in response to the  new funding for staff made available to FDA as a result of the
Prescription Drug User Fee Act of 1992 (PDUFA).  

Dr. Woodcock enlarged the number of Divisions and Offices in an effort to reduce
the pyramidal nature of the FDA hierarchy, thus enabling more people to review and sign
off on NDAs. The responsibility for the review of research protocols for Schedule I drugs
was transferred to the newly created Division of Anesthetics, Critical Care and Addiction

562The protest was organized by this author.

563Abrams (1998): 166.

564Kurtzweil  P. Medical Possibilities for Psychedelic Drugs.” FDA Consum September 1995.

http://www.fda.gov/fdac/features/795_psyche.html
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Drug Products (DACCADP).565 Dr. Curtis Wright, Acting-Director of Pilot Drug when it
was dissolved, was appointed  Acting-Director  of DACCADP,  pending the  completion of
a formal hiring process for the permanent directorship.  

 Medical Marijuana Research Finally Approved by FDA and NIDA
In May 1996, Dr. Abrams submitted a protocol to NIH for review, following up on

Dr. Leshner’s promise to supply marijuana if  the NIH grant-review process approved and

funded Dr. Abrams protocol.566 In August1996, NIH rejected Dr.Abrams’ revised
protocol. One reviewer stated, “The biggest difficulty with the design is the small sample
size, in light of weak support for effect sizes or power,” seemingly overlooking Dr.

Abrams’ intention to conduct a pilot study.567 Another commented, “Why the investigator
choose marijuana smoking as a potential intervention drug for HIV-related anorexia and
weight loss is not at all clear, given the knowledge that marijuana smoking may result in
immune suppression and respiratory disease, and that marijuana itself may be carcinogenic.
What is the long-term effect of marijuana smoking on the patients with HIV infection and

AIDS?”568  This second reviewer seemed to want answers that could only come from
research before the research could begin.

 External pressures on NIDA to permit medical marijuana research started to build
with the November 1996 elections, when voters in Arizona and California passed initiatives
that removed state prohibitions against the medical use of marijuana for patients who had

the support of their physicians.569  
On December 2, 1996, Senate Judiciary Committee Hearings chaired by Sen. Orrin

Hatch were held, primarily to express Senatorial disapproval of the use of ballot initiatives

to advance the medical use of marijuana.570   Instead,  Senators argued that the medical use
of 

565personal communication, Dr. Wright, March 8, 1999.

566Abrams D. Research Plan Portion of Public Health Service Grant Application.  Protocol: Smoked

Marijuana for HIV-Associated Anorexia and Wasting. Submitted to the National Institutes of Health, April

1996. http://www.maps.org/mmj/abrams2.shtml 

567Deyton L.  National Institute of Allergy and Infectious Diseases. Letter to Dr. Donald Abrams.

Notification of Scientific Review Action, Application # 1R01AI40866-01, Smoked Marijuana for HIV-

Associated Anorexia and Wasting Protocol. August 22, 1996.  http://www.maps.org/mmj/abrams1.shtml

568Ibid., Comments of Reviewer #3.

569In California, the initiative stated that physicians were authorized to “recommend” the medical use of

marijuana, while in Arizona the initiative stated that physicians were authorized to “prescribe” the medical

use of marijuana.

570Arizona and California Medical Drug Use Initiatives. Hearing of the Senate Judiciary Committee,

chaired by Sen. Orrin Hatch  (R-UT).  December 2, 1996.
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marijuana should be settled with scientific research conducted under the auspices of the
 FDA.  Sen. Hatch remarked, “it is a mistake in my opinion to abandon our principles, the

law and modern science in the name of compassion.”571 In his prepared statement, Sen.
Hatch stated, “The only way to determine the medical utility of any drug is to rely on our

well-established FDA review process.”572 Sen. Hatch also questioned the Arizona
initiatives approval of the right of physicians to prescribe all Schedule I drugs if research

suggested they could be helpful.573 Sen. Hatch then held up a newsletter from a non-profit

organization that supports psychedelic and medical marijuana research.574 He read from a
list of proposed psychedelic research projects, in order to show that Arizona physicians
could cite those studies to justify prescribing psychedelics. Sen. Hatch’s planned
expression of outrage turned defensive when the first two projects he read from the list
were for the use of psychedelics for the treatment of substance abuse. Sen. Hatch then felt

compelled to state that he wasn't saying that research shouldn't take place.575   
On December 30, 1996, Gen. Barry McCaffrey, Director of the White House

Office of National Drug Policy (ONDCP), Attorney General Janet Reno and Donna E.
Shalala, the Secretary of Health and Human Services, gathered at a joint press conference
to threaten physicians who prescribed marijuana to their patients with the loss of their

prescription-writing privileges and the possibility of criminal charges.576 577  By January

571Transcript of the  Senate Judiciary Committee hearing prepared by Federal News Service. 

572Prepared Statement of Senator Orrin G. Hatch, Chairman.  Arizona and California Medical Drug Use

Initiatives. Senate Judiciary Committee hearing. December 2, 1996.

573Proposition 200 states, "Notwithstanding any law to the contrary, a medical doctor must document that

scientific research exists which supports the use of a controlled substance listed in Schedule I of Section 36-

25.12 to treat a disease or to relieve the pain and suffering of a seriously ill or terminally ill patient before

prescribing the controlled substance." Physicians were also required to obtain written support from another

physician for any such use.  

574The organization that published the newsletter was the Multidisciplinary Association for Psychedelic

Studies (MAPS).

575This exchange is missing from the transcript of the hearing prepared by Federal News Service. A

videotape of the hearing sold by C-Span contains this portion of the exchange.

576McCaffry B. Director of the Office of National Drug Control Policy. The Administration’s Response to

the Passage of California Proposition 215 and Arizona Proposition. December 30, 1996.

http://www.ncjrs.org/txtfiles/215rel.txt 

577Staff. Doctors Given Federal Threat On Marijuana. New York Times.December 31, 1996: A1.  “The

Clinton Administration said today that doctors in California and Arizona who prescribe drugs like marijuana

that are illegal under Federal law could lose their prescription-writing privileges and even face criminal

charges.”  see also, Wren C. Doctors Criticize Move Against State Measures. New York Times.December

31, 1996.
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7, 1997, the negative reaction to the Administration’s threats against physicians by the

California Medical Association,578 the San Francisco Medical Society 579 and by many

media commentators, 580  along with the external pressure generated by the November
1996 passage of the California and Arizona initiatives, proved sufficiently powerful to
motivate Gen. McCaffrey to allocate $1 million to the Institute of Medicine to fund an 18-
month review  of the scientific data about marijuana’s medical uses. The purpose of the
review was to  "provide a comprehensive assessment of the state of scientific knowledge

and to identify gaps in the knowledge base about marijuana.”581

In January 1997, Dr. Abrams met in person with Dr. Leshner at  NIDA
headquarters in Rockville, Maryland. The meeting was cordial. Dr. Leshner encouraged

Dr. Abrams to submit yet another grant application for the May 1, 1997 grant cycle.582

 On February 19-20, 1997, the National Institutes of Health convened a conference

on the Medical Utility of Marijuana.583  The purpose of the NIH conference was virtually
identical to that of the IOM report commissioned by Gen. McCaffrey.  Speakers at the
conference,  called the Ad Hoc Group of Experts, were all chosen by NIH. These experts
reviewed and summarized the existing research literature and also accepted public

comment.584 In addition, FDA’s Dr. Robert Temple offered very helpful suggestions for
the design of clinical trials investigating the medical use of marijuana. The chair of the
conference was Dr. William Beaver, Professor of Pharmacology and Anesthesia,
Georgetown University School of Medicine.  In the report on the conference sent to Dr.
Harold Varmus, the Director of NIH, Dr. Beaver states, "For at least some potential
indications, marijuana looks promising enough to recommend that there be new controlled

studies done.”585  The Ad Hoc Group of Experts also recommended that, “Whether or not

578Mead A. Proposition 215: A Dilemma.  J Psychoact Drug30(Apr-June1998) 2:149-154.

579Wells D. Casenote: Conant V. McCaffrey: Physicians, Marijuana, and the First Amendment. 70 U

Colo  L Rev975  (Summer 1999).

580Scheer R.  Reefer Madness, ‘90’s Style: The war on drugs has been a dismal failure and its escalation to

fight marijuana is lunacy.  Los Angeles Times, December 31, 1996: A7. 

581Staff. Government to Spend $1 Million Studying Marijuana as Medicine. NY TImesJanuary 9,

1997:B:10.

582Abrams (1998): 167.

583Workshop on the Medical Utility of Marijuana: Report to the Director, National Institutes of Health.

National Institutes of Health, February 19-21, 1997.

http://www.nih.gov/news/medmarijuana/MedicalMarijuana.htm

584Doblin R.  Turning Protests into Protocols: Dr. Harter's Legacy.  Submitted to the NIH Expert

Committee on the Medical Utility of Marijuana. February 25, 1997.

http://www.maps.org/mmj/022597mmj.shtml

585Executive Summary, Question Three. Workshop on the Medical Utility of Marijuana: Report to the

Director, National Institutes of Health.  National Institutes of Health, February 19-21, 1997.  
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the NIH is the primary source of grant support for a proposed bona fide clinical research
study, if that study meets U.S. regulatory standards (U.S. Food and Drug Administration
(FDA) protocol approval and Drug Enforcement Administration (DEA) controlled
substances registration) the study should receive marijuana and/or matching placebos
supplied by the National Institute on Drug Abuse (NIDA). In this way, a new body of

studies may emerge to test the various hypotheses concerning marijuana.” 586 Dr. Varmos
never issued a formal response to the recommendations of NIH’s Ad Hoc Group of
Experts. 

 In August 1997,  NIH approved Dr. Abrams’ revised protocol and awarded him a

grant of $978,000 and a supply of NIDA marijuana.587 The first patient was enrolled into
the study in May 1998,  almost six years after Dr. Abrams began the process of seeking
approval to study the use of marijuana in AIDS patients.  The protocol that Dr. Abrams was
finally permitted and funded to conduct had been modified from the initial design of an
efficacy study in AIDS wasting patients into a safety study in HIV+ individuals who do not
have wasting. The new study was designed  primarily to evaluate the pharmacokinetic
interactions between marijuana and protease inhibitors, but will still be able to gather some
data about dietary intake and weight. Regardless of the changes in design, this study

represents a major breakthrough in medical marijuana research.588

NIDA’s June 17, 1997 Guidelines for Drug Abuse Research
On June 17, 1997, NIDA’s National Advisory Council on Drug Abuse  issued its

own set of recommended guidelines for drug abuse research that involved the

administration of drugs to human subjects. 589 590 These guidelines, which were issued as
advisory only and were not formal regulations, dealt with issues arising from the
administration of controlled substances to research subjects. The NIDA guidelines were
issued for use by local IRBs,  the Initial Review Groups (IRGs) of outside experts that

586Ibid.

587For an overview of the protocol that was finally accepted, see http://www.maps.org/mmj/proto.htm.

588Dr. Abrams enrolled the last patient in his study in May 2000. As of June 12, 2000 there are no

reseachers in the United States studying any medical use of marijuana in any patient population.  Dr.

Abrams will complete his data analysis in  late June 2000. 

589Recommended Guidelines for the Administration of Drugs to Human Subjects. National Advisory

Council on Drug Abuse.  June 17, 1997.  http://www.nida.nih.gov:80/HSGuide.html

590 In July 1997, Dr. Michael Klein, one of the few DACCADP staff who was also an early volunteer at

Pilot Drug, presented a paper explaining DACCADP’s policies toward the development of medications to

treat cocaine addiction, discussing outcome measures and protocol design issues. Klein M.  Research Issues

Related to Development of Medications for Treatment of Cocaine Addiction.  Neurochemistry of Drugs of

Abuse- Cocaine, Ibogaine and Substituted Amphetamine, ed. by Ali S.  New York: Annals of the New

York Academy of Sciences. 844 (1998): 75-91. 
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evaluated and ranked all grant applications submitted to NIDA as  well as all other Institutes
of the National Institutes of Science, and the National Advisory Councils (NACs) of NIDA
and the other Institutes that have final review over all grants given by the Institutes. Among
the matters covered by the guidelines were issues related to subject selection, the inclusion
of subjects who were already addicted to drugs, forms of payment for participating in
research, the prior or current drug treatment status of subjects, and confidentiality of
records.

The NIDA-funded MDMA studies of Dr. Jones  and Drs. Tancer and Schuster had 
both been approved by DACCADP during the time these guidelines were being developed.
Dr. Jones was a co-author of the guidelines.  According to the guidelines, “It is expected
that research involving the administration of drugs to individuals who have never used
drugs prior to study participation would occur only in the rarest of circumstances and with

the strongest justification.” 591  These guidelines lent support for FDA’s requirement that
subjects in these two studies be restricted to those with prior exposure to MDMA.  Part of
the rationale for this requirement was that the subjects would have already acquired a direct
understanding of the risks of MDMA, primarily the possibility of neurotoxicity and  the
potential  development of dependency or addiction to MDMA.  This prior experience
enhanced the ability of the subjects to give informed consent. In addition, by using subjects
who had already chosen to self-administer MDMA, the researchers did not run the risk of
initiating a pattern of drug use behavior in  drug-naive subjects.  Furthermore, since
subjects would already have had experience with MDMA, negative reactions to the
experience of taking the drug in the context of a potentially disconcerting clinical research
setting would be minimized. 

One limitation of the use of subjects with prior exposure to MDMA is that prior use
could act as a confound in studies that sought to evaluate the neurotoxic or
neuropsychological consequences of a single dose of MDMA. In these instances, the two
approved MDMA studies were not looking to evaluate effects in MDMA-naive subjects but
were designed to gather pharmacokinetic data and to explore drug discrimination effects,
neither of which would be significantly compromised by using subjects who were
experienced with MDMA. Nevertheless, the use of only MDMA-experienced subjects
introduces a selection bias that ensures that the data will not be completely generalizable to
MDMA-naive subjects. The selection bias could serve to exclude people who might
metabolize or perceive the subjective effects of MDMA differently than the norm.

Two NIDA-Funded MDMA Research Projects Approved by FDA
 During the summer of 1997, Dr. Wright and the DACCADP reviewed and
approved two NIDA-funded projects that involved the administration of MDMA to human
subjects. Both these studies were basic Phase I research projects and were not

591Recommended Guidelines for the Administration of Drugs to Human Subjects. Section: Administration

of Drugs to Individuals Who Have Never Used Drugs.
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therapeutically-oriented.  One of the MDMA projects was a pharmacokinetic study to be

conducted under the direction of Dr., Reese Jones, UC San Francisco.592 The second 
NIDA-funded MDMA project is being conducted at Wayne State University School of
Medicine by Dr. Manny Tancer and Charles Schuster, Ph.D., the ex-director of NIDA. The
study involves the administration of MDMA and several other drugs to probe the interaction

of the serotonin and dopamine systems.593  In both these studies, subjects were restricted
to those who  already had self-administered MDMA.                   

ERA OF RETREAT (1997- MID 1999)

Dr. Curtis Wright’s Departure
 During the time that Dr. Wright was competing for the position of permanent

Director of DACCADP, most of the people who had created and supported Pilot Drug and
believed in the value of that experiment were no longer at FDA.  Dr. Peck left FDA in

November 1, 1993. 594 Dr. Harter left Pilot Drug shortly thereafter.  Pilot Drug itself was
dissolved in October 1995. (These  restructurings and personnel changes will be discussed
in Chapter 3.)
  Dr. Kessler, who had worked with Dr. Wright on tobacco issues, had resigned as

of February 28, 1997. 595 Without top leadership in place at FDA, there was a chance that
some FDA staff might become more reluctant  to make what they thought might be
controversial decisions, since they couldn’t know how those decisions would be evaluated
by whomever would become the next Commissioner.

  Late in the summer of 1997, Dr. Woodcock decided to appoint Dr. Cynthia
McCormick as permanent Director of DACCADP, passing over Dr. Wright for that
position.  Dr. McCormick had previously served as Deputy Director of the
Neuropharmacologic Drug Division under Dr. Leber, whose antagonism to psychedelic
research was well known. 

592IND 53,648. Approved July 10, 1997. Preliminary data reported in: Everhart E, Jacob III P, Shwonek

P, Baggottt M, Jones R, Mendelson J. Estimation of the Metabolic Disposition of MDMA and MDA

Enantiomers in Humans. Abstracts—College on Problems of Drug Dependence (CPDD) 1999 Annual

Meeting, June 12-17, 1999: 41.

593IND 53,394. Approved July, 1998.  The study is described in:  Tancer M, Schuster C. Serotonin and

Dopamine System Interactions in the Reinforcing Properties of Psychostimulants: A Research Strategy.

Bull MAPS 7 (1997) 3:5-11.  http://www.maps.org/news-letters/v07n3/07305tan.html  This article is

based on a grant application to NIDA which was subsequently approved for funding.

594McLearn D. FDA Press Release P93-19.  March 18, 1993.

595 Dr. Michael A. Friedman, MD, Former Deputy Commissioner for Operations, served as Acting

Commissioner during the period between Dr. Kessler’s resignation and Dr. Henney’s appointment.

Dr.Friedman became Lead Deputy and the Deputy Commissioner after Dr. Henney’s appointment. He has

since left the FDA.
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 In October 1997, shortly after Dr. Wright was passed over for the permanent

position at DACCADP, he left the FDA for a job in the pharmaceutical industry.596  He had
spent eight years at FDA, all with Pilot Drug and the DACCADP.

Marijuana Research- FDA Says No   
Late in the Summer of 1997, shortly before Dr. Wright’s departure, DACCADP

refused to accept for review a medical marijuana protocol submitted by Dr. Ethan Russo,

U. of Montana, and asked him formally to withdraw his application.597  Dr. Russo’s
protocol was designed to study the medical use of marijuana in treating people with
migraine headaches that were not successfully treated by conventional medications. Unlike
the approach taken with Dr. Abrams, DACCADP imposed a new requirement stating that
before FDA would conduct its review,  researchers seeking to investigate any medical use
of marijuana first needed to obtain a supply of marijuana  from the National Institute on

Drug Abuse (NIDA).598  While this new policy served NIDA’s interests,  since it could
say that it was not rejecting any FDA-approved protocols,  it denied researchers the
opportunity to consider the valuable comments and critiques about protocol design issues
that are provided by FDA staff during the IND review process. Furthermore, FDA’s policy
was in direct contradiction to the recommendations of the 1997 NIH Workshop on the
Medical Utility of Marijuana, which prioritized the FDA review process when it proposed
that NIDA be required to automatically provide marijuana to all FDA-approved protocols.

Rather than protest, Dr. Russo accepted FDA’s refusal to review his protocol and
formally withdrew his application. He then went ahead and submitted his protocol to NIH

in the Summer, 1997, without input from FDA.599 In Spring 1988, Dr. Russo received
word that his grant application was rejected.  In contrast to most of the reviewers of Dr.
Abrams’ grant applications, one reviewer thought the study design was too ambitious.
Another thought patients should have to stay overnight at the hospital rather than being
released after two hours. Another thought that all subjects who had ever smoked marijuana

before should be excluded from the study. 600 In the summer of 1998, DACCADP refused

596Staff. Adolor Corporation Appoints Two Executives; Dr. Curtis Wright to Lead Clinical and

Regulatory Affairs; Peter J. Schied Named CFO.  PR Newswire September 29, 1997.

597Russo E, Mielke J, Painter L, Hall S and Steele B. Cannabis in Acute Migraine Treatment Project.

Bull MAPS 7 (1997) 3:16-17.  http://www.maps.org/news-letters/v07n3/07316rus.html. MAPS has

donated a total of $8,000 to Dr. Russo from 1996-2000 for his efforts designing and seeking approval for

his protocol.

598personal communication, Dr. Ethan Russo, August 18, 1999.

599http://www.maps.org/news-letters/v07n3/07316rus.html

600Russo E. Cannabis in acute migraine treatment project: Response to National Institutes of Health

Critique. Bull MAPS 8 (1998) 1:15-17.   http://www.maps.org/news-letters/v08n1/08115rus.html
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once again to accept a revised protocol from Dr. Russo, reiterating its new policy that
NIDA must agree to provide marijuana to the study before FDA would conduct its review
of the protocol.  This time,  Dr. Russo refused to withdraw his IND application and
insisted that it be officially rejected. He then went ahead and submitted a second NIH grant

application,  for the July 1, 1998 grant cycle.601 On November 12, 1998, Dr. Russo

learned that NIH had rejected his second grant application.602 This time, the reviewers
focused much of their criticisms on the supposed need for pilot data to supplement
historical and anecdotal accounts, as if it were possible for Dr. Russo to gather pilot data
somewhere else before submitting the NIH grant.

Orphan Drug Designation: FDA Says NO 
Coincident with Dr. Russo’s struggles with FDA, MAPS began to experience

significant obstructions to research into the medical use of marijuana in a different FDA

Division, the Office of Orphan Drug Development.603  On April 24, 1997, MAPS
submitted an application to have marijuana designated an Orphan Drug for AIDS-

wasting.604

 In 1983, Congress had created the Orphan Drug program to provide incentives for
the development of drugs for rare diseases for which the pharmaceutical industry saw no

profit potential.605 Pharmaceutical companies could expect limited revenue from drugs for
such relatively small populations and usually decided not to invest scarce research money
into the risky development of drugs with limited profit potential.  To help stimulate
development of drugs for these small patient populations,  the Orphan Drug program

provides a package of benefits that include tax incentives to investors,606 special grant

601Russo E. Cannabis in Acute Migraine Treatment Project- NIH Application 1998.

http://www.maps.org/mmj/98russoproto.html

602Kitt C. National Institute of Neurological Disorders and Stroke. Letter to Dr. Ethan Russo. Notification

of Scientific Review Action, Application  # 1R01NS37550-01A1, Cannabis in Acute Migraine Treatment

Project.  January 7, 1999. http://www.maps.org/mmj/russo2b.html

603For an excellent overview of the history and operation of FDA’s Orphan Drug program, see Basara L,

Montagne M. Searching for Magic Bullets: Orphan Drugs, Consumer Activism, and Pharmaceutical Drug

Development. New York: Pharmaceutical Products Press- An Imprint of Haworth Press. 1994.  see also,

Rohde D. The Orphan Drug Act: An Engine of Innovation? At What Cost?  Food Drug Law J 55 (2000)

1:125-143.

604Doblin R. Request for Orphan Drug Designation for Smoked Marijuana in the Treatment of HIV-

Associated Wasting Syndrome. April 24, 1997.  http://www.maps.org/mmj/odda/042497.html

605Orphan Drug Act of 1983, 97 P.L. 414; 96 Stat 2049. January 4, 1983.  

606Sec.4 of the Orphan Drug Act amended the IRS code to create 44 H.  Clinical Testing Expenses for

Certain Drugs for Rares Diseases of Conditions. 26 U.S.C. 44H.

112



programs,607 protocol assistance, 608 and 7 years of patent protection to drugs that might

not otherwise be patentable.609 In order to qualify for these incentives,  the person or
corporate entity that seeks to develop a particular drug needs to submit an application to the
FDA’s Office of Orphan Drug Development requesting that the Office designate a particular
drug as an orphan drug for a specific illness.  The application must contain information
proving as convincingly as possible that the development expenses cannot be recovered

from sales610 or, as determined by the Secretary of HHS, that the target patient population

is under 200,000 patients per year.611  The sponsor must also provide some reasonable
rationale for thinking that the drug in question might possibly prove helpful to patients with
the orphan disease.  

At the time of MAPS application to have marijuana declared an orphan drug for
AIDS wasting, the Office of Orphan Drug Development had previously designated ten
other drugs, including the oral THC pill, the main active ingredient in marijuana, as Orphan

Drugs for AIDS wasting.612  The FDA had even approved the oral THC pill for marketing

for that indication.613  By designating all these drugs as Orphan Drugs for the treatment of
AIDS wasting syndome, the Office had clearly accepted the claim that the disease, at the

607Sec. 5 (a) of the Orphan Drug Act. Grants and Contracts for Development of Drugs for Rare Diseases or

Conditions. 21 U.S.C. 360ee.

608Sec. 525 of the Orphan Drug Act. Recommendations for Investigations of Drugs for Rare Diseases or

Conditions.

609Sec. 527 of the Orphan Drug Act. Protection for Unpatented Drugs for Rare Diseases or Conditions.

610Sec. 526 of the Orphan Drug Act. Designation of Drugs for Rare Diseases or Conditions. Designation

occurs if “there is no reasonable expectation that the cost of developing and making available in the United

States a drug for such disease or condition will be recovered from sales  in the United States of such  drug.

611Sec. 5 (a) (2) Grants and Contracts for the Development of Drugs for Rare Diseases and Conditions.

The 200,000 patient threshold was added in 1984.  This is not in the original 1983  law but was added later,

see http://www.fda.gov/opacom/laws/orphandg.htm.  According to Dr. Jack McCormick, Deputy Director,

FDA Office of Orphan Product Development, personal communication April 15, 2000, since the 200,000

patient threshold was added in 1984, all but 1 or 2 drugs have been designed as Orphan Drugs through

meeting the 200,000 threshold rather than through demonstrating that the costs of development cannot be

recovered within the first seven years.

612Among them were Marinol  designated 1/15/91, Megace designated 4/13/88, Dihydrotestosterone

designated 2/5/96, Oxandroline designated 9/06/91, Reduced L-glutathione designated 2/14/94, Sermorelin

acetate designated 12/5/91, Somatropin (r-DNA) for injection designated 3/26/96, Somatropin for injection

designated  11/15/91, testosterone designated 2/5/96, Thalidomide designated 3/11/96.

613FDA approval of Marinol for AIDS Wasting took place on December 22, 1992. The approval was by

the Division of Anti-Virals. The Office of Orphan Drug Development does not review or approve drugs but

focuses first on determining whether drugs should be designated as Orphan Drugs and then on providing the

Congressionally-authorized set of incentives for the development of orphan drugs. 

113



time the sponsors sought designation for AIDS wasting, was under 200,000 per year.
Since those designations had been made, the succesful protease inhibitors had been
introduced into AIDS treatment and had dramatically reduced the number of AIDS wasting
patients.  Furthermore, by approving the oral THC pill for marketing, FDA had accepted
the claim that cannabinoids were beneficial in treating AIDS wasting.

From April 1997 to December 1998, the Office of Orphan Drug Development
rejected three different revisions of the application to have smoked marijuana declared an

Orphan Drug for AIDS wasting.614 On September 22, 1997, however, the Office

designated yet another drug as an Orphan Drug for AIDS-wasting. 615 Each time FDA’s
rejection was based on the claim that the population had not been convincingly
demonstrated to be fewer than 200,000 per year. The main issue of contention was that,
on the suggestion of clinicians who treated AIDS wasting patients, MAPS’ application had
defined AIDS wasting as the involuntary loss of 5% of  body weight,  instead of the 10%
definition used by the Centers for Disease Control (CDC). Since increased mortality had
been associated with an involuntary loss of 5% or more of body weight,  in practice
treatment was initiated before patients lost 10% of their body weight. But by shifting away
from the CDC definition, there were no generally accepted estimates of the patient
population. Although the clinicians were convinced that the total number of patients was
still well under 200,000 per year, it was difficult to persuade FDA of this. The dramatic
reduction of AIDS wasting cases due to the increased use of protease inhibitors made the
struggle to prove the diminishing AIDS wasting population was fewer than 200,000 all the
more frustrating. 

The last communication from FDA was the most transparently political. Dr.
Marlene Haffner,  Director of the Office of Orphan Products Development, finally indicated
that the population of AIDS wasting patients might indeed be fewer than 200,000 patients,
but that marijuana might also be an effective treatment for cancer wasting patients, which

might move the total number of patients back over the 200,000 per year limit. 616 When

614Initial submission April 24, 1997 from Rick Doblin, President of MAPS, to FDA Office of Orphan

Products Development. Revised submission Sept. 24, 1997 from Rick Doblin to FDA. Supporting letters

to Office of Orphan Products Development of estimates of  the population of AIDS wasting patients by

Drs. Donald Abrams, Sept.8, 1997, and Dr. Alice Tang, Oct. 10. 1997. Initial written rejection November

24, 1997 letter from Haffner, Marlene, Rear Admiral, United States Public Health Service, Director, FDA

Office of Orphan Products Development to Rick Doblin, President, Multidisciplinary Association for

Psychedelic Studies (MAPS). Second supporting letter by Dr. Alice Tang, March 18, 1998.Third revision

submitted June 9, 1998 from Rick Doblin to FDA, supplemental submissions by Rick Dobin on August

25, 1998 and November 10, 1998. To review all the above documents, see

http://www.maps.org/mmj/odda/index.html.

615TheraDerm Testosterone Transdermal System designated September 22, 1997.

616Haffner M. Director, FDA Office of Orphan Products Development. Letter to Rick Doblin, President,

Multidisciplinary Association for Psychedelic Studies (MAPS). December 21, 1998.
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FDA staff were pressed to explain why this logic hadn’t stopped the Office of Orphan Drug
Development from approving other drugs as orphan drugs for AIDS wasting, the verbal

response was that the other approvals had been mistakes.617 This conversation was
followed up with a letter to FDA on February 19, 1999 asking for further clarification in

writing of the exact problem as perceived by FDA.618 Almost two years had passed
seeking a designation that eleven other drugs had already obtained, for a disease that was
rapidly disappearing.

Psychedelic Research- FDA Says Wait
As psychedelic researchers in the United States sought to move beyond basic Phase

I safety studies, they encountered unexpected resistance from the DACCADP.  In  October
1997,  Drs. Kurland, Yensen, Dryer had legally  imported LSD from Switzerland for use
in their FDA-approved  study of LSD-assisted psychotherapy in the treatment of substance
abusers. Before the study actually started,  DACCADP placed a Clinical Hold  on the

study,  citing new concerns over protocol design issues.619

 Meanwhile, by mid-1997,  Dr. Grob had completed the data analysis of his Phase I
safety study.  He subsequently contacted FDA to discuss his intention to submit a new
protocol to investigate the use of MDMA in the treatment of cancer patients. This study had
already been reviewed in 1992 by FDA’s Drug Abuse Advisory Committee, which
recommended that a basic Phase I safety study be conducted first with the cancer patient
study following  if the Phase I study  did not generate data suggesting too great a risk to the

patients.620 Rather than welcome the cancer patient protocol, DACCADP requested that

Dr. Grob submit the protocol informally.621

  In  August 1997, Dr. Grob submitted the first draft of the cancer patient protocol
for informal review.  On February 25, 1998, after Dr. Grob had waited six months for a

http://www.maps.org/mmj/odda/12219801.html

617personal communcation between FDA staff and Rick Doblin, December 1998.

618Doblin R. Letter to Dr. Marlene Haffner, Director, FDA Office of Orphan Products Development.

February 19, 1999. http://www.maps.org/mmj/odda/021699.html

619McCormick C. Director of FDA’s Division of Anesthetics, Critical Care and Addiction Drug Products.

Letter to Richard Yensen, Ph.D. regarding IND #3250. October 28, 1997.  Dr. McCormick’s letter placed

Dr. Yensen’s substance abuse protocol on Clinical Hold, prior to the time that any patients had been

treated. The letter also reminded the investigators that the cancer patient protocol had been placed on hold in

1986, though Dr. Kurland had no record of receiving any notification of that Clinical Hold. 

620Ironically, the one person who had a negative psychological panic reaction during the experimental

procedure was later determined to have been administered the placebo. Personal communication, Dr. Grob,

August 30, 1999.

621Grob C. Letter to Rick Doblin. March 15, 1999. Dr. Grob’s letter was submitted to FDA Ombudsman

Jim Morrison.
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response to the informal submission of his MDMA/cancer patient protocol, FDA arranged a
teleconference with Dr. Grob at which he was finally given a verbal critique of his protocol

design.622  By July 1998, Dr. Grob had modified the protocol according to the guidance he
had been given during the teleconference and submitted another draft of his MDMA

protocol to FDA, once again doing so informally at the request of the DAACCDP.623

Dr. Grob didn’t hear from FDA until March 1999, nine months after he had
submitted his protocol for informal review. From his perspective, the news from FDA was
worse than the wait.  Dr. Grob was informed that the entire concept of studying MDMA in

humans had been rejected until additional preclinical animal studies were conducted.624

FDA delays in responding to Dr. Grob’s submissions harkened back to the way
psychedelic research protocols had been treated when the responsibility for their review
was under the jurisdiction of  Dr. Leber in the Division of Neuropharmacological Drug
Products.

Some Studies Approved
Not all the decisions of DACCADP during this period were restrictive. A pilot

study into the therapeutic use of psilocybin in obsessive/compulsive patients was approved

in September 1998, though put on hold until a source of psilocybin could be arranged.625

In addition,  two new NIDA-funded non-therapeutic human studies with Schedule I drugs
were approved by DACCADP.  One such study is investigating the use of mescaline in

PET brain imaging studies,626 while the other involves the administration of heroin to

addicts along with drugs designed to block the effects of heroin.627 

September 1998 Senate Confirmation Hearings For New FDA Commissioner
 On Sept. 2, 1998,  about a year and a half after Dr. Kessler had resigned as FDA

Commissioner, Senate confirmation hearings were held with Dr. Jane Henney, nominated
by the Clinton administration to be the new FDA Commissioner. Dr. Henney had served
under Dr. Kessler as the Deputy Commissioner for Operations at FDA from 1992 to 1994,

622Dr. Grob’s written notes of FDA teleconference, February 25, 1998.

623Dr. Grob’s FDA submissions took place on July 15 and July 24, 1998.

624McCormick C. Director of FDA’s Division of Anesthetics, Critical Care and Addiction Drug Products.

Letter to Dr. Grob. March 18, 1999.

625IND # 56,530. McCormick C. Director of FDA’s Division of Anesthetics, Critical Care and Addiction

Drug Products. Letter to Dr. Francisco Moreno. Sept 17, 1998. Dr. Moreno spent over a year trying to

obtain the psilocybin from NIDA, without success.  MAPS has located an alternative source, Organix

Pharmaceuticals.

626The principal investigator on this study is Dr. Roy Matthew, Duke University.

627Wren C. In the Battle Against Heroin, Scientists Enlist Heroin. Science Times- New York Times. June

6, 1999: D1.  The principal investigator on this study is Dr. Herb Kleber, NY State Psychiatric Institute.
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during the time of Pilot Drug’s existence. Dr. Henney had paid close attention to the NDA
Day innovations at Pilot Drug, and had expressed her support for that and other

innovations being tested by Pilot Drug.628  
During her confirmation hearings, Dr. Henney was questioned about her

involvement in FDA’s proactive support of research with RU-486, the abortion pill. She
was also questioned about her position concerning FDA regulation of tobacco.  There was
no questioning regarding FDA’s approval of psychedelic or medical marijuana research,
suggesting that at that time there was probably little or no direct Congressional pressure

being placed on FDA to restrain psychedelic or medical marijuana research.629 
 In November 1998, Dr. Jane Henney was sworn in as the new FDA

Commissioner.  

Congress and Medical Marijuana
A Sense of Congress resolution in October 1998 endorsed the FDA-regulated

scientific process as the proper method of determining the medical use of marijuana and

objected to the use of state medical marijuana initiatives for this purpose.630  While
Congressional proponents of medical marijuana had filed a bill to reschedule marijuana in

order to make it available as a prescription medicine without additional research,631 and
opponents had filed a bill seeking to forbid the expenditure of any federal money on

research into marijuana’s medical uses,632 neither of these bills received enough support

628Dr. Peck gave me a copy of Dr. Loren Miller’s paper on Pilot Drug’s NDA Day innovation, to be

discussed in Chapter 3. Dr. Henney had handwritten her comments to Dr. Peck on the first page of the

paper. The note says, “Carl P- Thanks- I enjoyed reading this very much-It speaks well of the kind of

innovative management that CDER enjoys!... The process sounds and paper reads like a spy thriller!!! Jane

H.”

629Confirmation of Jane E. Henney to be Commissioner of the  Federal Food and Drug Administration,

Senator James Jeffords (R-VT).  Hearing of the Senate Labor and Human Resources Committee, September

2, 1998.

630Omnibus Consolidated and Emergency Supplemental Appropriations Act of 1999. 105 P.L. 277; 1998

Enacted H.R. 4328; 105 Enacted H.R. 4328. October 19, 1998.  Divison F- Not Legalizing Marijuana For

Medical Use (11) Congress continues to support the existing Federal legal process for determining the

safety and efficacy of drugs and opposes efforts to circumvent this process by legalizing marijuana, and

other Schedule I drugs, for medicinal use without valid scientific evidence and the approval of the Food and

Drug Administration; and (12) not later than 90 days after the date of the enactment of this Act...(B) the

Commissioner of Foods and Drugs shall submit to the Committee on Commerce of the House of

Representatives and the Committee on Labor and Human Resources of the Senate a report on the specific

efforts underway to enforce sections 304 and 505 of the Federal Food, Drug, and Cosmetic Act with respect

to marijuana and other Schedule I drugs. 

631H.R. 1782 Medical Use of Marijuana Act.
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for any action to be taken on them.633 
Congress did pass one medical marijuana bill, sponsored by Rep. Bob Barr (R-

GA) preventing the Washington, D.C. government from counting the ballots 634 from a

November 1998 medical marijuana initiative.635 This is the only instance in the history of
the United States in which the voters in a legally-constituted election were prevented from
learning the outcome of their votes. After litigation, the DC Court of Appeals ruled on
September 17, 1999 that the Barr Amendment was unconstitutional and ordered the ballots

counted.636  The results were 69% in favor of the medical marijuana initiative. Congress
responded by passing another bill that prevented the D.C. government from implementing

the initiative.637 One of the main arguments made in Congress, that decisions about the
medical use of marijuana should be based on scientific research rather than decided at the
ballot box,  provides rhetorical support for the conduct of FDA-approved research and
insulates FDA somewhat from criticism for approving research protocols.

In the legal arena, the Federal Court of Appeals ( 9th Circuit, covering Northern
California) has expressed some support for the validity of the medical necessity defense as
it applies to the medical  use of marijuana under California Proposition 215, the

Compassionate Use Act.638

632H.R.1469, withdrawn by unanimous consent.

633Randall IV B. Medical Use of Marijuana: Policy and Regulatory Issues.Congressional Research Service

Report for Congress. July 26, 1999. Order Code RL30274.  

634Barr Amendment §171. District of Columbia Appropriations Act. Omnibus Consolidated

Appropriations Bill of 1999. 105 P.L. 277, 112 Stat. 2681-150. October 21, 1998.  

635On November 3, 1998, the citizens of Washington, DC voted on  Initiative 59, also known as The

Legalization of Marijuana for Medical Treatment Initiative of 1998.

636Turner v. D.C. Board of Elections & Ethics, 77 F. Supp. 2d 25 (D.D.C. 1999). “[T]he Court holds that

the phrase "conduct any ballot initiative" in the Barr Amendment does not prevent the District of Columbia

Board of Elections and Ethics from counting, releasing and certifying the vote on Initiative 59 taken on

November 3, 1998... The issue here is whether Congress's plenary power over the District of Columbia

encompasses the power to prevent political speech, in the form of the results of votes properly cast in a

properly conducted ballot referendum, from being made public. The answer to that question must be no.

637Congress passed a bill that included a provision prohibiting Initiative 59 from coming into effect.

District of Columbia Appropriations. PL 106-113 [H.R. 3194], 113 Stat. 1501;  Sec. 167 (b). November

29, 1999.

638United States v. Oakland Cannabis Buyers’ Cooperative, 190 F. 3rd 1109 (9th Cir. 1999). The decision,

dated Sept. 13, 1999, stated, “In particular, the district court is instructed to consider, in light of our

decision in United States v. Aguilar, 883 F. 2nd 662, 692 (9th Cir. 1989), the criteria for a medical

necessity exemption, and, should it modify the injunction, to set forth those criteria in the modification

order.” On February 29, 2000, the 9th Circuit Court of Appeals refused to consider an appeal for rehearing

and rehearing en banc that had been requested by Clinton Administration Attorney General Janet Reno,
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New Guidelines for Research in Patients with Mental Illness
 On January 9, 1999, the National Bioethics Advisory Commission (NBAC) issued

a report on the need for new regulatory protections for research subjects suffering from
mental disorders. The concern is that mental disorders could affect people’s
decisionmaking capacity, hence limiting their ability to understand fully the risks they
would incur as subjects in a specific research study, thereby compromising their ability to

give informed consent.639 Among the catalysts for the NBAC report were negative
publicity and lawsuits that several NIMH-funded researchers had attracted as a result of
studies in which ketamine,  an FDA-approved prescription medicine approved for use as a

dissociative anesthetic in medical operations, was administered  to schizophrenics.640 In
lower doses, ketamine has been found to have psychedelic effects.

The type of research study in which ketamine was administered to schizophrenics
was called a pharmacologic challenge test. These are tests designed to probe the
neurochemical basis of mental disease by measuring the patients’ psychological and
physiological responses to the test, or challenge, drug.  Subjects with a brain chemistry
within the normal range will react one way to ketamine, while subjects whose brain
chemistry is outside the normal range will react differently. In these studies, ketamine was
administered without direct therapeutic intent.  To the contrary, the explicit aim of the
research was to determine if ketamine would temporarily increase the schizophrenic
symptoms of the subjects.  In one instance, a subject was taken off his normal medication

only to commit suicide after participating in the research study.641   
In addition to being useful  as a chemical agent in pharmacologic challenge testing,

According to the order, “the full court was advised of the petition for rehearing en banc and no judge of the

court has requested a vote on the petition for rehearing en banc.” (D.C. No. C 98-00088-CRB, Nos. 98-

16950, 98-17044, 98-17137, Judges Schroeder, Reinhardt and Silverman). See also United States v.

Smith,  No. 99-10477 (9th Cir. 2000). According to a Feb., 2000 press release from David Michael, B.E.

Smith’s attorney, “B.E. Smith will be the first criminal defendant in this  country who has federal court

permission to manufacture marijuana and distribute it to sick and dying individuals without fear of federal

prosecution, and who can do so while he is on appeal from his own criminal conviction for that very

conduct.” 

639Research Involving Persons with Mental Disorders that May Affect Decisionmaking Capacity. Report

and Recommendations of the National Bioethics Advisory Commission. December 1, 1998: NIMH.

Rockville, MD.

640Kong D. Mental Health Body Will Review Tests-Decision Follows a Series of Reports. Boston

GlobeJanuary 22, 1999: A20.

641Whitaker R, Kong D. Testing Takes Human Toll. Boston GlobeNovember 15, 1998.  Kong D. Panel

Urges Review of Patient Studies.  Boston Globe November 18, 1999. Kong D. Drug Studies Are

Questioned.  Boston Globe December 31, 1999.  

119



ketamine-assisted psychotherapy has been used  successfully in Russia as an adjunct to

psychotherapy in the treatment of alcoholics642 and heroin addicts.643

On January 20, 1999 Dr. Steve Hyman, Director of the National Institute of Mental
Health (NIMH), announced that NIMH was going to establish a special  national safety
review panel to evaluate “risky” research protocols either funded by NIMH grants or
conducted intramurally.  This review group would be in addition to the standard NIMH
grant review process, local IRB oversight, and the FDA protocol review process. What
constitutes a risky study was “undefined but clearly would include the kind of work that
got negative publicity in 1998: studies that halt mental patients' ongoing medication, replace
it with a placebo, or "challenge" them by exposing them to chemicals that intensify their

symptoms. It would balance scientific objectives with human risks” 644  Dr. Hyman
reported that he had convened an ad hoc panel of twenty outside scientists on December 8-

9, 1998 to review all NIMH intramural research, in order “ to get our house in order.” 645

Since psychedelic psychotherapy research in patient populations can be considered

to exacerbate symptoms,646 if only temporarily, these new regulations governing research
with patients suffering from mental illness may eventually apply to some psychedelic
research protocols. Though it seems unlikely that NIMH would actually fund psychedelic

psychotherapy studies at this time,647 it is possible that the FDA could decide to adopt
these guidelines for all psychedelic research projects. 

The primary issues for review  by the NBAC and the NIMH ad hoc committee were
whether the risks of the research were fully communicated to the subjects,  whether
subjects with mental illness (diminished decisionmaking capacity)  had the ability to give
informed consent even if the risks were adequately communicated and whether the
information to be gained by the research was worth the risks.   

Harold Shapiro, Chair of the NBAC and President of Princeton University,
explained, “In this report, NBAC considers how ethically acceptable research can be

642Krupitsky E, Grinenko A. Ketamine Psychedelic Therapy (KPT): A Review of the results of ten years

of research.  J  Psychoact Drug29 (1997) 2:165-183.

643Krupitsky E, Burakov A, Romanova T, Strassman R, Grinenko A. Ketamine-Assisted Psychotherapy

(KPT) of Heroin Addiction: Immediate Effects and Six Months Follow-up.  BullMAPS 9 (1999) 4:21-26.

http://www.maps.org/news-letters/v09n4/09421kru.html

644Marshall E. NIMH to Screen Studies for Science and Human Risks. Science283 (Jan 22,1999) 5401:

464.

645Ibid., 465.

646Symptom exacerbation studies have been considered to include “behavioral flooding in phobic disorders

research,”  a processs that generates psychological effects similar to those generated by psychedelics.

Carpenter W.  The Schizophrenia Ketamine Challenge Study Debate.  Biol Psychiat46 (1999): 1081-1091.

647personal communication, Dr. David Shore, Associate Director for Clinical Research, National Institute

for Mental Health, March 3, 2000.
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conducted with human subjects who suffer from mental disorders that may affect their
decisionmaking capacity; whether additional protections are needed; and if so, what they
should be and how they should be implemented... Although existing federal regulations for
research involving human subjects have provided special protections for certain populations
that are regarded as particularly vulnerable, persons with mental disorders who may have
impaired capacity to make decisions, and therefore give voluntary informed consent, have
not received any such protections.We believe that this state of affairs is not satisfactory,

and that additional federal protections are needed.”648  Recommendations for new
regulations and procedures centered around  six sections related to: “review bodies;
research design; informed consent and capacity; categories of research; surrogate decision

making; and education, research, and support.”649   The report recommended that non-
therapeutic studies involving greater than minimal risk could be conducted in patients with

impaired decisionmaking ability only under strictly limited conditions.650

New Guidelines Applied to MDMA Research
Even though the NBAC report was focused on research in subjects with major

mental illnesses such as schizophrenia and psychosis, it can be a valuable exercise to apply
the analysis and recommendations of the NBAC’s report to the design and conduct of
psychedelic research studies. In fact, elements of the NBAC report have already been
explicitly used  as guidelines by two co-authors of an editorial in a respected scientific
journal. The co-authors, Dr. Jeffrey Lieberman and Dr. George Aghajanian,  reviewed the

risks of MDMA research in MDMA-naive healthy subjects.651 What makes this editorial
especially influential is that one of its co-authors, Dr. Lieberman, was co-chair of the
NIMH ad hoc committee that reviewed all of NIMH’s intramural studies.  In evaluating the
ethics of MDMA research, Dr. Lieberman seems to have considered the administration of
MDMA as a sort of pharmacologic challenge test,  probably due to MDMA’s known impact
as a compound that triggers the release of the neurotransmitter serotonin, as well as
dopamine and to a certain extent other neurotransmitters as well..Though this conception is
overly reductionistic when it comes to characterizing the subjective nature of the MDMA

648Shapiro H. Chair of the National Bioethics Advisory Commission. Letter of Transmittal to the

President. January 9, 1999. Research Involving Persons with Mental Disorders that May Affect

Decisionmaking Capacity. Report and Recommendations of the National Bioethics Advisory Commission.

December 1, 1998: NIMH. Rockville, MD.

649Executive Summary, Research Involving Persons with Mental Disorders that May Affect

Decisionmaking Capacity. Report and Recommendations of the National Bioethics Advisory Commission.

December 1, 1998: NIMH. Rockville, MD.

650Ibid., Chapter 5, Recommendation 12.

651Lieberman J and Aghajanian G.  Editorial—Caveat Emptor: Researcher Beware. Neuropsychopharm 21

(1999) 4:471-473.
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experience, it can be helpful in evaluating the physiological risks associated with the
administration of MDMA to human subjects.

The editorial by Dr. Lieberman and Dr. Aghajanian was based on a heated exchange
about the risks of MDMA research as debated in two articles in the same issue of the
journal. The first article was by a group of Dutch physicians at the Center for Human Drug
Research, Leiden, who opposed MDMA research in healthy volunteers. They specifically
objected to a Swiss study in MDMA-naive subjects that had been published in a previous

issue of the journal.652   The Dutch physicians asserted that the risk of MDMA
neurotoxicity was so great that  “It is undesirable that illicit drugs that are neurotoxic in
animal experiments are administered to healthy volunteers, even though people take these

drugs voluntarily for recreational purposes.”653  In response, the Swiss team that
conducted the original research asserted that the scientific evidence suggested that it was
unlikely that the doses of MDMA employed in their research would cause any MDMA-

related neurotoxicity, and that there were substantial offsetting benefits of the research. 654

These benefits included “objective, scientific information about the full range of effects  of
MDMA that can be used to shed light on the causes and consequences of the non-medical
use of MDMA by millions of people around the world....research into the mechanism of
action of MDMA in normals should provide insight into pathophysiological processes
underlying psychiatric disorders...normative data obtained with MDMA in normals should
also be useful to interpret psychological and neuropsychological data obtained in MDMA

users.”655 
Another argument in favor of the use of MDMA-naive subjects, though not stated

by the Swiss researchers, is that studies in healthy MDMA-naive volunteers can generate
data that can be used to evaluate risk/benefit ratios for subsequent studies of the therapeutic
potential of MDMA-assisted psychotherapy in patient populations. Research with patient
populations is likely to involve at least some and perhaps all MDMA-naive subjects.

The editorial commenting on the exchange raised three separate issues that had been
reviewed by the NBAC report; the issue of informed consent;  the risk that the procedure 
(the administration of MDMA) can cause harm to the subjects;  and “whether the quality
and importance of the scientific information to be gained justifies the use of research

designs that carry more than minimal risk  and are viewed as controversial.”656   Drs.

652Vollenweider F, Gamma A, Liechti M, Huber T. Psychological and cardiovascular effects and short-term

sequelae of MDMA (Ecstasy) in MDMA-naive healthy volunteers.  Neuropsychopharm19 (1998) 4:241-

251.

653Gilsman G, Vrekes R, van Gervan J, Cohen A.  MDMA Study.  Neuropsychopharm21 (1999) 4:597.

654Vollenweider F, Gamma A, Liechti M, Huber T. Is A Single Dose of MDMA Harmless?

Neuropsychopharm21 (1999) 4:598-600.

655Ibid., 599.

656Lieberman  J, Aghajanian G. (1999):472.
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Lieberman and Aghajanian concluded that the evidence demonstrated that the healthy
volunteers in the Swiss study “were competent to provide informed consent and procedural
standards appear to have been met...the evidence did not support the view that single oral
doses of 1.7 mg/kg of MDMA... are likely to produce damage to serotonin terminals...it
[MDMA] seems to have been on the whole pleasurable and it did not cause severe distress
or any untoward behavioral reactions...the study of Vollenweider and colleagues (1998)

was... safe and appropriate.”657 The one additional risk that was noted was the uncertain
likelihood that MDMA-naive subjects might be tempted to become MDMA abusers as a
result of being exposed to the drug for the first time in the research study. Given the current
state of knowledge, Drs. Lieberman and Aghajanian stated that “it is imperative that this

issue is described as a potential risk in the informed consent process.”658

As a result of data gathered in ongoing studies in MDMA-naive subjects, such as
the Swiss experiment,  risk estimates will be more accurate for studies involving MDMA-
naive patient populations. For studies of MDMA and other psychedelics in patient
populations, for example in subjects suffering from depression and anxiety due to terminal
illness or post-traumatic stress disorder (PTSD),  the critical ethical issues will revolve
around assessing the ability of the patients to understand the risks of the treatment and offer
free and full informed consent, then balancing the risks with possible therapeutic benefits.
Strong legal arguments have also been made that terminally ill patients, like patients with
mental disorders, are from vulnerable populations and deserve increased safeguards to
protect them from being unduly swayed  as a result of being in “desperate need for a

cure.”659  Though not entirely certain,  it still seems possible to design a psychedelic
psychotherapy pilot study so that whatever protections for research subjects that IRBs and

government regulatory agencies think should be provided can indeed be provided.660   

Safety of Psychedelic Research
Dr. Wright believes that the change in attitudes at FDA toward psychedelic and

marijuana research after the end of Pilot Drug, and his departure from the FDA,  was not
due to problems generated by the studies that did take place. From his perspective, the
careful review of the design of the psychedelic protocols conducted by FDA staff helped

657Ibid., 472.

658Ibid., 472.

659Addicott D. Regulating Research on the Terminally Ill: A Proposal for Heightened Safeguards. J

Contemp Health Law Pol 15 (1999) 2:479-524.

660An entire issue of Biological Psychiatry was devoted to articles about the NBAC report and ethical

aspects of protocol design, informed consent, and IRB review of psychiatric research in the study of mental

illness. Biological Psychiatry  46 (October 15, 1999) 8:1007-1119.  The American College of

Neuropharmacology (ACNP) is also developing guidelines for drug and symptom provocation studies, with

expected completion sometime in 2000.
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introduce important safety monitoring to the protocols so as to ensure minimization of risk.
Dr. Wright  stated, “without peer review of INDs by FDA, accidents would have

happened.”661  He mentioned the monitoring of blood pressure and pulse as simple
additions to protocols that FDA insisted upon. He knew of no reports from any of the
studies of serious adverse events experienced by any of the subjects. Furthermore, the
studies generated valuable scientific data that resulted in numerous publications. Dr. Wright
also felt that FDA IND review and approval probably helped Institutional Review Boards
(IRBs) to develop courage to approve controversial protocols.  

According to Dr. Wright, nothing in the data suggested that FDA should change its
policy to one in which research was considered too risky to proceed. Dr. Wright
commented “nobody was permanently harmed, harms to subjects were minimized. It was a

sensible policy.”662

A Formal Inquiry
In Spring 1999, a series of formal complaints regarding bureaucratic obstacles to

MDMA and medical marijuana research were lodged by Dr. Grob and Dr. Russo, with the
assistance of this author, with Mr. Jim Morrison, FDA’s CDER Ombudsman. These
complaints were intended to help Dr. Grob and Dr. Russo determine why permission for
their research had not been obtained and whether there was any way to resolve FDA
concerns so that research could move forward again.  They wondered whether the
dissolution of Pilot Drug and the departure of Dr. Wright  indicated the end of a brief
period of time in which researchers interested in conducting human clinical research into the
therapeutic potentials of psychedelics and marijuana had a reasonable chance of obtaining
FDA permission for their studies.

 Mr. Morrison’s inquiry into Dr. Russo’s complaint took place at a time when
powerful external political pressure to support medical marijuana research had been

generated by the passage of eight state medical marijuana initiatives.663  Dr. Russo’s
complaint was made even stronger by the March 17, 1999 release of the Institute of
Medicine’s report on medical marijuana, which contained the recommendation that FDA-

approved research into the medical use of marijuana be conducted.664  The release of the
IOM report was front page news in the Washington Post, New York Times and USA
Today, and coincided with the day that this author met in person with Mr. Morrison at his

office. 665 The purpose of the meeting was to discuss Dr. Russo’s request to have his

661personal communication, Dr. Wright, March 8, 1999. 

662personal communication, Dr. Wright, March 8, 1999.

663California and Arizona in 1996;  Alaska, Washington State, Oregon, Washington, DC, Nevada and

Arizona a second time in 1998. Maine passed a medical marijuana initiative in 1999.

664At a cost of almost two years and $1 million, the IOM report came to essentially the same conclusions

as NIH’s Workshop on the Medical Utility of Marijuana, at a cost of about six weeks and relatively little

money.
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protocol reviewed by FDA, Dr. Grob’s request to obtain feedback from Dr. McCormick
concerning his protocol for MDMA-assisted psychotherapy in the treatment of anxiety and
depression in cancer patients, and to inquire whether there was some way to move forward
with the application to have marijuana declared an Orphan Drug for AIDS wasting. 

  Dr. Morrison indicated that Dr. Janet Woodcock and Dr. Robert Temple, the
senior FDA officials with whom he had discussed the complaints, both reiterated their
support of FDA’s policy  of permitting research with drugs of abuse to be conducted, as
long as the studies were scientifically rigorous and the risk/benefit ratio had been carefully
considered.  Mr. Morrison listened carefully and seemed concerned that standard FDA
procedures may not have been followed in the review Division. He promised to make
additional inquiries and get back in touch with Drs. Russo and Grob in the near future. He
also indicated he would refer the matter of the Orphan Drug application to a different
Ombudsman who worked with that Office.

Outcome of Ombudsman’s Review
 On  May 25, 1999, FDA’s Office of Orphan Drug Development  designated

marijuana an Orphan Drug for AIDS wasting, after five previous rejections.666 667 The
inquiry by the FDA Ombudsman with authority to review decisions in the Office of Orphan
Product Development may have contributed to this decision. 

On June 24, 1999, the Ombudsman’s inquiries culminated in a decision by the
DACCADP to permit Dr. Grob to conduct research with MDMA in cancer patients, with

final protocol design still to be negotiated. 668  No preclinical studies need to be conducted
in  animals and no additional studies in healthy subjects will be required prior to  the
implementation of a pilot study in cancer patients. Though there are still important issues
involving dose levels, patient characteristics and outcome measures that can only  be
resolved during the protocol development and review process, the likelihood that a
mutually satisfactory design will emerge seems strong.

According to Mr. Morrison, standard FDA policy is that FDA has an obligation to
uphold prior commitments, especially in the absence of new information suggesting  that
keeping such commitments would not be in the public’s interest. By this logic, the
recommendation of the 1992 Drug Abuse Advisory Committee that Dr. Grob first conduct

665Joy  J, Watson S, Benson J (eds.): Marijuana and Medicine: Assessing the Science Base.Washington,

DC: Institute of Medicine, National Academy Press, 1999.  http://stills.nap.edu/books/0309071550/html

666Haffner M. Director, FDA Office of Orphan Products Development. Letter to Rick Doblin. President,

Multidisciplinary Association for Psychedelic Studies (MAPS). May 25, 1999.

667Buday P. Hints on Preparing Successful Orphan Drug Designation Requests. Food Drug Law J 51

(1996) 1:75-84.

668McCormick C. Director of FDA Division of Anesthetics, Critical Care and Addiction Drug Products.

Letter to Dr. Charlie Grob. July 23, 1999. The letter summarized the FDA teleconference of June 24, 1999.
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a Phase I MDMA safety study in healthy normals before moving directly to a study in
cancer patients created a prior commitment that the FDA needed to try to honor. This
recommendation was strengthened by virtue of the fact that Dr. Grob’s Phase I study
generated data that supported the view that MDMA could be safely administered within the
context of clinical research, though as previously discussed MDMA was only administered
to MDMA-experienced subjects.
  Another positive outcome of the Ombudsman’s review took place in June 1999,
when Dr. Russo was encouraged to submit his marijuana protocol to FDA for formal
review.  Dr. Russo’s protocol was subsequently approved by FDA on September 17, 1999

but placed on Clinical Hold pending resolution of the supply issue.669  According to Mr.
Morrison, standard FDA procedures do permit INDs to be reviewed in sections, allowing
the review of protocol designs to proceed separate from the review of the chemistry and

manufacturing data for the drug to be used in the study.670 No special exceptions to the
rules were needed for Dr. McCormick to review Dr. Russo’s protocol while efforts to
obtain marijuana from NIDA were still in process.  On the contrary, it was Dr.
McCormick’s refusal to review the protocol that was the exception to standard FDA policy.

HHS Guidelines for Provision of Marijuana for Research.
On May 21, 1999, HHS released its new guidelines for scientists seeking to obtain

supplies of marijuana from NIDA for use in research into the medical uses of marijuana.671

These guidelines, which were to become effective December 1, 1999,  stated that NIDA
would provide marijuana to privately-funded research projects as well as to government-
funded projects.  The guidelines stated, “To facilitate research on the potential medical uses
of cannabinoids, HHS has determined that it will make research-grade marijuana available
on a cost-reimbursable basis, subject to the priorities and conditions described in section

III, below.”672   In Section III, the HHS guidelines stated,  “After submission, the
scientific merits of each protocol will be evaluated through a Public Health Service
interdisciplinary review process...In addition, researchers who propose to conduct
investigations in humans must be able to fulfill the Food and Drug Administration's
investigational new drug (IND) requirements and must obtain a valid registration from the

Drug Enforcement Administration (DEA) for research with Schedule I drugs.”673 
 In contradiction to the recommendations of NIH’s Expert Committee on the

669McCormick C. Director of FDA Division of Anesthetics, Critical Care and Addiction Drug Products.

Letter to Dr. Ethan Russo. Sept. 21, 1999.  Re: IND #58,177.

670personal communcation, Jim Morrison, March 17, 1999.

671Guidance On Procedures for the Provision of Marijuana for Medical Research. Department of Health and

Human Services. May 21, 1999. http://www.mpp.org/hhsguide.html

672Ibid., Section II.  Availability of Marijuana for Research Purposes.  

673Ibid., Section III. Elements for Considering Proposed Studies.  
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Medical Utility of Marijuana,  the HHS guidelines specified that FDA approval of a
protocol would not be sufficient to ensure a supply of marijuana for a study. A Public
Health Service review would also be required to evaluate the “scientific merits” of the
protocol.  Yet according to FDA’s Dr. Robert Temple,  director of the Office of Drug
Evaluation I, in FDA's Center for Drug Evaluation and Research (CDER), the role of the
FDA is precisely to review the scientific merit of protocols when requested by
pharmaceutical companies or individual researchers planning major studies to determine a
drugs’ efficacy and safety profile.  As Temple notes: “We try to find and eliminate flaws in
the individual studies and overall development plan that we know will give us trouble later
on in the NDA review. We don't want people to carry out a large study that has no chance

of being considered adequate and well-controlled.”674 Due to the HHS guidelines and
NIDA’s monopoly on the supply of marijuana for FDA-approved research, marijuana is the
only Schedule I drug for which FDA approval of a protocol needs to be supplemented by
yet another government-supervised review, even for privately-funded projects.  

 The HHS guidelines did endorse the recommendations of the NIH Expert
Committee when it came to protocol design. The HHS guidelines stated, “A clinical study
involving marijuana should include certain core elements, many of which reflect
recommendations made by the 1997 NIH Workshop. A study that incorporates the NIH
Workshop recommendations will be expected to yield useful data and therefore, will be

more likely to be eligible to receive marijuana under the HHS program.”675 Whether any
protocol will be approved by  this NIDA/PHS review process remains to be determined.

Testing the Guidelines
 On December 1, 1999, Dr. Russo’s protocol, approved by the FDA and designed
in accordance with the core elements recommended by the 1997 NIH Workshop, became
the first protocol to come up for review by an NIDA/PHS committee,  in accordance with
the new HHS guidelines. According to a senior NIDA official, Dr. Russo’s protocol was

judged to be inadequate and was rejected.676 The basis for the rejection by the NIDA/PHS

committee was explained in a letter sent to Dr. Russo on  February 1,  2000.677

The second test of the HHS guidelines came from a research proposal submitted for
review in December 1999 by San Mateo County Health Department, for a $350,000 study

of AIDS and cancer patients funded by San Mateo County.678 Political support for medical

674Farley D. Benefit Vs. Risk: How FDA Approves New Drugs. FDA Consum(Special Report), January

1995. http://www.fda.gov/fdac/special/newdrug/benefits.html

675Guidance On Procedures for the Provision of Marijuana for Medical Research. Section IV.  Marijuana

Trial Design Elements.

676Gust S.  E-mail message to Dr. Russo. December 6, 1999.

677Mann L. Public Health Service, Center for Scientific Review. Summary Statement: Cannabis in Acute

Migraine Treatment Project. Letter to Dr. Russo. February 1, 2000.

http://www.maps.org/mmj/russo1199/02010001.html
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marijuana  research was provided by a bipartisan group of 34 members of Congress,
coordinated by Rep. Anna Eshoo, D-Palo Alto,  in the form of  a letter sent to Health and

Human Services Secretary Donna Shalala urging her to support such projects.679 In order
to make approval more likely, San Mateo County officials purposely decided not to submit
an application for permission to conduct a study of marijuana’s efficacy but decided instead
to seek approval for a study that would simply determine the feasibility of conducting

subsequent efficacy studies.680 The study that was submitted was for a 45-day study of the
use of marijuana in HIV-related neuropathy (pain).  It was designed to determine whether
subject retention would be sufficient and whether the subjects would refrain from
supplementing the marijuana they received as part of the study with supplies obtained from
other sources. On May 15, 2000, after waiting about six months, San Mateo County
officials received word that their proposal would be approved with one problematic

condition that could sabotage the  study.681 The HHS review committee indicated that the
risk of diversion was so great that subjects would need to be restricted to five marijuana
cigarettes per visit. Since the subjects were expected to use three marijuana cigarettes per
day, this requirement would have them coming back to the Health Department more
frequently than once every other day. This is a rather heavy burden for people trying to lead
a normal life and could impact subject retention. The idea that diversion was likely to be a
significant problem is debatable,  since the potency of the marijuana cigarettes supplied by
NIDA is so low as to be only 20-25% of that easily available to patients from other

sources.682 The HHS committee also seemed to ignore the fact that the eight patients who
already receive marijuana from NIDA as part of the Compassionate IND program receive

their supply in tins containing 300 cigarettes at a time.683 San Mateo County officials
intend to negotiate with the HHS review committee to obtain approval to give patients a one

week supply.684 FDA and DEA approval for the study must still be obtained.

Understanding Internal FDA Dynamics

678Gathright A. Federal OK Needed: San Mateo County Plans Medicinal Marijuana Trial.  San Jose

Mercury NewsDecember 26, 1999.

67935 Members of Congress. Letter to HHS Secretary Donna Shalala. November 30, 1999.

http://www.mpp.org/guidelines/ltr2.html

680personal communication, Dr. Scott Morrow, San Mateo County Health Department, May 16, 2000.

681Guido M. Medical pot study receives support.  San Jose Mercury NewsMay 16, 2000.

682Gieringer D.  Medical Cannabis Potency Testing Project. Bull MAPS 9 (Autumn 1999) 3:20-22.

http://www.maps.org/news-letters/v09n3/09320gie.html 

683Randall R, O’Leary A. Marijuana Rx—The Patients’ Fight for Medicinal Pot. New York: Thunder’s

Mouth Press, 1998: 467.

684personal communication, Dr. Scott Morrow, San Mateo County Health Department, May 16, 2000.
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Now that this historical review has reached the present, a major opportunity
remains in the effort to gain a deeper understanding of past and current policies of FDA
regarding psychedelic and medical marijuana research. Chapter 3 consists of a careful
examination of Pilot Drug and its role within FDA, of the circumstances that led to its
establishment and demise, of the internal FDA dynamics that enabled Pilot Drug to reverse
several decades of suppression of psychedelic research, and of its legacy for psychedelic
and medical marijuana research, and for the FDA itself. 
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                                              CHAPTER 3
THE RISE AND FALL OF FDA’S PILOT DRUG EVALUATION STAFF  

 
 For scientists interested in conducting psychedelic research in the United States, the
establishment in 1989 of FDA’s Pilot Drug Evaluation Staff was the single most important
event in the last 30 years. By 1970, FDA and NIMH had closed down almost all
psychedelic research projects in human subjects, as had their regulatory counterparts
around the world. By 2000, a handful of researchers had reentered the clinics to administer
psychedelics to human subjects in the context of FDA-approved studies. The policy
permitting the resumption of this research was developed and initially supervised by Pilot
Drug.

In Chapter 2, Pilot Drug’s decisions and policies regarding psychedelic and medical
marijuana research were reviewed, and the long-term impact of those policies was
discussed. This Chapter focuses on Pilot Drug itself and on its broader mission and
activities. Much of the basis for the analysis in Chapter 2 evaluating current FDA policies
and attitudes toward psychedelic and medical marijuana research comes from research
conducted for this chapter about Pilot Drug itself.

 The primary goals of the research conducted for this chapter were to determine
how and why the dramatic revision of FDA policies toward psychedelic and medical
marijuana research took place and also whether the elimination of Pilot Drug had anything
to do with these policies and actions. The larger story  of Pilot Drug involves an analysis of
the personal, bureaucratic and political forces that resulted in the establishment of Pilot
Drug in 1989, that impacted on the performance of its primary mission during its existence,
and that led to its elimination in 1995. As a result, this chapter is more about bureaucratic
processes within FDA than psychedelic and medical marijuana research. 
  This chapter addresses the following questions:

1)  Who established Pilot Drug and why?  
2)  How and why did Pilot Drug gain authority over the regulation of psychedelics and
marijuana?     
3) What was Pilot Drug’s primary mission and how did it fulfill that mission?
4) Why was Pilot Drug eliminated? 

This chapter is based on a series of interviews conducted in 1999 with key FDA
personnel involved in Pilot Drug’s establishment, operation and elimination. Additional
sources include published literature in trade press, media, peer-reviewed journals, and
publicly available as well as unpublished governmental investigations of Pilot Drug by
General Accounting Office (GAO) and the Office of Inspector General (OIG). Especially
valuable was an “Internal Assessment” of Pilot Drug not available in the public record or
obtainable through FOIA request.
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 As research proceeded, it became increasingly evident that Pilot Drug represented
both a bold search for solutions at a time FDA was in crisis as well as a fundamental
challenge to FDA’s standard methods of operation. While an entire dissertation could be
written about Pilot Drug, this chapter seeks to provide only insight into a remarkable
experiment undertaken by an unusual group of civil servants who, among other things,
permitted the renewal of psychedelic and marijuana research.    

 
BACKGROUND

FDA Review- A Balancing Act
 There are a variety of ways of looking at the balancing act that FDA must perform

when it reviews scientific data to determine whether to approve a new drug for prescription
use, delay and ask for more tests, or reject the drug. One way of describing the balancing
of interests is to note that FDA seeks to avoid making either a false negative Type 1 error,
in which it  rejects a drug for marketing with a favorable risk/benefit ratio,  or a false
positive Type 2 error in which it approves a drug for marketing with an unfavorable

risk/benefit ratio.685 
Ever since FDA was empowered in 1962 in the wake of the Thalidomide tragedy to

evaluate drugs for efficacy as well as safety, it has been more sensitive to the need not to
make a false positive Type 2 error. This is in part a lesson FDA learned when it received
widespread public approval and new regulatory powers after it refused to approve
Thalidomide in the United States,  avoiding what would have been a torrent of criticism if it
had allowed the Thalidomide tragedy that took place in Europe, Japan and Canada to occur
with the same magnitude in the United States. FDA’s incentives to prioritize the avoidance
of false positives are also influenced by the fact that it is rather easy for the general public
and media to see the damage caused when a drug with an unfavorable risk/benefit ratio has
been approved and needs to be withdrawn from the market. Becoming aware of the
absence in the marketplace of a drug with a favorable risk//benefit ratio is much more
difficult. However, with the increasing interconnection between the US and Europe,  there
is also a growing public awareness of drugs that are approved in other countries but not in
the US. This knowledge increased public disapproval of FDA’s historical lag in approving
drugs that  were available to patients in other countries with perceived positive effects but

were not available to patients in the United States.686

FDA’s regulatory challenge has also been described as a tension between the speed
with which FDA reviews data submitted by pharmaceutical companies seeking approval to

market their new drug and the quality of its review. 687 Though not an exact parallel, the

685Grabowski H, Vernon J. The Regulation of Pharmaceuticals- Balancing the Benefits and

RisksWashington, DC: American Enterprise Institute for Public Policy Research, 1983: 10.

686Coppinger P, Peck C, Temple R. Understanding comparisons of drug introductions between the United

States and the United Kingdom.  Clin Pharmacol Ther 46 (Aug 1989) 2:139-45.
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speed of FDA review  is related to the length of time FDA makes a Type 1 error by not
approving a drug with a favorable risk//benefit ratio. The quality of FDA review is related
to whether FDA avoids making a Type 2 error, mistakenly deciding to approve a drug with
an unfavorable risk/benefit ratio. While the speed of FDA review is easy to measure,
quality is more difficult to determine.  

One factor is the extent of the proof that FDA requires sponsors to provide for FDA
review. Another factor is the length of time FDA takes to process the evidence submitted to
it while it comes to a decision. A more rapid review,  perhaps but not necessarily involving
data from fewer or smaller studies,  could result in beneficial medicines getting to patients
sooner, though some drugs in which the costs outweighed the benefits might also be
approved. On the other hand, a slower,  more deliberate review, perhaps but not
necessarily  involving data from more numerous or larger studies, might delay the use of
drugs that were socially beneficial  but could help prevent the approval for marketing of
drugs whose costs outweighed the benefits. The approval/rejection decision-making
process in turn interacts with the Secretary of HHS’s post-approval ability to withdraw a

drug 688 when post-marketing data reveals a greater than expected number and/or severity

of side effects or less than expected efficacy.  689 690 691 692 693 694

687Lurie P, Woodcock J, Kaitin K. FDA Drug Review: The Debate over Safety, Efficacy, and Speed. Med

Crossfire1 (April 15, 1999) 3:52-60.  

688Only the Secretary of HHS has the legal authority to withdraw a drug from the market due to “imminent

hazard.” FDA can suggest to pharmaceutical companies that products be withdrawn  “voluntarily” but it

does not have legal authority to withdraw a drug that has already been approved. FDA can withdraw foods

from the market and can legally seize the products, but not so with drugs. FDA has the authority to approve

drugs for marketing since that authority has been delegated from the Secretary of HHS to FDA, down as far

as review staff during the Pilot Drug era.  According to Ms. Tyson (2/23/2000 interview), in at least one

instance (with the drug Oraflex marketed by Eli Lilly), FDA has requested that a company keep a drug on

the market but the company withdrew it anyway. Oraflex was the first FDA-approved NSAID and was

implicated in several serious adverse reactions. Nevertheless, FDA wanted to keep the drug on the market

since it benefited a large number of patients who at the time had no alternative medications. Eli Lilly

nevertheless decided to withdraw the product for reasons of public relations and possible legal liability.

689FDA requires quarterly reports (Periodic Safety Update Reports- PSURs) summarizing the adverse event

reports of marketed drugs for the first three years of marketing, with annual reports thereafter. 21 CSF

314.80(c) (2) (i).  See also FDA Guidance For Industry E2C Clinical Safety Date Management: Periodic

Safety Update Reports for Marketed Drugs (Nov. 1996, ICH). http://www.fda.gov/cder/guidance/index.htm

690The FDA Modernization Act of 1997, 105 P.L. 115; 111 Stat. 2296. November 21, 1997, Sec. 112,

Expediting Study and Approval of Fast Track Drugs, established procedures for the expedited withdrawal of

approval of drugs approved by FDA under fast track provisions. A drug may be withdrawn from the market

if a) the sponsor fails to conduct required post-approval studies, b) a post-approval study fails to demonstrate

clinical benefit, c) other evidence demonstrates that product is not safe or effective, d) the sponsor

disseminates false or misleading promotional materials.  
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Cost, both in terms of the regulatory review process itself and of the end cost to the
consumer of the products approved,  is another dimension involved in the effort to design a
socially optimal regulatory review process. Determining with any degree of precision how
much money the FDA would need to save in regulatory review costs in order to justify it to
review somewhat smaller datasets in a somewhat expedited fashion, just like asking an
individual to decide how much money he or she would need to save in order to choose to
take a slightly less effective or risker drug, presents difficult tradeoffs that need to be made
under significant amounts of uncertainty. The developing field of pharmacoeconomics
seeks in part to address these issues, though the field is focused more on the comparative
costs and value of particular drugs than on the costs of alternative regulatory review

processes.695 
From October 1988 to November 1993, Dr. Carl Peck was Director of FDA’s

Center for Drug Evaluation and Review (CDER). Dr. Peck was the person who established
Pilot Drug, and was responsible for managing FDA’s regulation of all medicines used in
human beings.  Dr. Peck described FDA’s mission in yet another way, in terms of

691 FDA Modernization Act of 1997, Sec. 506 (b). Reports of Post-Marketing Studies, establishes the

obligation of the sponsor to submit annual reports on the outcomes of post-marketing studies.

692For an evaluation of FDA’s performance reviewing post-marketing studies, see Office of Inspector

General (OIG) report, Post-Marketing Studies of Prescription Drugs. May 1996 OEI-03-94--00760.

Roughly 70% of new drugs approved in the 1990’s were the subject of post-marketing studies while only

about 30% were the subject of such studies in the 1970s. The OIG report was not enthusiastic about FDA’s

performance in monitoring these studies. However, it determined that FDA was in the process of improving

its performance and could do even better as FDA meets its PDUFA goals of reducing or eliminating its

backlog and obtains the additional staffing which PDUFA and the FDA Modernization Act of 1997 will

continue to provide.

693For a discussion of the purposes and designs of post-approval studies, see Decoster G, Buyse M.

Clinical Research After Drug Approval: What is Needed and What is Not. Drug Info J33 (1999) 2:627-

634. 

694In addition to post-marketing studies, data gathered about adverse effects as part of standard

“pharmacovigilance” efforts  may also result in the withdrawal of drugs from the marketplace. For slides

from a talk entitled, “Pragmatic Approaches to Some  Current Challenges in Pharmacovigilance,”  given  at

the DIA Euro2000 meeting, Nice, France, March 9, 2000 by FDA’s Dr. Murray Lumpkin, Deputy Center

Director, CDER, see  http://www.fda.gov/cder/present/dia-nice2000/dianice2/index.htm.  For examples of

drugs removed  from the marketplace as a result of adverse event reports, see March 21, 2000 FDA press

release about Rezulin, marketed for the treatment of type 2 diabetes mellitus and removed after FDA request,

http://www.fda.gov/bbs/topics/NEWS/NEW00721.html, and also FDA’s March 23, 2000 Talk Paper on

Cisapride, marketed for severe nighttime heartburn and removed voluntarily by the manufacturer,

http://www.fda.gov/bbs/topics/ANSWERS/ANS01007.html.

695For more information, see any issue of the journal, Pharmacoeconomics.

133



increasing the efficiency of the FDA review process and improving the quality of the drugs
that get approved.  He defined efficiency as, “minimizing the duration of drug
development, minimizing the cost of drug development, minimizing the number of patients
involved, the number of clinical trials -- all while preserving and even improving the

information gain.”696  Efficiency as used by Dr. Peck is an operation that seeks to optimize
the combination of the speed and quality of the review process. Dr. Peck also wanted FDA
to improve the quality of the drugs themselves that were approved, by refining the
experimental process through which the proper doses were determined.  He noted, “Many
drugs are first introduced into the market at doses that are far too high. AZT is the most
recent, most important example... I could give you a whole list. Obviously, patients would

be better off if the doses were right at the start.”697 698 

FDA Prior to the Creation of  Pilot Drug
Throughout the 1970s and 1980s, FDA was subjected to an ever increasing amount

of criticism by the pharmaceutical industry, some members of Congress and public interest

groups for what was perceived as an excessively lengthy and cautious review  process.699

FDA faced tremendous pressure to reduce the backlog of unreviewed New Drug

696Staff. Keep your NDA's 'lean' to cut drug development time. Med Market & Media.26 (February 1991)

2:34.

697Ibid.

698 Statistics on post-approval alterations in the Defined Daily Dose (DDD) of all prescription drugs

approved in the US, Europe and Japan (participants in the International Conference on Harmonization)  are

kept by the WHO Collaborating Centre of Drug Statistics Methodology (http://www.whocc.nmd.no/.).

From 1988, when Dr. Peck arrived at the FDA, through February 2000, the DDD of about 100 drugs has

been altered, with 2/3 involving reductions and 1/3 increases. No causal connection is implied between the

number of post-approval alterations in the DDD and Dr. Peck’s arrival at the FDA. The data is intended to

demonstrate the importance of Dr. Peck’s concern over determining the most appropriate dose of

prescription medicines. According to a  March 4, 2000 personal communication to the author from John

Urquhart, MD, FRCP (Edin) Professor of Pharmaco-epidemiology, Maastricht University, Maastricht, NL,

Professor of Biopharmaceutical Sciences, UCSF, “the last 18 years have seen on average probably about 25

new chemical entities a year being registered, and so the number of DDD changes would signify that

between 1 in 4 and 1 in 3 new drugs later underwent a DDD change, mostly (except for the anti-infectives)

in the downward direction. According to a 2/29/2000 communciation to the author from Ms. Hanne Strom,

WHOCC staff, “DDD is NOT synonymous with "recommended dosage.” The DDD is the assumed avarage

maintenance dose per day for a drug used for its main indication in adults. The DDD does not necessarily

reflect the Recommended or Prescribed Daily Dose. Doses for individual patients and patient groups will

often differ from the DDD and will necessarily have to be based on individual characteristics (e.g. age and

weight) and pharmacokinetic considerations.”

699FDA Drug Approval—A Lengthy Process that Delays the  Availability of Important New Drugs, GAO

Report No. HRD-80-64 (1980).
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Applications (NDAs) and speed up the drug review process.  Dr. Kenneth Kaitlin, then
Assistant Director of The Center for the Study of Drug Development, Tufts University,
remarked in 1992 that, “Over the past two decades, the FDA has been under growing
pressure to accelerate its new drug review procedures and hasten the availability of

important new medicines.”700  

In 1979, Dr. Louis Lasagna, a leading analyst of the pharmaceutical industry and
then Director of the Center for the Study of Drug Development, Tufts University,  blamed
excessive regulation for the lengthening review process, commenting, “A lot of unfortunate
things have been happening to drug development in recent years, and I believe that many of
them can be attributed to excess regulatory zeal...I believe that our current “drug lag” is
attributable to excessive regulation and that on balance this is not in the interest of the

American public.”701 According to Dr. Lasagna, in 1979,  FDA review of a New Drug
Application (NDA) took a relatively constant average of around two and half years between
the submission of all clinical data to FDA (marking the beginning of the NDA process) and

final approval for marketing,702 five times as long as the 180-day target specified in the

statutes. 703

 Despite the pressure on FDA to expedite its review process, prior to the spread of
the AIDS epidemic in the mid-1980s, all but one Congressional hearing over 25 years

criticized FDA for being too quick to approve drugs for marketing.704 After AIDS became
a public issue, FDA began to be regularly criticized for moving too slowly to approve new
drugs.

A comprehensive study of mean drug development times for new drugs approved

from 1963 to 1992,705 based on a survey of twenty-two U.S.-owned pharmaceutical firms
and 14 U.S. subsidiaries of foreign firms, was conducted by Dr. Joseph DiMasi, also

700Kaitlin K, Walsh H.  Are Initiatives to Speed the New Drug Approval Process Working?  Drug Info

J.26 (1992): 341.

701Lasagna L. The impact of regulation on the development of psychoactive drugs. National Institute on

Drug Abuse Research Monograph Series 27.  Problems of Drug Dependence. Proceedings of the 41st

Annual Meeting. Washington, D.C: NIDA, 1979:30,34.

702Ibid., 31.

703Kefauver-Harris Amendments of 1962 to the 1938 Food, Drug, and Cosmetic Act.  Sec. 104 (c).

“Within 180 days after the filing of an application under this subsection, of such additional period as may

be agreed upon by the Secretary and the applicant, the Secretary shall either 1) approve the application... or

2) give the applicant notice of an opportunity for a hearing...”

704personal communication, Mr. Peter Hutt, February 28, 2000.  

705This study focused only on New Chemical Entities (NCE’s), referring to drugs that were going through

the FDA review process for the first time. Supplemental New Drug Applications (SNDA) refers to drugs

that had already been approved by the FDA for one clinical indication and were subsequently approved for a

new clinical indication, based on additional data submitted to FDA. 
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affiliated with the Center for the Study of Drug Development. 706  Dr. DiMasi’s study
showed that the mean time from the submission of the initial application to conduct human
studies (the IND, or Investigation New Drug Application) to FDA approval for marketing
had been consistently increasing over the decades, with mean development time  of 4.7
years for the period from 1963 to 1969, 6.5 years for the period from 1970-1979, 8.3
years for the period from 1980-1989, and 8.6 years for the period from 1990-1992. Dr.
DiMasi noted that while FDA has been criticized for the length of time it takes to review  the
New Drug Application (NDA),  the period of time between synthesis and submission of the
NDA consumes more than 80% of the drug development process, suggesting that  “the
potential for societal gain, therefore, appears substantial if the efficiency of the other four-

fifths of the process (discovery to NDA submission) can be enhanced.”707 
 In a 1989 speech to the US Food and Drug Law Institute’s Annual Pharmaceutical

Update,  Ms. Dorothy Pease, an FDA Consumer Safety Officer who would soon join Pilot
Drug, remarked, “ The slowness of the US Food and Drug Administration drug approvals
process costs pharmaceutical companies money, denies needed drugs to the public and

makes the agency look bad.”708 Congress, though more than willing to criticize the
operations of the FDA,  was not enthusiastic about increasing FDA’s budget in order to

allow it to hire more staff.709  Although under intense pressure to increase its output, there
were no easy answers for FDA management as they sought to balance a variety of
competing interests and to find some way of doing more with less.

Dr. Peck’s Arrival at FDA
In  1987,  the job of Director of FDA’s Center for Drug Evaluation and Research

(CDER)  needed to be filled.710 The CDER Director’s responsibilities  included the
supervision of  FDA’s review of all drugs for human use.  Dr. John Harter,  who had been
working at FDA since 1973 and was Anti-Inflammatory Group Leader in FDA’s Oncologic

706DiMasi J, Seibring M, Lasagna L. New Drug Development in the United States 1963-1992. Clin

Pharm Ther5 (June 1994) 6:609-22.

707Ibid., 24.

708Staff.  FDLI Hears of FDA Pilot Evaluation. MarketletterJune 12, 1989: 24.

709Funding for additional staff would  become available after Congress passed the Prescription Drug User

Fee Act (PDUFA) of 1992. PL 102 P.L. 571; 106 Stat 4491. October 29, 1992. This act set user fees for

the drug review process to be paid by pharmaceutical companies, with funds restricted to the hiring of new

staff for the purpose of expediting the drug review process. This interaction between this Act and the fate of

Pilot Drug is discussed later in this Chapter.

710There were a total of 7 Centers, with CDER being the largest in terms of staff and budget. The other

Centers were for Food Safety and Applied Nutrition, Biologics Evaluation and Research, Veterinary

Medicine, Devices and Radiological Health, National Center for Toxicological Research, and Center of Field

Operations.
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and Radiopharmaceutical Drug Products Division,711 learned that FDA Commissioner Dr.
Frank Young was having trouble finding qualified candidates for the job.  Dr. Harter
mentioned the job opening to Dr. Carl Peck, who taught clinical pharmacology at the
Uniformed Services University of the Health Sciences (USUHS), in Bethesda, Maryland,
and encouraged him to apply. Dr. Harter and Dr. Peck shared a long-standing  interest in

clinical pharmacology and pharmacokinetics, 712 713 and had met during the 8 years Dr.
Peck had been teaching at  USUHS.   

Dr. Peck expressed interest in applying for the job, with one major attraction being

the opportunity to institutionalize the practice of clinical pharmacology in medicine.714 715

716 717   Dr. Harter, along with his wife Ms. Mary Doug Tyson,  another long-time FDA
employee, began  extensively coaching Dr. Peck with background information about FDA.
They strategized with him at their home about how he might improve his chances of getting
the job. If he got the job,  they talked about how he might contribute to the improvement of
FDA’s  standard operating procedures and respond to FDA’s need for substantial

organizational innovation.718

  In October 1987, Commissioner Young appointed Dr. Peck  to be CDER Director.
Ms. Tyson became Dr. Peck’s principal assistant ( She is currently FDA Associate

711Dr. Harter began working at FDA in 1973, after working as a medical researcher at Harvard and in the

pharmaceutical industry.  Staff. John Gamble Harter Dies, Guided Pilot Drug Program. News at the Pike

(July 15, 1996): 4.

712Harter J. Application of pharmacokinetic data to clinical trials during the IND/NDA process.  J Clin

Pharmacol 16 (Oct 1976) 10 Part 2:560-4. 

713Harter J. Symposium on pharmacologic and clinical control of cardiovascular drugs. Comments from

the Food and Drug Administration. Am J Med 58 (April 1975) 4:477-8.

714Peck C, Crout J. Current status of clinical pharmacology training in the United States. Clin

Pharmacol Ther 39 (Apr 1986) 4:451-8.  

715Clinical pharmacology is now a recognized Board-certified speciality. This happened during Dr. Peck’s

time at FDA. According to Ms. Mary Doug Tyson (3/17/1999 interview), the first exam for this field

attracted about 120 people, about 75 of whom were FDA review staff. Dr. Peck and Dr. Temple

grandfathered themselves into the certification but Dr. Harter decided he should take the exam. He was 63 at

the time. He took the exam and passed it.

716This goal has been achieved. Sec. 128 of the FDA Modernization Act of 1997 reauthorized $3 million

per year for fiscal years 1998-2002 for “ grants for a pilot program for the training of individuals in clinical

pharmacology at appropriate medical schools.” In addition, FDA now has a formal

Pharmacology/Toxicology Staff.

717Temple R. The clinical pharmacologist in drug regulation: the US perspective.  Br J Clin Pharmacol

42 (July 1996) 1:73-9.

718personal communication, Ms. Mary-Doug Tyson, March 17, 1999.  Ms. Tyson works within FDA as

Associate Director, Africa and the Middle East, Office of International Affairs, Office of the Commissioner.
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Director, Africa and the Middle East, Office of International Affairs, Office of the
Commissioner.) Dr. Peck negotiated a 6 year contract even though Commissioner Young,
Dr. Harter and others wanted him to agree to stay  8 years. As a result, Dr. Harter knew
that Dr. Peck would quite likely be leaving in 6 years, leaving them with only a relatively
short window of time within which to foster organizational change. 
   
New Pressure For Change

By the mid to late 1980s, new and intense pressure on FDA to expedite its review
process was generated by a highly motivated and effective lobby of AIDS patients. Their
terminal status made many AIDS patients unwilling to accept FDA’s lengthy review

process as the only way of evaluating the potentially life-saving drugs they needed.719 In
1987, FDA did revise its regulations to provide a mechanism by which some patients with
serious diseases for which there were no alternative therapies could obtain easier access to

experimental drugs. 720 These changes were not considered far-reaching enough by many
AIDS activists.  On October 11, 1988,  more than 1000 AIDS activists from around the
country,  organized by  the AIDS activist group ACT UP,  demonstrated outside FDA’s
headquarters in Rockville, MD. They demanded  streamlined procedures for the review of
and access to drugs being tested for the treatment of AIDS. The demonstration effectively
shut down much of FDA for the day, as well as much of NIDA and a host of other
agencies within HHS whose offices are in the large Parklawn building. Police arrested

more than 150 people and the protest generated international publicity.721

Inside the building, Dr. Harter did some math in his head, calculating the monetary
costs of bringing all those demonstrators to Rockville, and feeding and housing them. He
determined that a substantial clinical trial could have been funded with all that money, and
thought that there must have been some way for FDA to have channeled the energy of the

AIDS activists in a more productive direction, in effect turning protests into protocols.722

719Shilts R. And the Band Played On: Politics, People and the AIDS EpidemicNew York: Penguin

Books, 1987.

720 Investigational New Drug, Antibiotic, and Biological Drug Product Regulations; Treatment Use and

Sale. 52 FR 19466. May 22, 1987.  21 CFR Part 312. “These new procedures are intended to facilitate the

availability of promising new drugs to patients as early in the drug development process as possible, and to

obtain additional data on the drug's safety and effectiveness.These procedures are intended to provide

sufficient incentives for drug manufacturers to make investigational new drugs available to patients before

general marketing begins, but under sufficient safeguards so as to prevent commercialization of the product

as well as to ensure the integrity of clinical trials.”  

721Staff. ACTUP/NY 1988. http://www.actupny.org/documents/cron-88.html  

722personal communication, Dr. John Harter, April 1991. From 1990-1994, this author had several

discussions about Pilot Drug with Dr. Harter. After being awarded a Presidental Management Internship

(PMI) in 1990, this author sought to obtain a position within Pilot Drug, which almost succeeded. Later,
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The protest further motivated him to do whatever he could from within the FDA to change
what he considered to be some of FDA’s “ossified” procedures.  

On October 18, 1988, just one week after the ACT-UP protest, FDA issued an
interim rule designed to “speed the availability of new therapies to desperately ill patients,
while preserving appropriate guarantees for safety and effectiveness...These procedures
reflect the recognition that physicians and patients are generally willing to accept greater
risks or side effects from products that treat life-threatening and severely-debilitating
illnesses, than they would accept from products that treat less serious illnesses...The
procedures apply to products intended to treat acquired immunodeficiency syndrome

(AIDS), some cancers, and other life-threatening or severely-debilitating illnesses.” 723

These regulations became known as Subpart E -- Drugs Intended to Treat Life Threatening
and Severely-debilitating Illnesses. 

Who Established Pilot Drug and Why?    
According to Dr. Peck, “The AIDS activists were an important influence on the

establishment of Pilot Drug,  impressing on both myself and Dr. Harter the need for

expedited drug review and creative, collaborative drug development policies.”724 725 Dr.
Peck freely acknowledged that he had established  Pilot Drug at the urging of Dr. Harter
and was its initial champion in the face of substantial bureaucratic opposition from within

FDA.726 Dr. Peck reported that he, Dr. Harter and Ms. Tyson had discussed the ideas
behind the establishment of Pilot Drug for about a year or so before they were ready for it
to be formally established. They decided to create Pilot Drug to search for ways to improve

this author  assisted various researchers in their efforts to obtain permission for their protocols from Pilot

Drug. Unless otherwise noted, all statements attributed to Dr. Harter come from his Founder’s Commentary

in Pilot Drug’s Internal Assessment document.

723Investigational New Drug, Antibiotic, and Biological Product Regulations; Procedures for Drugs

Intended To Treat Life-Threatening and Severely Debilitating Illnesses. 53 FR 41516 (October 21, 1988).

724personal communication, Dr. Carl Peck, February 22, 1999. Dr. Peck is now Director of  the Center for

Drug Development Science, Georgetown University Medical Center.

725For efforts to expedite access to new drugs for AIDS patients, see  55 FR 20856  (May 21, 1990),

Expanded Availability of Investigational New Drugs Through a Parallel Track Mechanism for People With

AIDS and HIV-Related Disease.  Also, in 1991, “ FDA published regulations to accelerate reviews of drugs

for life-threatening diseases.” FDA CDER Timeline: Chronology of Drug Regulation in the United States.

http://www.fda.gov/cder/about/history/time1.htm.  see also 57 FR 58942 (December 11, 1992)  Final

Rule:  New Drug, Antibiotic, and Biological Drug Product Regulations; Accelerated Approval [for serious

or life-treatening diseases]. For developments after Dr. Peck’s tenure at FDA, see  Sec. 112 of the FDA

Modernization Act of 1997, which further codified fast track provisions and Sec. 561, which dealt with

expanded access to unapproved therapies and diagnostics.  

726personal communication, Dr. Peck, February 22, 1999.  
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innovation, experimentation, access, economy and speed of drug review. From the outset
and throughout the experiment,  Dr. Harter’s vision had the firm and enthusiastic support
of Dr. Peck. Dr. Peck in turn was supported in this experiment by his boss,  FDA
Commissioner Francis Young,  who told Dr. Peck when he came to him for approval,
“Well, if you think you can explain this to a Congressional committee if something goes

awry, OK.”727 
 According to Dr. Peck, Dr. Harter drove the process. Ms.Tyson reported that Dr.

Harter loved to review data about drugs and was reluctant to take on management
responsibilities. However, he realized that he couldn’t make change happen within FDA
without having the formal authority that comes with management positions and duties.

Dr. Peck did encounter some opposition to his decision to support Dr. Harter’s
project from outside FDA, from Mr. Peter Barton Hutt, pharmaceutical industry lawyer and
ex-chief counsel of the FDA. Dr. Peck and Mr. Hutt had discussed the creation of Pilot
Drug when the concept was still in its early stages. Mr. Hutt recommended to Dr. Peck that
he not place Dr. Harter in such an important position of responsibility, which he feared
would only exacerbate what he perceived to be Dr. Harter’s stubborn and authoritarian

tendencies.728  Dr. Peck reported that Dr. Harter remained his clear choice for Director of
Pilot Drug due to his high standards and technical competence,  despite the fact that he had
a mixed reputation with industry as a result of these standards and was sometimes difficult

to work with.  Dr. Peck considered Dr. Harter to be “disturbingly creative.”729

There were also personality conflicts between Dr. Harter and other senior FDA
officials. Dr. Temple, Associate Director for Medical Policy and Director, Office of Drug

Evaluation I,  called him “a difficult man,”730 while Mr. Gerald Meyer, Deputy Director of
the Center for Drug Evaluation and Review under Dr. Carl Peck,  said that Dr. Harter “was

viewed as a difficult personality.”731 Dr. Leber,  Director of the Division of
Neuropharmacological Drug Products remarked, “Harter was one of the biggest
authoritarians, in terms of lines of control. He acted in an autocratic method. Pilot Drug

was similar in design to Five-Year Plans in the old Soviet system.”732

Ms. Tyson reported that once the decision was made to appoint Dr. Harter director
of the new Division,  that she tried to stay out of as many meetings as possible between Dr.

727personal communication, Dr. Peck, February 22, 1999.

728personal communication, Mr. Hutt, February 28, 2000.

729personal communication, Dr. Peck, February 22, 1999.

730personal communication, Dr. Robert Temple, March 18, 1999. Dr. Temple currently works within

FDA as Associate Director for Medical Policy and Director, Office of Drug Evaluation 1.

731personal communication, Mr. Gerald Meyers, March 16, 1999. Mr. Meyers has retired from FDA and

works as a private consultant.

732personal communication, Dr. Paul Leber, March 5, 1999. Dr. Leber recently retired from FDA and

works as a private consultant.
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Peck and Dr. Harter. Her intention was to avoid the appearance in the eyes of other

Division Directors of favoritism, nepotism or conflict of interest.733

On March 31, 1989,  after Dr. Peck had been at FDA for five months, he sent a
memo to CDER staff announcing the impending creation of a new organizational unit
whose primary mission was to experiment with the drug review process itself, in the hope
that policies and procedures could be developed and tested that would improve the speed
and/or quality of FDA’s drug review process.  According to Dr. Peck, the new unit was to
“serve as one focus for ‘pilot testing’ innovations in new drug review. John Harter...will

serve as the acting head of this division.”734 Dr. Peck wanted to avoid creating a situation
whereby FDA staff would leave all the innovating to the new division, so his memo went
on to state, “Let me emphasize that the new division is not intended to be a “sole site” for
experimentation or a privileged community. Continued leadership and innovation in all
divisions will be encouraged and supported, and we will all try to learn from one

another.”735 Dr. Peck’s memo immediately attracted the attention of the pharmaceutical
industry, which was alerted to the change four days later by the appearance of articles in

two of the major trade newsletters.736 737

Though Dr. Peck called Dr. Harter’s new organizational unit a division in his initial
memo, and this term was widely used inside and outside FDA, bureaucratically the new
unit was not structured as a formal division but was rather only a “staff.” In practice, it was
somewhat easier to recruit personnel and get a staff going more rapidly,  since divisions
were encumbered by a larger number of internal FDA regulations and procedures.  Even
so, Dr. Peck noted that there were still some initial difficulties in acquiring space and
personnel for Pilot Drug. On the other hand, the designation of Dr. Harter’s group as a
staff also made it a little easier to disband  later on,  since more is required to dissolve a
division than a staff.

On April 20, 1989,  three weeks after Dr. Peck’s internal memo, FDA issued a
press release highlighting the creation of the Pilot Drug Evaluation Staff and the consequent
reorganization of the divisions. In the press release, Dr. Peck was quoted as endorsing
Pilot Drug’s plans to test innovative organizational methods. Commissioner Young was
quoted as saying the overall reorganization was in response to the need to expedite drugs
for life-threatening diseases such as AIDS and cancer, which had been  called for by the
President’s Task Force on Regulatory Relief,  chaired by then Vice-President Bush.
Commissioner Young was quoted as remarking, “By placing the oncology group in a

733personal communication, Ms.  Tyson, March 17, 1999.

734Staff. Harter to Head New FDA Analgesics, Anti-Inflammatories Division.  Pharma  Manufac  Assoc

Newslet 31 (April 3, 1989) 13:1.

735Ibid.  

736 Staff. FDA Anti-Inflammatory/Analgesic Drug Review Division. Pink Sheet Trade and Government

Memos April 3, 1989: 1.

737Staff.  Pharma  Manufac  Assoc  Newslet(April 3, 1989): 1. 
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smaller division, under the direction of an oncologist, we will be allowing greater focus on

drugs to treat cancer.”738

What was Pilot Drug’s primary mission?
The Pilot Drug mission statement, as printed in the Federal Register, was, “to

facilitate improvements in the quality, efficiency and speed of CDER’s drug review
process. Pilot Drug responsibilities are to analyze barriers to innovation, develop new
methods of review, and evaluate alternative methods of conducting the review process, all

with effective management controls.”739

 With the Bush White House advocating regulatory reform and the pharmaceutical
industry lobbying Congress to expedite the FDA review process,  Dr. Harter began his
experiment in FDA reform with just about as much upper-level and outside support as any
innovator could hope for.  Though Dr. Harter personally lacked some support from some
quarters of the pharmaceutical industry, his biggest challenge would be to work with
opponents and skeptics within FDA. According to Dr. Peck,  “opponents to Pilot Drug
were the entire establishment, with its resistance to change, opposition to delegating

responsibility downward,  and bureaucratic inertia.”740  As Dr. Peck acknowledged,  the
primary legitimate reason to oppose Pilot Drug  was the fear  that its new techniques might
compromise the quality of FDA reviews, and hence public safety,  as a result of  the
elimination of layers of review or of other innovative approaches it would test. 

Dr. Harter also faced challenges in motivating FDA staff at lower bureaucratic
levels. These FDA employees would be called upon to act in new ways,  increase output,
take on greater responsibilities and redefine their mission as not just to keep “bad”
medicines off the market but also to expedite the approval of  “good” medicines for the
benefit of the public. If anything went wrong, they were the ones who would have to
shoulder a large share of the blame, though as the leader Dr. Harter would bear primary
responsibility for mistakes.

As a humorous but telling aside,  one of Dr. Harter’s first tasks in establishing Pilot
Drug was to choose an identifying number for the new organizational unit, in the form of
HFD-XXX. H stood for Health and Human Services, F and D stood for Food and Drug,
and the number identified the organizational unit. Dr. Harter inquired as to whether number
7 was still available, which it was. He then took to identifying Pilot Drug as HFD-007,  a
sly reference to fictional secret agent James Bond’s identifying number and to his “license
to kill.”  Dr. Harter meant to communicate to people inside and outside of Pilot Drug that he
had the freedom to kill layers of bureaucracy and any FDA policies he felt justified in

738Staff. Pilot Drug Review Division. FDA Press Release. April 20, 1989.

739Delegations of Authority and Organization; Center for Drug Evaluation and Research (CDER). Final

Rule. 55 FR 51687  (December 17, 1990).

740personal communication, Dr. Peck, February 22, 1999.
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shredding.  It isn’t difficult to see how Pilot Drug was perceived by some FDA staff as
being more of a threat or a loose cannon than a permanent part of the FDA structure.

 
How and why did Pilot Drug gain authority over the regulation of psychedelics and
marijuana?     

 When Dr. Peck was appointed Director of CDER, he inherited an organization in

which the direct review of drugs was divided into eight divisions.741 [organizational
charts, before and after Pilot Drug, on next two pages]  Each division had the responsibility
for reviewing specific classes of drugs based on the uses of the drugs ( i.e. Oncology or
Coagulation) or parts of the body (i.e. Cardio-Renal or Gastrointestinal).  The directors of
five of the eight review divisions were subordinate to the director of the Office of Drug
Evaluation I, and the directors of three divisions were subordinate to the director of the
Office of Drug Evaluation II.  The directors of the Office of Drug Evaluation I and 2
reported to Dr. Peck, who reported in turn to a deputy commissioner of FDA within the

Commissioner’s Office.742

Pilot Drug required a portfolio of drugs to review so that the impact of any
innovations in the drug review process that it decided to “pilot test” could be evaluated.
This necessitated that the review over certain classes of drugs be taken from other divisions
and reassigned to Dr. Harter’s newly created staff. Dr. Peck’s initial intention for Pilot

Drug was to give Dr. Harter authority over drugs that he was already reviewing.743 As a
result, Dr. Harter was given authority over anti-inflammatory drugs since he had
previously been in charge of  reviewing those drugs within the Oncologic and
Radiopharmaceutical Drug Products Division. The Oncology/Radiopharmacology group
lost anti-inflammatory drugs but exchanged radiopharmacology for pulmonary drugs with
the Surgical/Dental Division. These reshufflings at FDA resulted in nine review divisions.
744

The review of anesthetic  drugs was also moved into Pilot Drug, from the Surgical-
Dental Drug Products Division. The decision to move these drugs into Pilot Drug was due
in part to Dr. Peck’s unpleasant experience during his first testimony to Congress as
Director of CDER. Dr. Peck was questioned about an anesthetic drug whose dose had been

7411) Cardio-Renal, 2) Gastrointestinal and Coagulation, 3) Anti-Virals, 4) Anti-Infective, 5) Metabolism

and Endocrine, 6) Neuropharmacologic, 7) Surgical and Dental, 8) Oncology/Radiopharmaceutical.  The

review of OTC Drugs and Generic Drugs were Divisions in different Offices.  

742The Deputy Commissioner to whom Dr. Peck reported was Dr. Jane Henney, current Commissioner of

FDA.  

743personal communication, Ms. Tyson, February 23, 1999.

7441) Cardio-Renal, 2) Gastrointestinal and Coagulation, 3) Anti-Virals, 4) Anti-Infective,5) Metabolism

and Endocrine, 6) Neuropharmacologic, 7) Medical Imaging and Surgical and Dental, 8) Oncology and

Pulmonary, 9) Pilot Drug Evaluation Staff. A 10th review Division, Topical Drug Products, was added

before May 1995.
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set too high, as a result causing several patients to die. Dr. Peck had to defend the agency
when he considered it outrageous that the FDA’s medical reviewers hadn’t paid sufficient
attention to pharmacokinetic and pharmacodynamic (PK/PD) data that would have offered

clues that such adverse reactions might occur.745  Dr. Peck was also concerned that the
review of another anesthetic drug then under review had been recycled back and forth three

times between FDA and the sponsor.746  In addition, Dr. Peck was aware that FDA’s
Anesthetics Advisory Committee had several members who were familiar with PK/PD
data. Since one of the purposes of Pilot Drug was to give greater emphasis to the use of
PK/PD data in the review process,  the review of anesthetic drugs was also moved into
Pilot Drug. According to Ms. Tyson, Dr. Peck commented to Dr. Harter that, “It looks like

this would be a class of drugs that we could have fun with.”747

  The review of analgesic drugs was moved to the new division from the Division
of Neuropharmacologic Drug Products, directed by Dr. Leber.  Also moved to Dr. Harter’s
new division from Neuropharmacologic Drug Products was the drug abuse function,
which entailed reviewing the development of drugs for the treatment of drug abuse as well
any other research conducted with drugs of abuse, defined as all drugs placed in Schedule I

of the Controlled Substances Act,  including the psychedelics and marijuana.748  
 Dr. Peck reported that the decision to move the review of Schedule 1 drugs from
Dr. Leber’s Division to Pilot Drug was Dr. Harter’s idea. Ms. Tyson reported that the

decision was a shared idea.749 According to Ms. Tyson, NIDA’s Dr. Charles Grudzinskas
had been complaining to Dr. Peck that Dr. Leber was unnecessarily putting Clinical Holds
on protocols for drugs that NIDA wanted to research for potential use in the treatment of
drug abuse,  and was holding up the approval of LAAM, a long-acting methadone that
NIDA had  been wanting to develop for an extremely long time. Though Dr. Leber had
been placing Clinical Holds on psychedelic research for many years, that did not seem to be
an issue of concern to Dr. Peck, probably because complaints from researchers or

proponents had not come to his attention.750

745personal communication, Ms. Tyson, February 23, 1999. The drug in question was Versed (midazolam

hydrocholoride).

746personal communication, Ms. Tyson, February 23, 1999.

747personal communication, Ms. Tyson, February 23, 1999.

748Staff.  Pharma  Manufac  Assoc  Newslet(April 3, 1989): 1.

749personal communication, Ms. Tyson, February 23, 1999.

750On February 11, 1987, prior to Dr. Peck’s arrival at FDA, this author sent a letter to Dr. Robert

Windom, the Assistant Secretary of Health, requesting a reversal of Dr. Leber’s placement of a Clinical

Hold on an MDMA single-patient protocol in a woman with severe treatment resistent unipolar depression.

The rationale was based on the lack of available alternative treatments (ECT had been tried twice and failed,

as had all available prescription medications), the devastating consequences of the illness, and the anecdotal

evidence and case reports from before MDMA was criminalized suggesting a favorable risk/benefit ratio for
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The Neuropharmacologic Drug Products’ lack of active interest in the review of
drugs of abuse had come to Dr. Peck’s attention as a result of an HHS-wide
comprehensive review of all advisory committees being conducted by the Secretary of
HHS. As a result of this review, the Secretary’s office noted that the Neuropharmacologic
Drug Products’ Drug Abuse Advisory Committee hadn’t met in 4 years. Consequently, Dr.
Peck was asked to determine whether or not the Drug Abuse Advisory Committee should

be disbanded. 751

 The Neuropharmacologic Drug Products’ resistance to and lack of interest in
research with drugs of abuse was apparent to both Dr. Peck and Dr. Harter. The decision
to move the review of drugs of abuse to Pilot Drug was a result of Dr. Harter’s willingness
to accept responsibility for problem areas, combined with his desire to expand the number
of drugs/protocols under his review so that he would have more opportunities to test
innovative approaches.  

There is nothing to suggest that Dr. Harter’s decision had anything whatsoever to
do with any particular or longstanding interest in the regulation of psychedelic drugs or
marijuana. These drugs were not actively being researched and it was extremely unlikely
that one or more of them would become the subject of a drug development effort capable of
turning them into FDA-approved prescription medicines.

 According to Dr. Peck, Dr. Leber seemed glad to be rid of the Schedule I drugs.
Dr. Leber confirmed that he didn’t mind relinquishing the review of  analgesics (mostly in

Schedule II)  and Schedule I drugs, and was “happy to get rid of it.” 752  The stated
purpose of the move was to consolidate controlled substances in one place, which made
sense to Dr. Leber. According to Ms. Tyson,  the public rationale for the shift of the drug
abuse function as well as the review of analgesics from Dr. Leber to Dr. Harter was that
there was a value in consolidating in one place the review of all  substances with a high
potential for abuse including the narcotic analgesics that were scheduled as prescription
medicines. However, this public rationale was supplemented by a internal rationale, that

being that “people were grumbling about Leber’s review of these drugs.”753 
Mr. Meyer wasn’t sure why Dr. Harter wanted to take the drug abuse function from

Dr. Leber but said that “Dr. Harter was aggressive in trying to expand his authority.”754

the use of MDMA in patients with anxiety and depression.  In his March 18, 1987 response, Dr. Windom

supported Dr. Leber’s decision to place the protocol on Clinical Hold, commenting, “Available data

suggests that MDMA could pose a real and substantial risk where structural brain damage already exists...

Additional animal data must be obtained before it would be reasonable to permit ite experimental use in

humans...until the safety issue is resolved, experimental use of MDMA in humans must be deferred.”  The

patient (this author’s grandmother) eventually refused to eat, had to be hospitalized in order to be force-fed,

and died without her physicians being permitted the opportunity to administer MDMA.

751personal communication, Ms. Tyson, February 23, 1999.

752personal communication, Dr. Leber, March 5, 1999.

753personal communication, Ms. Tyson, March 17, 1999.
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He thought that Dr. Leber was probably glad to get rid of it since, “Dr. Leber saw that the
political element was involved, not just science.” Mr. Meyer didn’t think that the primary
reason for transferring the drug abuse function from Dr. Leber to Dr. Harter was
dissatisfaction with Dr. Leber’s review of scheduled drugs. He reported that FDA officials
were not that concerned about the number of Clinical Holds in Dr. Leber’s Division and
remarked, “I still don’t know whether NIDA concerns over the holdup on LAAM had
anything to do with it.”

 From Dr. Leber’s perspective, there was no love lost between himself and NIDA.
He remarked “LAAM is the biggest joke of all time. LAAM was a failure. It took so long to

develop since NIDA was incompetent for many years.”755 As for LSD research, he felt that
“Research with LSD from one long-running team [Dr. Kurland’s group at Spring Grove]
was just an excuse to give people LSD. 1200 people got LSD but no data resulted, just
testimonials and beliefs.”  While this was Dr. Leber’s opinion, a review of the literature
indicates that Dr. Kurland’s group published 19 papers in peer-reviewed journals over the

years.756 Dr. Leber remarked that, “If I had the power, I would have put the doctor in
charge in jail. INDs should be approved to investigate, not just to give drugs to people.”
Dr. Leber’s attitudes toward psychedelic research didn’t seem to stem from a puritanical
view of drugs of abuse.  He stated,  “If it were up to me, heroin would be widely
available... Medical marijuana should be rigorously tested,  and we should get the

moralistic bull out of it.”757

About a year after Pilot Drug was created, very strong support for its existence
came from NIDA, from  its Medications Development Division (MDD).  MDD was created
by Congress in 1988 with a mission to foster the development of new medications to treat

addiction 758 MDD became operational in 1990 with Dr. Charles Grudzinskas as its first

Director.759  MDD needed a close working relationship with FDA to conduct human
studies to evaluate promising drugs,  some of which were useful in the treatment of
addiction but also had significant abuse potential, such as LAAM. Dr. Peck reported that it

was a “lucky stroke for NIDA that Pilot Drug existed.”760

754personal communication, Mr. Meyers, March 16, 1999.

755personal communication, Dr. Leber, March 5, 1999.

756The Yensen, Dryer (1992) review of the published literature that emerged from Spring Grove lists 19

publications in peer-reviewed journals.

757personal communication, Dr. Leber, March 5, 1999.

758Anti-Drug Abuse Act of 1988. 100 P.L. 690; 102 Stat. 4181. November 18, 1988.

759Fulco C. Liverman C, Earley L (eds.) Development of Medications for the Treatment of Opiate and

Cocaine Addictions: Issues for the Government and Private Sector.Washington, DC: Institute of Medicine,

National Academy Press, 1995: 2.

760personal communication, Dr. Peck, February 22, 1999.
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By the time Pilot Drug was formally established, its portfolio included the 4 A’s,
anesthetics, anti-inflammatories, analgesics, and abused drugs, all drugs that needed an
innovative approach.  As a result of this broad set of responsibilities, Pilot Drug became the
only review unit within FDA that had three affiliated advisory committees, the management

of which was a burdensome process that required substantial amounts of staff time.761

Ms. Tyson cautioned Dr. Harter that Pilot Drug could become a lightening rod for many of

FDA’s problem areas, but Dr. Harter’s response was, “We’ll handle it.”762

Pilot Drug’s Organizational Autonomy  
Dr. Peck wanted to keep in close touch with the new division, to give it an

additional measure of autonomy and protection. Therefore, Dr. Peck  pulled Dr. Harter’s
Division out from under Office of Drug Evaluation I, whose director was Dr. Temple, and
arranged for Dr. Harter to report directly to him, thus bypassing Dr. Temple.  Dr. Harter
became the only Division Director who reported directly to Dr. Peck and not to either the
Director of the Office of Drug Evaluation I or the Director of the Office of Drug Evaluation
II.

This situation was not enthusiastically welcomed by Dr. Temple. He said it was
well known that he resented Dr. Harter, not just for his access but because he considered
Dr. Harter to be  “a difficult man who had lots of ideas, half of which were good and half

were bad.”763 According to Dr. Temple, his role was to support that half of Dr. Harter’s
ideas that were good and suppress the other half.  He felt that his efforts to suppress the
half of Dr. Harter’s ideas that he considered bad explained why Dr. Harter didn’t want to

work under him.764  According to Ms. Tyson, Dr. Harter greatly valued Dr. Temple’s
expertise and input, appreciated his perspective, and wasn’t actively trying to get out from
under his authority. She attributed Pilot Drug’s location within CDER to Dr. Peck’s desire
to send a signal that he valued innovation. She reported that Dr. Temple felt a certain sense
of betrayal by Dr. Harter that several classes of drugs had been removed from his sign-off

authority.765  
Mr. Meyer confirmed that  Dr. Harter and his new division were resented within

FDA.  Mr. Meyer noted that Dr. Temple was upset since some authority to sign off on the
approval of certain drugs was removed from his jurisdiction. Mr. Meyer said, “Dr. Temple
thought that Dr. Harter needed supervision... Dr. Peck decided that Dr. Harter’s ideas
needed an honest try.”  

Dr. Leber, who lost some of his portfolio to Dr. Harter, was also not enthusiastic
about Dr. Harter or his new Division.  Though Dr. Leber claimed to be “happy to get rid

761personal communication, Ms. Tyson, February 23, 1999.

762personal communication, Ms. Tyson, February 23, 1999.

763personal communication, Dr. Temple, March 18, 1999.

764personal communication, Dr. Temple, March 18, 1999.

765personal communication, Ms. Tyson, February 23, 1999.
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of” his responsibility for reviewing narcotic analgesics and Schedule I drugs,  he wasn’t
pleased to see the creation of  the new division. In his view,  Pilot Drug was a political
creation established by Dr. Peck as a political sop to the pressure to expedite drug review,
and as a personal favor to Dr. Harter, who helped him get his job as Director of CDER.
Dr. Leber felt that Dr. Harter was never that successful politically within FDA but since he
had helped Dr. Peck get his job, he was given a plum because Dr. Peck came in owing him

something.766

Pilot Drug-Staffing 
Dr. Harter decided not to request authority to select staff from other Divisions but

chose to accept only volunteers, mindful both that the innovations he had in mind would
require a willingness to experiment and also that there could be long-term career
implications for those people who did decide to join with him in the effort to remake the
FDA from the inside out. As it turned out,  Dr. Harter was able to attract some talented and
highly motivated staff who  volunteered to be a part of the Pilot Drug experiment. 

Surviving Leadership Change
In early December 1990, a year and five months after Pilot Drug was established,

FDA Commissioner Frank Young resigned. President Bush subsequently appointed Dr.
David Kessler as FDA Commissioner. Though Dr. Kessler did not have a hand in the
creation of Pilot Drug or in the appointment of Dr. Peck as Director of the Center for Drug
Evaluation and Research (CDER),  Dr. Kessler seemingly welcomed both the existence of
Pilot Drug and the leadership of Dr. Peck. In a December 11, 1990 speech to the Food and
Drug Law Institute after he had been at FDA for about one week, Dr. Kessler remarked, “I
am confident that Dr. Peck and his team will develop the structure and systems - and
management - so that we can continue to reduce the time required for new drug

development and review.”767 
In a February 991 interview at the mid-point of his tenure at FDA, Dr. Peck

expressed his goals by noting, “ My deputy, Gerald Meyer, and I are committed during our
term at the FDA to two basic goals. One is to improve the review process, to make it more
efficient. The second is to further improve the quality of the drugs that get approved. It’s
one of the great shocks of my career, after three years at FDA, to have to say that I think as
a whole the level of efficiency in drug development is pitiful. When we review NDAs, we
ordinarily have to sift through many unnecessary pieces of data -- data derived from clinical
trials that have failed to contribute to either the development process or to regulatory

review.”768 769

766personal communication, Dr. Leber, March 5, 1999.

767Kessler D. Commissioner of Food and Drug Administration. Speech to Food and Drug Institute,

December 11, 1990. http://www.fda.gov/bbs/topics/SPEECH/SPE00021.htm
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The Role of the FDA- Two Different Visions 
Ms. Tyson  remarked that Dr. Harter had the philosophy that “any drug can be

approved, with proper labeling.” She reported that Dr. Harter felt that the ultimate decision

to use a drug should be left up to the doctor and the patient. 770 Ms. Tyson explained that
Dr. Harter realized that when FDA reviews data, it looks at aggregate data.  He knew that
due to the idiosyncratic nature of individual responses to drugs, some subpopulations will
respond well to a drug while other subpopulations will not. He also knew that frequently it
is not possible to identify these subpopulations ahead of time. As a result, each individual
patient needs to experiment on him or herself to learn what works and what doesn’t.  Dr.
Harter felt that the challenge to the FDA was to figure out a way to communicate
information effectively so physicians and perhaps even their patients could make proper
judgements about which medications to take. As an example, Dr. Harter thought that FDA
should require more information about kinetics and metabolism on drug labels.

Ms. Tyson noted that Dr. Temple had the opposite view of FDA’s role.  She
reported that Dr. Temple thought that the FDA had an obligation to make risk/benefit
evaluations for the general public as well as for physicians, who generally don’t have
proper training, time, access to information, or experience to evaluate the data and make an
adequate judgement as to whether or not to use a specific drug in a specific individual at a
specific time.

 Pilot Drug- Dr. Harter’s Four Principles
After spending more than 15 years as a primary reviewer of clinical trials, Dr.

Harter felt that he had several core ideas that could expedite the review process at no loss of
quality, all the while staying within the resource constraints faced by the FDA.  Dr. Harter
formulated four core principles and worked from them to design Pilot Drug’s
organizational structures and policies.  He described them as follows:  

1) Devolution of Authority - The primary reviewers had insights into the NDA
approval process which the managers did not have and therefore they could
improve the process, if they could be provided the opportunity.
2) Regulatory Research -  The NDA approval process would benefit from
encouraging Regulatory Research [ the study of internal FDA processes]  and the

768Staff. Keep your NDAs 'lean' to cut drug development time. Med  Market Media 26 (February 1991)

2:34.

769Meyer G. CDER’s Organizational Changes. Food Drug Law J 48 (1993) 1:43-46.

770For an excellent analysis of an alternative conception of the role of FDA as a provider of reliable

information to the public in the context of a consumer choice, free access model, see Gieringer D.

Consumer Choice and FDA Drug Regulation. Dissertation submitted to the Department of Engineering-

Economic Systems. Stanford University. May 1984. See also Higgs R. (ed.) Hazardous to our Health-

FDA Regulation of Health Care Products.Oakland: The Independent Institute, 1995.
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more academic environment it could create for reviewers.
3) The Interactive Approach - The “review and recycle until it is approvable”
mode (R&R mode) that underlies the traditional processes is responsible for
much of the inefficiency that FDA contributes to the process and is the leading
cause of FDA’s contribution to “unnecessary delays” in the process.
4) FDA Involvement at IND Stage - Reviewers, their peers and their company
counterparts need to have detected and resolved during the IND process any

problems in the NDA which would prevent approval.771

Principle #1- Devolution of Authority
 Dr. Harter ‘s first principle was that there were benefits to be had by empowering

primary reviewers. This principle was based on his diagnosis that FDA review time was
substantially slowed by the multiple layers of review that needed to take place before all

levels of the FDA hierarchy had signed off on the approval of an NDA.772 While such
redundancy was meant to enhance safety,  Dr. Harter felt that several layers of review
could be excised from the process, with the devolution of authority producing no loss in
the quality of the review while generating substantial benefits in reducing review time.

In an effort to support Dr. Harter’s attempt to eliminate layers of review, Dr. Peck
initially took for himself the final sign-off on drugs approved by the Pilot Division,
eliminating one layer of review that would have previously taken place in an Office of Drug

Evaluation.773 On December 17, 1990,  Pilot Drug obtained Federal Register Delegation of
Authority to approve NDAs, with the authority delegated all the way down to the
supervisory medical officers. The statement read in part, “Inclusions in the delegations of
authority listed below will provide the Pilot Drug director with signatory authority for drug
evaluation and regulatory activities; it will also provide signatory authority on particular
decisions to supervisory consumer safety officers, supervisory medical officers,  and other

771Founders Commentary.  Pilot Drug Evaluation Staff, Internal Assessment, June 1989-December 1992,

The 007 Experiment-An Approach to Change.February 25, 1993. This unpublished document was written

by PDES staff, when the long-term fate of PDES was already uncertain. The document was both a review

of PDES’ accomplishments and a proposal for its expansion. The founders’ commentary is  written by Dr.

Harter while the rest of the document is a collective effort which he choose not to edit. Dr. Patricia Love,

currrently Director of the Division of Medical Imaging and Radiopharmaceutical Drug Products, was one of

the primary authors of the document.  A Freedom Of Information Act request seeking any internal FDA

documents discussing and/or evaluating Pilot Drug resulted in a April 5, 1999 letter (in response to

File:F99-1830) saying that no such documents could be found.  Fortunately, as result of my interviews, I

learned that just such a document did exist. I was able to obtain a copy from Ms. Tyson and have found it

to be an invaluable resource. 

772Harter J. New Drug Approval—It’s a Whole New Ballgame.  Regulat  Affair Prof Soc  (RAPS) News1

(March 1993): 23-24.

773Staff. Pilot Drug Review Division. FDA Press Release April 20, 1989.
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supervisory reviewers in Pilot Drug.”774 This devolution of authority was unprecedented at

FDA.775 
Still, as Ms. Tyson pointed out, Dr. Harter valued Dr. Temple’s data analysis

expertise and also wanted to retain some form of senior level management review so that
the quality of the review would remain high. In order to ensure that senior management had
the opportunity to challenge any aspects of Pilot Drug’s review, thus sharing expertise and
improving quality, Dr. Harter asked Dr. Temple, Dr. Peck and others to participate as
consultants in Pilot Drug reviews. Dr. Harter wanted Dr. Temple’s participation primarily
to retain the benefit of his expertise in a more efficient manner but also so that Dr. Temple

could “maintain his turf” somewhat through his participation in the review process.776

In addition to expediting the review process, the devolution of authority stimulated
the review team to take ownership of their work product. Dr. Harter instituted a policy
whereby each member of the review team was required to sign the NDA review letter that
approved the NDA. These letters were known as the summary basis of approval-(SBA
letters). Initially,  some Pilot Drug staff were nervous about this policy. They worried
about the possibility of personal legal liability for their decisions and felt a heavier burden
of responsibility as a result of having to sign their name on the official document. Over
time, Pilot Drug staff took great pride in being able to sign the SBA letters, creating the

sense of personal ownership that Dr. Harter had sought to engender.777 
 Within Pilot Drug,  Dr. Harter concentrated on creating an entirely new

organizational structure that challenged  the traditional organizational hierarchy.  As with
most divisions, Pilot Drug Evaluation Staff was composed of eight different groups:
medical, chemistry, pharmacology, pharmacokinetics, statistics, consumer safety officers 
(liaisons between FDA and the pharmaceutical industry sponsors of the research being
reviewed), secretaries and resource coordinators. One crucial decision Dr. Harter made was
to refrain from bringing supervisory review personnel into Pilot Drug. Dr. Harter didn’t
like the concept of supervisors for professional staff.   He observed that within FDA it
discouraged the initial review staff from working hard to resolve difficult issues on their
own and encouraged the passing of problem issues up to officials at higher levels. Dr.
Harter called this dysfunctional process the “dead cat review,” in which lower level staff

identified a problem but put no effort into addressing solutions.778 Dr. Harter sought to
design a system in which it was everybody’s responsibility both to identify problems and
also come up with solutions. Dr. Harter felt it essential to change that aspect of FDA culture

774Delegations of Authority and Organization; Center for Drug Evaluation and Research (CDER). Final

Rule. 55 FR 51687  (December 17, 1990).

775Staff. Pilot Drug Staff Now Can Approve Products.  Wash Drug Let 22 (December 24, 1990): 52.

776personal communication, Ms. Tyson, March 17, 1999.

777personal communication, Ms. Tyson, February 23, 1999.

778personal communication, Ms. Tyson, February 23, 1999.
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that let reviewers identify problems as reasons why a drug couldn’t be approved instead of
focusing on identifying solutions that could lead to the drug becoming approved. 

The decision not to hire supervisory review personnel only partially eliminated
another layer of review, since some system was still needed to provide oversight to ensure
a quality review. In order to design Pilot Drug to be “reviewer managed,”  Dr. Harter
designed a “Peer Reviewer” system in which primary responsibility was assigned to each
reviewer to approve their portion of an NDA application, with the primary reviewer’s
recommendations evaluated by the primary reviewer’s peers (both intra- and inter-
discipline). This peer-review process promoted collegiality and was intended to  generate a
final decision through what Dr. Harter called  a process of  “institutionalization.”

 This peer review process was systematized with the development of a rotating
schedule by which staff moved in and out of the peer reviewer position every three to six
months, depending on the number of staff in each group.  The peer reviewer had
administrative functions such as “triage of duty assignments; critiques of members’ work
and related duties;  leave approval, coordination of discipline meetings, etc...responsibility

in developing a consensus.”779 
This rotating process provided an unusual opportunity for staff development, since

the skills required to be an effective peer reviewer were different than those required to be a
primary reviewer.  The volunteer nature of Pilot Drug, which attracted the kind of people
who wanted to experience this sort of work environment, helped to make this structure
work, but also limited the generalizability of the organizational structure across an entire
agency like the Food and Drug Administration. As Ms. Tyson pointed out,  “one difficulty
and opportunity with NDA Days [another Harter innovation, discussed in more detail later]
was that staff reviewers needed to present the results of their reviews in public with senior
management in attendance. This could make some staff very nervous. Some had never had
to make a public presentation and defend it publicly in real time. This was a career

development opportunity but was also difficult for some people.”780 
The goals of this cross training included greater organizational flexibility and

enhanced morale due to the greater variety of tasks and job security that comes with the
development of multiple skill sets. The weaknesses of this approach included higher staff
development costs and the loss of some of the benefits of specialization. 

The Federal Register Delegation of Authority to approve new drugs down to the
reviewer level lent a sense of ownership to the peer reviewer system, since power actually
had been devolved to those staff conducting the primary, secondary and tertiary reviews. In
order for this fluid system to remain coherent and focused on quality, certain internal
controls needed to be maintained. These controls were primarily the emphasis on team
decisions, group collaboration, and voluntary and standing committees.  Ms. Madeline Van

779Pilot Drug Evaluation Staff, Internal Assessment, June 1989-December 1992, The 007 Experiment-An

Approach to Change.February 25, 1993: 25.

780personal communication, Ms. Tyson, March 17, 1999.
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Hoose, a Pilot Drug staff member who left Pilot Drug to work in FDA’s Office of the
Commissioner developing project management systems,  reported that Dr. Harter’s
establishment of consensus management and decisions did not mean that everyone agreed
with each decision, but that everyone agreed not to obstruct the decisions that were

made.781 
As described in the self-assessment document prepared by Pilot Drug in February

1993,  the Staff was a “self-regulating, (macro and micro, bottom-up and top-down) work
process. This system functions through a matrix of peers (all members of the division) who
are responsible for not only identifying but also solving problems. There are ad hoc
committees, voluntary fixed committees, a rotating peer review position for each discipline

and other responsibilities which are used to develop an issue consensus.” 782

The matrix concept refers to the organizational structure in which staff assume
different formal roles at designated times, and can also use informal authority more easily
in a flexible environment.  The web of relations between the staff members was more
complex and more multi-faceted than in a traditional organizational hierarchy. In 1994, the
Office of Personnel Management  “cited that Division [Pilot Drug] as being the first self-
directed, team-based matrix organization established in the Metropolitan Washington, DC

area.”783 
However, as noted by Dr. Temple, a meritocracy emerged even within this context,

with some review staff growing to feel and be recognized as more able than others in their
ability to review their peers’ work. The concept of secondary and tertiary reviewers
developed,  with these secondary and tertiary reviewers sometimes being distinct from the
rotational review leader. Dr. Temple thought that there was less than met the eye in the
matrix concept, since the elimination of the titles didn’t really eliminate the functions and
roles.  Informal authority  was still invested in specific people. For example, Dr. Temple
said that Dr.Wright, a medical review officer in Pilot Drug, functioned just as a “group
leader” would in other Divisions, in a formal FDA supervisory role. According to Dr.
Temple,  those outside of Pilot Drug interacted with Dr. Wright as they would with a
“group leader” even though he lacked that formal title. Dr. Temple asked,  “How did we
know? They had defacto supervisors though not in title.”   

 Dr. Temple also commented that the delegation of authority and the flatter
organizational structure did not mean that Dr. Harter actually surrendered control and

781personal communication, Ms. MadelineVan Hoose, March 16, 1999. Ms. Van Hoose is currently

working in the Office of the FDA Commissioner, Management Staff.  

782Internal Assessment  (1993): 5.

783Staff.  Toy Ping Tara Plans Showcase Exhibit for Women’s History Month. News Along the Pike

(February 25, 1999): 4.  Toy Ping Tara was ex-Deputy Director of Pilot Drug Evaluation Staff and, at the

time of the article, was FDA Associate Director of Program Evaluation, Office of Clinical Pharmacology

and BioPharmaceutics.
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authority. He said that from Dr. Harter’s perspective, “if everybody is in charge, then I’m

in charge...The idea that he was giving up control was a fiction.”  Mr. Meyer expressed a
similar sentiment, and said that Dr. Harter’s idea of interactive was, “You listen and I’ll

preach.”784 
Whether the management controls that Dr. Harter established were sufficient was

questioned by Dr. Temple. He remarked that rotating sign-off wasn’t  wise since
“experience counts, and not everybody is equally capable.”  Dr. Temple thinks that routing
NDAs through multiple layers of review is the best way to protect public health. He
acknowledged that Pilot Drug’s peer review process involved designated secondary and
tertiary reviewers, which provided checks on quality, but still wondered if the secondary
and tertiary reviewers really had time to read the voluminous reports, or were as qualified
to read them as supervisory personnel who specialize in such reviews.

Dr. Harter also instituted a system of both individual project planning and what he
called “strategic synchronization across project planning.”  These processes were designed
to identify staffing needs and critical decision points. Dr. Harter brought in Ms. Van Hoose
to help develop what she called “resource management, project management, or portfolio

management.”785  According to Ms. Van Hoose, project management at its simplest is just
critical path scheduling. Pilot Drug did sophisticated project management not limited to
monitoring the review process but also looking for bottlenecks, making and revising work
assignments and finding ways to innovate and make the process move faster and on
schedule. Project Manager even became a specified career option, giving Consumer Safety
Officers,  (CSOs, the old name for the people who were the link between the FDA review
staff and the pharmaceutical sponsors and researchers) an option to move up in the

bureaucracy to become project managers.786 Ms. Van Hoose felt that she was initially
resented by CSOs who thought she was trying to do their job, when she felt that she was
actually trying to help them do their  jobs “better, easier, and faster.” While project
management had been used in industry for quite some time,  Dr. Harter helped introduce it
into the FDA and became a major proponent of the technique. 

Dr. Temple commented that the entire FDA has moved toward a more formal
emphasis on team reviews and the team concept. He thought that some of the innovations
in Pilot Drug may have foreshadowed subsequent FDA procedures and policies that are
now much more explicit. 

Not to be underemphasized was the role that Dr. Harter played in being available
when needed for consultation and direction.  Though he tried to be a hands-off director and
let the staff make their own decisions and work through problems on their own, he was a

784personal communication, Mr. Meyers, March 16, 1999.

785personal communication, Ms. Van Hoose, March 16, 1999. 

786For information on the institutionalization of the project manager position within FDA, see Yager J,

Kallgren D.  Roles of Regulatory Project Managers in the U.S. Food and Drug Administration’s Center for

Drug Evaluation and Research.  Drug Info J 34 (2000) 1:289-293. 
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reassuring presence.  The success of such an anti-hierarchical office environment probably
depends in large part on a rare mix of capabilities in the person at the top of the hierarchy,
another factor that calls into question the replicability of this organizational model
throughout an entire agency.
Principle # 2-Regulatory Research

Dr. Harter sought to reward staff members who thought clearly and creatively about
the review processes they were engaged in,  a reward system he felt the traditional FDA
review Divisions made difficult. These rewards were expressed in budgeting time for
evaluating process and outcomes, writing papers, and giving speeches, all aimed at
organizational learning - a rarity in bureaucratic environments. Dr. Harter possessed the
ability to make innovation safe,  reward risk-taking, and encourage experimentation. 

 Pilot Drug’s Internal Assessment document is itself one example of the regulatory
research that Dr. Harter prioritized. He wrote, “Any change in a process as fundamental as
those involved in this experiment takes time to show any promise, usually operates in a
hostile environment and only gets four-five years until “judgement day.” It is for this latter
reason that I have encouraged the division this year to evaluate the experiment from its
inception rather than to simply do an annual report.” Dr. Harter’s mention of the time
period of four-five years until judgement day coincides with the time commitment that he
knew Dr. Peck had made when accepting the job as CDER Director.

Within the Internal Assessment,  the staff reported that they collectively
held/produced 13 Advisory Committee meetings, 13 abstracts/posters, five published

articles,787 788 789 two published, invited book chapters,  and 63 invited speeches and
panel participations at major scientific or regulatory meetings. Drs. Harter and Peck even

published some papers together.790 791 According to Dr. Temple, Dr. Harter was
successful in getting people to write scientific papers and give presentations and talks.

 Ms. Van Hoose  said Dr. Harter “brought out the best in people.” He was
opinionated but brilliant, a good debater “in a class with Dr. Temple.” Another enthusiastic
opinion of Dr. Harter was  offered by Dr. Dan Spyker, a medical review officer who

787Katz L. NDA Days. Reg Affairs3 (1991): 209-216.

788Owens M. NDA Days- An update. Reg Affairs3 (1991): 217-222.

789Yee J. NDA Days. Presentation at the 14th annual meeting of the Regulatory Affairs Professional

Society. October 16, 1990.

790Harter J, Peck C. Chronobiology. Suggestions for integrating it into drug development. Ann N Y

Acad Sci 618 (1991): 563-71. 

791Peck C, Barr W, Benet L, Collins J, Desjardins R, Furst D, Harter J, Levy G, Ludden T, Rodman J, et

al. Opportunities for integration of pharmacokinetics, pharmacodynamics, and toxicokinetics in rational

drug development. Clin Pharmacol Ther51 (April 1992) 4:465-73. Also published in J Pharm Sci

81(June 1992) 6:605-10 and in Pharm Res 9 (June 1992) 6:826-33 and in J Clin Pharmacol34 (Feb 1994)

2:111-9.
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worked in Pilot Drug.792 Dr. Spyker reported that he loved working for Dr. Harter, who
created a family atmosphere among the people who worked for him. Dr. Spyker thought

Dr. Harter was inspiringly devoted.793 Still, Dr. Spyker understood how others outside the
FDA and inside could dislike Dr. Harter, who he thought probably generated more
complaints from industry than other division directors. Dr. Spyker estimated that if the
standard rate of complaints for FDA Division Directors was 10% of customers, that Dr.
Harter was probably at 30%, due to his sometimes arbitrary and authoritarian methods and
his willingness to be direct and stir things up. Dr. Spyker characterized Dr. Harter as
“born out of the box,”  a novel, innovative thinker, who was also  “data driven and driven
by data,” motivated to think a lot about how to understand and present data. According to
Dr. Spyker, Dr. Harter’s  actions were always in service to what he thought was best for

public health.794

Principle # 3- The Interactive Approach
Dr. Harter called the traditional FDA process the R& R mode, review and recycle.

FDA review staff evaluate data from a pharmaceutical company, send questions and
comments back to the company, then wait for a response,  repeating the process through
numerous iterations. Dr. Harter’s alternative approach called for FDA reviewers to engage
in shared problem-solving, in an  “interactive” process between FDA reviewers, the
applicant (pharmaceutical company or other sponsor), and the reviewers’ peer

reviewers.795 796  The goal of the interactive process was to focus on what  “can and
should be done to make an application approvable.”  This approach sees the FDA and the
pharmaceutical industry as partners in the drug development process and represents a major
change from what some FDA reviewers considered to be their mission – to establish high
hurdles and watch to see if their opponent, the pharmaceutical industry,  could surmount
them.  Dr. Harter thought that within FDA he was situated on one pole of this dynamic and

that Dr. Leber was situated at the other end.797  
 In a variety of ways since Pilot Drug was established, the FDA has explicitly been

moving toward an increasingly interactive approach, especially in the development of a
formalized process for requesting and  scheduling  FDA/sponsor meetings. These meetings
have been subjected to evaluation and have been determined to expedite the drug review

792Dr. Spyker left Pilot Drug to work in the Center for Devices and Radiological Health, then left for

private industry in 1999.

793personal communication, Dr. Dan Spyker, February 22, 1999.  

794personal communication, Dr. Spyker, February 22, 1999.

795Staff. The Pilot Drug Evaluation Staff’s “Interactive” Review Processes. US Reg Reporter10 (May

1994) 11:1-5.

796Miller L, Buckley J. The Interactive IND/NDA.  Drug Info J 30 (1996) 3:593-600.

797personal communication, Dr. Harter, April 1991.  
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process.798   In order to improve the drug development process, the FDA Modernization
Act of 1997 mandated meetings between sponsor and FDA and an interactive approach,

processes quite similar to some of the innovations “pilot tested” at Pilot Drug.799

The interactive approach is as much an attitude of mutual cooperation as it is a
formalized series of meetings between FDA and the sponsor. According to Dr. Spyker, the
main innovation of Pilot Drug was the interactive way that the Division and the
pharmaceutical drug company sponsors related to each other. This spirit of collaboration
was the essence of Dr. Harter’s style (though he could still act independently and
arbitrarily). From Ms. Tyson’s perspective as Dr. Harter’s wife and Dr. Peck’s assistant,
one of the most important things that was new at 007 about its interactive approach was that
it reviewed data from protocols on an individual basis, and would review new studies on
the basis of data from previous studies with the same drug.  The use of newly gathered
information to update and revise prior choices offered the opportunity to introduce
Bayesian efficiencies into the drug testing process. The old interactive approach was simply
to discuss with industry good protocol design and a general approach to drug development.
It did not involve the use of data analysis from prior studies as a guide to the design of
subsequent protocols and to the modification of the overall drug development strategy.
 One justification for the old interactive approach,  in which drug companies were
left to decide how to design their own studies without much FDA input, was the concern
that if FDA helped with the design of studies, it then ended up reviewing its own proposed
designs, creating a conflict of interest in a sense. In the new interactive approach, the
conception of FDA’s role was expanded to include giving companies guidance about what
studies to conduct, with the focus shifting to the objective review of whatever data was

gathered from well-designed studies.800 Pilot Drug pioneered the process of not just
offering the opportunity to companies to discuss protocols but proactively contacting
industry after studies to reevaluate the overall clinical plan and come up with the most
efficient next steps.

Interactive Approach at the NDA Stage

798DiMasi J, Manocchia M.  Initiatives to speed new drug development and regulatory review: the impact

of FDA-sponsor conferences. Drug Info J 31 (1997) 3:71-88.

799Sec. 119, Food and Drug Administration Modernization Act of 1997. 105 P.L. 115; 111 Stat. 2296;

November 21, 1997.

800FDA now offers a comprehensive set of written guidances on the design of protocols for virtually all

clinical indications, as well as guidances on most interactions that sponors will need to have with FDA. see

http://www.fda.gov/cder/guidance/index.htm According to the statement on the FDA web site, “Guidance

documents represent the Agency's current thinking on a particular subject. They do not create or confer any

rights for or on any person and do not operate to bind FDA or the public. An alternative approach may be

used if such approach satisfies the requirements of the applicable statute, regulations, or both. For

information on a specific guidance document, please contact the originating office.”
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Dr. Wright commented that the”rolling” NDA or interactive NDA, which was also
developed by Pilot Drug, refers to a situation whereby FDA reviews independent pieces of
an NDA without waiting for the complete package to be submitted. Though he noted that
this technique is not currently being practiced within FDA, the concept of heavy interaction

of priority reviews is alive and well.801

The “NDA Day” was started by Dr. Harter in 1988 when he was still  Anti-
Inflammatory Group Leader in FDA’s Oncologic and Radiopharmaceutical Drug Products
Division, at a time when the establishment of Pilot Drug was being planned but before it

was formally established.802 The NDA Day was an early effort to expedite the NDA review
process. The idea of the NDA Day was to gather together in person for one long day all
FDA staff and industry staff involved in an NDA review process. One goal of the NDA
Day  process was to make a decision at the end of the day whether or not to approve the
drug in question, after real time question and answer sessions. The NDA Day  replaced the
customary process of formal letters sent back and forth over the course of many months.
Another goal of the NDA Day process was to reduce the sense that FDA review of NDA’s
was a black box with industry unable to divine how FDA made its decisions. During the
1960s and early 1970s, NDA review decisions (SBA reviews) were private, confidential
and not even given to the company. When the Freedom of Information Act came into being

in 1974, companies were finally able to see SBA reviews.803  NDA Day was one more
step to open the black box. 

Much work went into preparing for an NDA Day and the outcomes were not
preordained. The NDA day concept has been evaluated by outside scholars and found to

have been helpful in expediting the review process.804 805 The NDA Day has also been

favorably reviewed in several trade newsletters.806 807 808    
Mr. Hutt noted that the NDA Day is not used as much lately since the Prescription

Drug User Fee Act of 1992 (PDUFA) established user fees paid by pharmaceutical

companies which have allowed FDA to hire more staff.809 The increased staffing levels

801personal communication, Dr. Wright, March 8, 1999.

802 Owens M. (1991).

803Freedom of Information Act, Amendment. 93 P.L. 502; 88 Stat. 1561. November 21, 1974. 

804Kaitin K, Walsh H. (1992).

805Miller L. Aboyu-Donia M. Rudd D. Samara B. Schmith V. Huffman C. et al. NDA Day: The Approval

of a Neuromuscular Blocking Agent. J Clin Res Pharmacoepidem6 (1992): 271-284

806Staff. Pilot Drug Review Division: A Profile. US Reg Repor (March 1992): 6-8.

807Staff. NDA Days Have Been Held By Two FDA Groups Outside of Pilot Drug Evaluation Staff. Pilot

Group Convened Six NDA Days in 1990, More Planned. F-D-C Reports Pinksheet (October 22, 1990):

14-15.

808Staff. NDA Days: Some Divisions Do, Some Don’t. US Reg Report (August 1991): 3-5.

809Prescription Drug User Fee Act of 1992. 102 P.L. 571; 106 Stat. 4491;  October 29, 1992.  Amended
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have sped up drug development by half and lessened the need for NDA Days. But Mr. Hutt
believed the NDA Day was a genuine and important innovation at the time.

Another FDA process that Pilot Drug helped to develop was the computer-assisted
New Drug Application (CANDA), though the effort had begun before the establishment of

Pilot Drug.810 Dr. Wright noted that while the technology used by Pilot Drug has been

rejected, the concept has been accepted. 811

  Dr. Peck  found value in Pilot Drug’s decision to reverse the accepted policy of not
using Refusal-to-File letters. Refusal-to-File letters are used when FDA rejects an NDA
because of serious and substantial omissions in the data that make reviewing the NDA an
exercise in frustration and futility.  According to Dr. Peck,  FDA had a policy under which
it retained an option for up to 45 days after a company submitted an NDA to tell the
company that it refused to file the NDA due to its being incomplete, confusing, or not

convincing.812  In practice, FDA didn’t use this policy and accepted all NDAs. This wasted
time on the review of bad NDAs but avoided angering companies, at least at first.
According to Dr. Peck, “Companies would spend ten years, conduct 15 or so clinical trials,
and would end up with lots of data that sometimes wasn’t easy to understand or condense
into a clearly defined clinical indication. The company would fill up a semi-truck with paper

and send it over to FDA, saying “Maybe they can make some sense of this.””813

  In the second and third years of Pilot Drug,  Dr. Peck and Harter decided to start
using FDA’s refuse to file powers.  In Dr. Harter’s enthusiastic way, he proceeded to issue
Refusal-to-File letters for a large percentage of the NDAs submitted, generating an intense
outcry by companies who then brought pressure to bear on Pilot Drug from the White
House, Congress, and HHS. Dr.Peck thought that the end result was an improvement in
the quality of NDAs submitted,  which helped FDA focus its resources on those NDAs that
were most likely to result in drug approval. It also effectively shortened approval time for
those NDAs that remained in the system. 

Mr. Hutt thought that Pilot Drug’s use of the Refusal-to-File letters was a good
innovation since it weeded out poor quality, “junk” NDAs earlier in the process. However,
Mr. Hutt feels this tactic has been abused by some FDA reviewers who reject NDAs for
petty, arbitrary reasons such as data formatting issues. On balance, Mr. Hutt thinks the
increased use of the Refusal-to-File letters is a very positive development.

Dr. Peck also pointed out that Pilot Drug pioneered having advisory committees

in 1997 by FDA Modernization Act. 105 P.L. 115; 111 Stat. 2296. November 21, 1997.

810Kaitin K, Walsh H. (1992).

811For current FDA policies regarding electronic submissions of NDA’s as well as INDs and other

documents, see Electronic Regulatory Submissions and Review Page.

http://www.fda.gov/cder/regulatory/ersr/default.htm 

812personal communuication, Dr. Peck, February 22, 1999.

813personal communuication, Dr. Peck, February 22, 1999.
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more involved in reviewing NDA’s. Dr. Peck  stated that  Dr. Harter thought inclusively
and was able to tap into resources that others overlooked. Dr. Temple’s perspective was
slightly different. He felt that the use of outside reviewers to help with NDA reviews was
not new, nor was the use of advisory committee members on reviews, though Pilot Drug
used outside reviewers more than had ever been done before. Dr. Temple noted that one
review coordinated by PDES was conducted entirely by the advisory committee, which he
thought was not a good idea. He felt that the method of review conducted by FDA
personnel was of a different sort, better and more thorough than a review done by outside
personnel who had other jobs.  In Dr. Temple’s opinion, a quality review required full time
effort.  Dr. Temple confessed that even he wasn’t able to read all the material for the NDA
Days he participated in, and he knew others hadn’t either, because they had other

responsibilities.  
Dr. Temple did see value in Pilot Drug’s innovation in the monitoring of reports of

adverse drug reactions (ADRs). Reviewing the performance of a drug post-approval is
called post-marketing surveillance, and is sometimes formally studied in post-approval
studies known as Phase IV studies. Dr. Temple thought that ADR reports weren’t
monitored that well in most divisions or in epidemiology where they were also routed,  and
important information was sometimes overlooked. Pilot Drug assigned someone, though
not a doctor, to screen the ADR reports and pass on the more important/unusual ones for
further review.  This person “prioritized” the ADR reports. This expedited evaluation of the
ADR reports, reduced backlog,  and enhanced public safety, and was thus overall a “good

idea.” 814  Though Dr. Harter had developed a method that improved upon the evaluation
of ADRs once they were submitted to FDA, other solutions would  still be required to
address the more fundamental problem involved in ensuring that FDA received a good

sample of the adverse drug reaction reports.815

Principle #4- FDA Involvement in the IND Phase
The potential for early interaction between sponsor and FDA to generate substantial

savings in time and money is highlighted by Dr. DiMasi’s research on drug development

814FDA’s system of monitoring Adverse Drug Reactions (ADRs) relies on voluntary reporting. A

December 1999 report from HHS’s Office of Inspector General  criticized FDA’s system and recommended

moving to mandatory reporting. see Stolberg, S. Study Finds Faults in Tracing of Drug Reactions.  New

York Times(December 15, 1999): A20.  According to Dr. Woodcock (personal communication, Dr.

Woodcock, Director, CDER, June 8, 1999), “We have always recognized that this was a problem. We have

a fairly serious resource problem in this area, which is why we haven’t moved more quickly.”  Practicing

physicians also face resource problems when considering whether to report ADRs, primarily shortage of

time.

815See FDA compliance program discussion, Enforcement of the Postmarketing Adverse Drug Experience

Reporting Regulations. Guidance to FDA Field Staff. (September 30, 1999).

http://www.fda.gov/cder/aers/chapter53.htm
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times, which indicate that the IND phase of drug development steadily increased from 1963

to 1992 and represented four-fifths of the drug development process.816 According to Dr.
DiMasi’s recent research comparing drugs approved during 1993-1995 with drugs
approved from 1996-1998, both time periods after the 1992 passage of the Prescription
Drug User Fee Act, (PDUFA)  the IND phase of clinical testing has dropped by 18% to 5.9

years and the NDA review time has dropped by 30% to 1.4 years.817 The IND phase still
remains four-fifths of the drug development process,  suggesting the importance of looking
for increased efficiencies in the IND process.

Dr. Peck thought that a concept called label-driven drug development 818 was one
of the most important innovations developed at Pilot Drug. Dr. Peck reported that Harter
invented label-driven drug development,  in which the sponsor and FDA work together to
develop a draft of a proposed label early on in drug development process, then let the label
guide  and “discipline”  protocol development.   Label-driven drug development is just one
aspect of “project planning, ” which Pilot Drug enthusiastically helped introduce into FDA.
The use of Clinical Plans outlining the entire series of clinical trials that are expected to be

conducted is also part of project planning.819  Dr. Peck observed that the FDA started out
behind industry regarding project planning but then raced ahead. This was not solely due to
Pilot Drug, but Pilot Drug was among the first to embrace this approach.

Ms. Van Hoose thought that the real institutionalization of project management
within FDA took place when Deputy Commissioner Mary Jo Veverka wanted project
management to help FDA meet the goals for timely review of NDA’s that were set by

PDUFA.820  Deputy Commissioner Veverka would have placed this emphasis on project
management independently of Pilot Drug efforts,  but she looked down into the
bureaucracy to see if she could find seeds of it anywhere, found it in Pilot Drug where Ms.
Van Hoose was involved in trying to formalize project and resource management within the
drug review process. Ms Julie Carlston, who headed up the Management Initiatives Staff
under Ms. Veverka brought Ms. Van Hoose to the Commissioners’ office to continue her

816DiMasi J, Seibring M, Lasagna L. (1994).

817Staff. Clinical Development times for new drugs drop 18%, reversing 12 -yr trend.  Impact Report-

Tufts Center for the Study of Drug Development (July 1999): 1-4.

818Miller L. Pitfalls in the Drug Approval Process; Dose-Effect, Experimental Design, and Risk-Benefit

Issues. Drug Info  J 26 (1992) 2:251-260.

819In 1994, Dr. Spyker worked with this author to create a clinical plan to guide the testing of the medical

use of marijuana. The Clinical Plan was a helpful tool that promoted strategic thinking and helped with

planning and budgeting.  Doblin R. A Comprehensive Clinical Plan for the Investigation of Marijuana's

Medical Use in the Treatment of the HIV-Related Wasting Syndrome. Bull MAPS 5 (Summer 1994) 1:16-

18.  http://www.maps.org/news-letters/v05n1/05116cli.html

820Sec. 102 (3) and Sec. 104, Prescription Drug User Fee Act of 1992. 102 P.L. 571; 106 Stat. 4491;

October 29, 1992. See also Wechsler J. Challenging FDA Authority. Pharmaceu Exec14 (1994) 8:18-22.  
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work. Dr. Temple agreed, saying that “The commitment in Pilot Drug to project
management was commendable, and is being replicated throughout FDA, though it is not
really due to Pilot Drug. Again foreshadowing but not causing, Pilot Drug was on the right

track in this area.”821 Project Management was actually started throughout FDA in the early

1970s.822

Dr. Wright reported that another of the innovations of Pilot Drug was to formalize a
policy mandating that when FDA issued a Clinical Hold, it needed to give the investigator a
reason why the Hold was placed,  along with guidance as to how that Hold could be
removed, what studies needed to be conducted or what protocol changes needed to be

made. This approach is now practiced by all divisions at FDA.823 FDA has instituted
another policy in which INDs placed on Clinical Hold, some chosen randomly and others
by request of the sponsor,  are sent for review to a team composed of other division and
center level directors, senior managers in CDER and CBER (Center for Biologics

Evaluation and Research) and FDA's Chief Mediator and Ombudsman.824 825 If this policy
of reviewing Clinical Holds by senior FDA management had been in place during the
1980s, it might have been possible for some of the MDMA protocols to have been

conducted.826 

821perssonal communication, Dr. Temple, March 18, 1999.

822According to Peter Hutt (personal communiction, Mr. Hutt, February 28, 2000), FDA’s early efforts on

project management were directed by Sherwin Gardner and Jake Barkdoll. 

823personal communication, Dr. Wright, March 8, 1999.  For more information on Clinical Holds, see

Sec. 117 of FDA Modernization Act of 1997.

824Investigational New Drugs; Procedure to Monitor Clinical Hold Process; Meeting of Review

Committee and Request for Submissions. 56 FR 49894 (October 2, 1991).  The new review policy was

proposed as an experiment for several years. The policy was adopted on a permanent basis  in

Investigational New Drugs;  Procedure to Monitor Clinical Hold Process; Meeting of Review Committee

and Request fo  Submissions, 58 FR 32537 (June 10, 1993). See also FDA Guidance for Industry.-

Submitting and Reviewing Responses to Clinical Holds. April 1998.

825For information on regulations FDA adopted to make it easier to place clinical holds on drugs being

used in expedited access contexts, see Investigational New Drug, Antibiotic, and Biological Product

Applications; Clinical Hold and Termination.  57 FR 13244 (April 15, 1992).  “Under this rule, FDA may

require sponsors to cease distributing an experimental drug in an open, nonconcurrently controlled

investigation if any of several specified conditions exist. This final rule is part of the Public Health

Services (PHS's) efforts to make promising drugs widely available to people with acquired

immunodeficiency syndrome (AIDS) or human immunodeficiency virus (HIV)-related disease who lack

satisfactory alternative therapies, while simultaneously ensuring that the adequate and well-controlled

clinical trials essential to establishing a new drug's safety and effectiveness are expeditiously conducted.”

826For additional information on FDA policies regarding dispute resolution, see  Formal Dispute

Resolution: Appeals Above the Division Level. FDA Guidance for Industry. February 2000.
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Not everyone at FDA fully supported the interactive approach, or credited Pilot
Drug with making a major contribution to that effort.  Dr. Temple pointed out that Pilot
Drug did not create the interactive approach. It was first formalized at FDA in 1987, with
an end of Phase II conference between FDA review staff and the sponsor of the drug.
Since 1987, and really before, companies were able to talk with FDA about overall

development plans.827 While Pilot Drug did not develop the interactive approach, Pilot
Drug’s contribution to the interactive process was the distinction between FDA being
willing to meet with sponsors if necessary and FDA proactively meeting with sponsors
after every study to review data and help think over the next study.

 Dr. Temple was also of the opinion that some interactions are not that valuable,

such as the new pre-IND conference mandated by the 1997 FDA Modernization Act.828

Dr. Temple thinks that there is not enough information at that stage with which to evaluate
protocol design or drug development strategy.  He thinks that FDA isn’t supposed to know
or impose what the sponsor wants to study – that is the sponsor’s business.  He prefers
sponsors to conduct a Phase I study first in order to get a better idea of what their drug is
all about, then work with FDA to create a clinical development plan at a later stage in the

drug development process.829

Why was Pilot Drug Eliminated?  
.Dr. Woodcock,  Director of the Center for Drug Evaluation and Research,

explained her rationale for dissolving Pilot Drug by noting that FDA is engaged in a
complex intellectual endeavor at the limits of scientific knowledge. The inherent difficulty
of FDA’s mission requires that its scientific reviews be conducted in a clear, consistent and
impartial manner. In her view, Pilot Drug had not always upheld this standard and had
serious organizational weaknesses in the area of scientific rigor. Dr. Woodcock insisted
that she saw the value of Pilot Drug as a laboratory for innovative bureaucratic practices.
Nevertheless, she believed that the sacrifice in scientific rigor was not worth the

http://www.fda.gov/cder/guidance/2740fnl.htm

827Meyer G.  The Food and Drug Administration Perspective on the Importance of Dialogue with Industry.

Drug Info  J 26 (1992): 159-161.

828Sec. 119, FDA Modernization Act of 1997.

829For information on FDA-sponsor conferences before Phase 3 studies, see Special Protocol Assessment.

FDA Guidance for Industry, Draft. December 1999. http://www.fda.gov/cder/guidance/2127dft.htm#I.

According to the Guidance, “Section 119(a) of the Modernization Act amends section 505(b) of the Act (21

U.S.C. 355(b)). New section 505(b)(4)(B) of the Act directs FDA to meet with sponsors, provided certain

conditions are met, for the purpose of reaching agreement on the design and size of clinical trials intended to

form the primary basis of an effectiveness claim in a marketing application submitted under section 505(b)

of the Act or section 351 of the Public Health Service Act (42 U.S.C. 262).” See also Formal Meetings

with Sponsors and Applicants for PDUFA Products. FDA Guidance for Industry, Draft. February 2000.

http://www.fda.gov/cder/guidance/2125fnl.htm

165



innovations especially since it was possible for FDA to adopt some of the most important
innovations, such as the interactive and proactive approaches and project management,
regardless of whether Pilot Drug still existed. Pilot Drug pioneered many excellent changes

at FDA, but Dr. Woodcock felt it was no longer needed or worth the cost.830

Dr. Murray Lumpkin, Deputy Center (CDER) Director for Review Management, is
Dr. Woodcock’s Deputy with direct management responsibility for all drug review
divisions within FDA, with 980 people reporting to him. He stated that Pilot Drug was
eliminated strictly for management reasons related in part to meeting PDUFA goals and in
part to concerns over the “cowboy mentality” of  Pilot Drug which resulted in Pilot Drug’s

failure to follow standard regulations, not permissible in a regulatory agency. 831

By 1995, Dr. Lumpkin (and Dr. Woodcock) realized that any delays in meeting
PDUFA goals for timely review were no longer going to be caused at the initial review
levels, since there were more staff to handle the workload. The bottleneck in the NDA

review process that they saw was at the Office level.832  Before the 1995 reorganization,
FDA was organized into 10 review divisions reporting to 2 Offices, with the Directors of
each Office required to review and approve all NDA applications. In order to address this
bottleneck, CDER was reorganized by Dr. Woodcock into 15 review divisions under 5
Offices.  This effectively divided up the workload at the upper management level.  

During the course of this reorganization,  Pilot Drug was eliminated and its
portfolio was reallocated. Dr. Lumpkin believed that there was no reason to keep Pilot
Drug intact to test innovations in the drug review process. While Pilot Drug had
implemented many  ”very good, very important innovations,” primarily its focus on the
interactive process, FDA needed to and was able to spread the valuable innovations

pioneered by Pilot Drug throughout FDA.833 834

Dr. Woodcock’s most serious critique of the quality of Pilot Drug’s reviews
stemmed from an experience she had when she was called in as a consultant to help Pilot

Drug review several sclerederma and rheumatic drugs. 835  She said that there was even a

830personal communication, Dr. Janet Woodcock, June 8, 1999.

831personal communication, Dr. Murray Lumpkin, February 18, 2000. Dr. Lumpkin had been brought

into FDA by Dr. Peck at the end of 1989. He was a initially a Division manager in Anti-Infectives before

assuming senior management responsibilities.

832personal communication, Dr. Lumpkin, February 18, 2000.

833personal communication, Dr. Lumpkin, February 18, 2000.

834For a review of current (3/2000) FDA policies regarding the acceleration of the drug development

process, see slides from a talk given by Dr. Lumpkin entitled, “Accelerating Drug Development:

Regulatory Initiatives in the USA,” at the DIA EuroMEETING 2000, Nice, France, March 9, 2000.

http://www.fda.gov/cder/present/dia-nice2000/dianice1/index.htm. See also FDA Guidance document, Fast

Track Drug Development Programs: Designation, Development, and Application,

http://www.fda.gov/cder/guidance/2112fnl.pdf.
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Congressional hearing in 1994 about Pilot Drug's review of one of these drugs. Dr.
Woodcock reported that her direct impression of Pilot Drug as being deficient in rigor
contributed substantially to her decision to eliminate it. Dr. Lumpkin  stated that Pilot
Drug’s actions in regard to Therafectin was just one such concern,  there were others which
he didn’t specify. He commented that  the 007 “license to kill” mentality was illustrative of
the attitudes in Pilot Drug, and that senior FDA staff had to spend time, “cleaning up after

Pilot Drug.”836 
What follows is an evaluation of Pilot Drug’s track record, both in terms of the

speed and quality of its reviews, including a close look at the way it handled the drug that
Dr. Woodcock cited in her rationale for eliminating Pilot Drug.

Evaluating the Speed of Pilot Drug’s Review
The evaluation of Pilot Drug’s organizational performance is based in large part on

the standard statistics kept on every division; the size of the backlog, the number of
approvals, disapprovals and Clinical Holds, and the speed of review. By this measure, the
organizational model worked extraordinarily well. 

Pilot Drug began with about 36 NDA applications from the various drug areas that
had been incorporated into Pilot Drug. As was the case at the other FDA Divisions,  most
of these NDA applications were older than the target review time of 180 days. Thus, Pilot
Drug began with a substantial backlog.  During the first two years of operation from June
1989 to June 1991, the task of building a new staff from scratch while putting in place a
very unique and challenging organizational model took  a great deal of energy.  The rate of
new NDA submissions exceeded the rate of decisions (the action rate), resulting in an
increase in the backlog. Project management and cross-project synchronization began to be
put into place at the end of the second year and the new staff became adept within the Pilot
Drug environment.  From June 1991 to December 1992, the backlog was completely
eliminated, a remarkable achievement. When measured by the standard criteria used
throughout FDA, Pilot Drug performed superlatively in terms of the speed of its review
process. 

 Not all NDAs were approved. Some of the backlog was resolved through non-
approval of NDAs and through the use of Refusal-to-File letters. Dr. Harter noted that
allocating staff time to clear the backlog by rejecting NDAs and issuing Refusal-To-File
letters carried the cost of not being able to devote that same staff time to work on NDAs that
were approvable. Dr. Harter estimated the cost of getting the Pilot Drug backlog to zero
was three to four additional NDAs that could have been approved if staff time had not been
reallocated toward reducing the backlog.  In an illustrative example of the way Pilot Drug
was managed, Dr. Harter noted that the staff revolted, “as is their prerogative under the

peer system” and prioritized clearing the backlog over his objections.837

835personal communication, Dr. Woodcock, June 8, 1999.

836personal communication, Dr. Lumpkin, February 18, 2000.
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Evaluating Quality of Pilot Drug Review
 Assessing the quality of Pilot Drug’s reviews is not as easy as assessing the speed

of its reviews. The Internal Assessment document lists all the drugs approved by Pilot

Drug up to the writing of the document.  Dr. Temple didn’t think that there were reports of
any unusual number of adverse drug reports (ADRs) in any of the NDAs approved by Pilot
Drug.  Furthermore,  Pilot Drug’s list of approved NDAs seemed more than he had initially
expected. However, he said upon closer inspection that many of the NDAs that emerged
from Pilot Drug were for new formulations or uses of old drugs. In those cases,
unanticipated adverse effects are unlikely,  since these are not new chemical entities (NCE).
Dr. Temple went through the list and identified about seven out of thirty as being NCEs.
He ended up with the view that the lack of surprises in terms of ADRs in the NDAs
approved by Pilot Drug wasn’t an argument in support of the  acceptability of the
elimination of supervisory personnel. Instead, he claimed that Pilot Drug hadn’t approved
enough NDAs for new chemical entities to evaluate adequately Pilot Drug’s use of its peer
review system as compared to the traditional supervisory review. 

Dr. Jerry Collins, currently Director of FDA’s Clinical Pharmacology Lab, had an
indirect view of the quality of Pilot Drugs’ reviews. Dr. Collins had been brought to FDA
in 1989 by Dr. Peck due to his expertise in clinical pharmacology. He was initially Director
of the Office of Research Resources.  In that capacity, he commented that he thought his
title could also have been Vice President for Complaints, with the complaints coming from
sponsors who felt that the review of their drug wasn’t being conducted in a scientifically
appropriate, impartial or fair manner.  Dr. Collins noted that FDA was a large place with a
great deal going on and that he could have missed something, but he wasn’t aware of

complaints about the scientific quality of Pilot Drug’s reviews.838  

GAO  Inquiry into Pilot Drug use of Statistical Meta-analysis
 Another evaluation of the quality of Pilot Drug’s review was conducted in the

context of a 1991 investigation by the General Accounting Office (GAO) into Pilot Drug’s
use of the technique of meta-analysis in the review and approval of three drugs:  the
transdermal fentanyl patch,  toradal, and ketorolac.  The GAO review was conducted by
Ms. Michele Orza, who reported in an interview that the review was started by  Mr. Mitch
Zeller,  now with FDA but then a health staff member working for Congressman Ted

Weiss,  Chair of Subcommittee on Investigations, House Commerce Committee. 839  Mr.

837Internal Assessment (1993): 8-9.

838personal communication, Dr. Jerry Collins, February 15, 2000. Dr. Collins indicated that he wasn’t

really aware of what Pilot Drug did regarding psychedelics or marijuana, which he said was another data

point suggesting that Pilot Drug’s work in this area did not generate substantial internal controversy.

839personal communication, Ms. Michele Orza, March 5, 1999. Ms. Orza is still working with the
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Zeller had read a trade report indicating that Pilot Drug had approved several drugs using a

new technique called meta-analysis.840 According to Ms. Orza, Mr. Zeller wanted an
investigation to determine if this new technique was some sort of “dubious hocus pocus”
that the FDA had found to approve essentially unapprovable drugs.  Rep. Weiss wanted to
learn whether FDA was being pushed too hard by industry to let drugs out. 

 Ms. Orza was chosen to conduct the review for GAO since she had recently been
hired specifically for her training in meta-analysis. In conducting her review, Ms. Orza
interacted with Dr. Harter, Dr. Peck, Dr. Wright, and CSO Dottie Pease. GAO’s
preliminary investigation concluded that what FDA was doing was justified, that Pilot Drug
had tried to make the most of the data it was given. What Pilot Drug did wasn’t wrong or
illegitimate; it performed interesting analyses with pharmacology data trying to create dose-
response curves, which looked reasonable.  Ms.Orza  remarked, “They were just trying to

be creative in that division.”841 Dr. Peck has commented, “FDA took a calculated
“regulatory risk” when it approved ketorolac at a specific dosage that had never been tested.
It had already been investigated at many different dosages – above and below the final
approved dosage. Thus, the agency was confident that the approved dosage was both safe

and effective. Subsequent clinical experience bore out the agency’s decision.”842

After Ms. Orza determined that FDA had done its best with the data that had been
submitted,  the GAO investigations shifted to why companies give FDA “such lame data,”
of such poor quality. The GAO investigation shifted to the nature and quality  of NDA
applications. One response to the poor quality of submissions was to reject them, using
Refusal-to-File letters. Ms. Orza remembers Pilot Drug as not being the most aggressive in
refusing to file. Rather, she thought that Gastrointestinal and Coagulation Products
(nickname: blood and guts) had that honor.

Technically speaking, GAO  conducted a “preliminary review to see if there was
any need to launch a full scale investigation.” GAO came to the conclusion that there was
nothing to warrant a full-scale formal  investigation.

Office of Inspector General Evaluation of Pilot Drug’s Review of Therafectin
Dr. Woodcock’s most important critique of Pilot Drug’s scientific rigor was based

on her experience as a consultant to Pilot Drug assisting in the review of several
sclerederma and rheumatic drugs, one of which she said became the object of  a
Congressional investigation.

 Dr. Wright  indicated that the drug in question was Therafectin,  a drug to be used

General Accounting Office.

840Staff. Data Dredging was Key to Toradol, Lodine, Duragesic Approvals, FDA’s Harter Says:

Pharmacokinetics Work in Animal Models Urged by CDER Director. F-D-C Reports Pinksheet (February

25, 1991): 10-11.

841personal communication, Ms. Orza, March 5, 1999.

842Peck C. Drug Development: Improving the Process. Food Drug Law J 52 (1997) 2:166.
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in the treatment of rheumatoid arthritis. The NDA-seeking company was Greenwich
Pharmaceuticals. In Dr. Wright’s opinion,  Pilot Drug had indeed made some mistakes in
handling its review of that drug, but the decision not to approve the NDA for Therafectin

had been correct.843 Dr. Wright further indicated that the mistakes were caused in large part
by an outside reviewer that Dr. Harter had brought in, not by permanent Pilot Drug staff.    
  Fortunately, there are some publicly available data that can be used to evaluate what
mistakes Pilot Drug made in its review of Therafectin,  and to what extent those mistakes
reflect tradeoffs that Pilot Drug might have made between organizational innovation,  speed
of review, and quality, i.e. scientific rigor.  A series of publicly available press releases
from Greenwich Pharmaceuticals, Inc., as well as from the company it eventually merged
with, Boston Life Sciences,  provide historical information about Therafectin’s clinical
development process. Most importantly,  though there was no formal Congressional
hearing regarding Pilot Drug’s review of Therafectin, the HHS Office of Inspector General
(OIG)  did conduct a thorough investigation of Pilot Drug’s review of Therafectin, with the

OIG’s final report being publicly available.844

Background for Therafectin
 Greenwich Pharmaceuticals began to conduct research with Therafectin in the late

1980s. Results of an initial efficacy trial were presented to Pilot Drug on March 5, 1990,
with a Business Wire article reporting that, “At the meeting, representatives from the FDA
confirmed that this study demonstrated efficacy with statistically significant results in favor
of Therafectin. The confirmation of Therafectin’s efficacy significantly strengthens its

potential to be a therapeutic advance in the chronic treatment of rheumatoid arthritis.”845

Based on the successful outcome of the initial study, planning for a Phase III trial was
initiated. On May 24, 1990, Greenwich Pharmaceutical representatives and Pilot Drug staff
met with the members of one of Pilot Drug’s outside advisory committees, the Arthritis
Advisory Committee,  to discuss Therafectin. 

On May 22, 1992, Greenwich Pharmaceuticals met with Pilot Drug staff to discuss
the results of the Phase III trial.  Greenwich released the following statement, “Greenwich
met with representatives of the U.S. Food and Drug Administration (FDA) to review the
results of RA12, an ongoing study in patients with rheumatoid arthritis. At the meeting, the
FDA indicated that it will require further analysis of RA12 and an integration of these
results into the existing Therafectin (amiprilose HCL) database prior to determining

843personal communication, Dr. Wright, November 16, 1999.  

844Review of the Food and Drug Administration’s Processing of a New Drug Application for Therafectin

(A-15-94-00023). Office of Inspector General-Audit. June Gibbs Brown, Inspector General. Report

Submitted to Philip R Lee, M.D., Assistant Secretary for Health, August 2, 1995.

845Staff. Results of study confirm the Therapeutic potential of Therafectin (amiprilose HC1) as a treatment

for Rheumatoid Arthritis.  Business Wire(March 8, 1990).
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whether or not the company will proceed with the filing of the New Drug Application.”846

On September 23, 1992, Greenwich Pharmaceuticals and Pilot Drug staff met for a second
time with the Arthritis Advisory Committee. Greenwich released a statement saying  “At the
meeting, a majority of the members of the committee agreed that the company's analysis of
the database supports the efficacy of Therafectin in a selected group of rheumatoid arthritis

patients.”847

 On January 11,  1993 Greenwich submitted its NDA to Pilot Drug. 848 On
September 13, 1993, Pilot Drug informed Greenwich Pharmaceuticals that it would not
approve Therefectin for marketing due to lack of data supporting a claim of efficacy.
However, Pilot Drug offered Greenwich Pharmaceuticals another opportunity to meet with

the  Arthritis Advisory Committee. 849 In October 1993, Greenwich Pharmaceuticals
complained to Congressman John Dingell,  Chairman of the House Subcommittee on

Oversight and Investigations, House Committee on Energy and Commerce.850 On January
27, 1994, the Arthritis Advisory Committee voted to recommend that Therafectin not be

approved.851 In March 1994, Congressman Dingell requested an Office of Inspector
General audit of Pilot Drug’s handling of the Therafectin review. On May 10, 1994,
Greenwich Pharmaceuticals announced that it received word that “an independent
evaluation of the efficacy of Therafectin and the supervisory review of the Pilot Drug
Division’s  review of the Therafectin NDA concluded that the application lacks substantial

evidence of Therafectin’s effectiveness.”852   On May 11, 1994 Greenwich announced that
it had settled a shareholders class action lawsuit regarding misleading public statements the

company had made about Therafectin,  for the sum of $4.375 million.853

Office of Inspector General Report
On August 2, 1995, the completed OIG report was submitted to Dr. Philip Lee,

846Thompson E. Chairman, President and CEO of Greenwich Pharmaceuticals.  Statement.  Business

Wire(May 22, 1992).

847Staff. Greenwich Pharmaceuticals reports on status of Therafectin (amiprilose HCl). Business Wire

(September 23, 1992).

848Staff. Greenwich Pharmaceuticals submits New Drug Application for Therafectin (amiprilose HCl).

Business Wire(January 11, 1993).

849Staff. Greenwich Pharmaceuticals receives ''not approvable'' letter from FDA. Business

Wire(September 13, 1993).

850Review of the Food and Drug Administration’s Processing of a New Drug Application for Therafectin

(A-15-94-00023): 1.

851Staff. Greenwich Pharmaceuticals makes announcement about Therafectin. Business Wire (January  27,

1994).  

852Staff. Greenwich announces negative evaluation of Therafectin. Business Wire (May 10, 1994). 

853Staff. Greenwich announces settlement of Securities Litigation. Business Wire (May 11, 1994).
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Assistant Secretary for Health, by June Gibbs Brown, the Inspector General.  The IG’s
cover letter to Philip Lee  summarized the findings of the audit  as follows,  “We found
that, in general,  FDA properly processed the Therafectin NDA.  We noted certain
administrative shortcomings, but found no evidence that they affected the approval status of
the Therafectin application. In the final analysis, Greenwich was not able to adequately
demonstrate – either to FDA or the Arthritis Advisory Committee – that Therafectin was

effective in the treatment of rheumatoid arthritis.”854

The administrative failings of Pilot Drug that the OIG noted consisted primarily of
not promptly arranging to meet with Greenwich to discuss scientific disputes and not
providing Greenwich with a unified statement of Pilot Drug’s concerns regarding the
deficiencies in the data.  To its credit, Pilot Drug had provided Greenwich with its medical
and statistical reviews. The OIG report did not find fault with the scientific rigor of Pilot
Drug’s review of the Therafectin data.   

Postscript on Therafectin
On Sept, 30, 1997, Boston Life Sciences announced the results of another clinical

trial of Therafectin. Though there were no statistically significant changes in the primary
efficacy variable, some of the secondary efficacy variables did show statistically significant

changes.855  In July 1998, Boston Life Sciences filed an amendment to its NDA that
included the data from its new clinical trial.  On November 17, 1999, it was still waiting to
hear from FDA about its NDA and its request for one final meeting with the Arthritis

Advisory Committee to review of all the data on Therafectin. 856 On December 29, 1999,
Boston Life Sciences announced that the FDA had formally rejected its NDA application for

Therafectin.857 According to Boston Life Sciences, FDA had concluded that the new data
on Therafectin  submitted in 1998  “had not provided sufficient evidence of a statistically
significant treatment effect,”  and that an informal meeting with FDA to discuss Therafectin

would be scheduled in the first quarter of 2000. 858

A Multidetermined Demise
Though Dr. Woodcock reported that her decision to dissolve Pilot Drug was based

854Brown J. Inspector General, Office of Inspector General. Cover Letter to Philip Lee, Assistant Secretary

for Health. August 2, 1995. Review of the Food and Drug Administration’s Processing of  A New Drug

Application for Therafectin (A-15-94-00023).

855Staff. Boston Life Sciences Announces Results of its Phase III Trial for Therafectin. Business Wire

(September 30, 1997). 

856personal communication, Maria Zapf, investor relations, Boston Life Sciences, November 17, 1999.

857Staff. Boston Life Sciences’ Drug rejected by FDA. Boston Globe(December 30, 1999): D7.

858Staff. Boston Life Sciences to Meet With FDA On Therafectin Efficacy Issues. Healthwire(December

29, 1999).   
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primarily on her concerns  over Pilot Drug’s core competencies, the analysis of Pilot
Drug’s review of Therafectin suggests that it is likely that there were other contributing
factors. The OIG’s report does provide evidence supporting Dr. Woodcock’s concerns
about  administrative failings in Pilot Drug’s review of Therafectin, and therefore provides
sufficient reason to believe that  Dr. Woodcock did indeed eliminate Pilot Drug for reasons
related in part to her concerns about the quality of its review of Therafectin. However,  the
OIG report and the subsequent history of clinical research and FDA actions regarding
Therafectin do not provide evidence supporting the claim that Pilot Drug made any
significant scientific errors in its decision not to approve Therafectin.   

 Another factor in the dissolution of Pilot Drug was most likely the fundamental
challenge Pilot Drug presented to FDA’s bureaucratic structure.  Dr. Wright reported that
many FDA officials were resentful of the attention paid to Pilot Drug and were threatened
by its proposals to reorganize FDA review divisions. Dr. Wright noted that the departure of
Dr. Peck from FDA permitted Pilot Drug to be attacked, and that the new people at FDA
[e.g. Dr. Woodcock] were “more concerned with uniform, transparent practices, and not
interested in innovation.” 

The single event that more than anything else lead to the elimination of Pilot Drug
took place on  October 29, 1992, when Congress passed the Prescription Drug User Fee

Act (PDUFA). 859 PDUFA authorized FDA to collect user fees from the pharmaceutical
industry for the purpose of hiring an additional 600 or so review staff.  User fees were to

provide FDA with an additional $36 million in 1993, rising to $84 million in 1997.860 As a
result of PDUFA’s provision of funding for additional staff to expedite the drug review
process,  FDA was in a position to do with brute peoplepower what Pilot Drug was trying
to do with efficiency-driven reform of FDA’s standard practices, with all the challenges and
opposition that engendered.

On February 25, 1993,  several months after the passage of PDUFA, Pilot Drug
staff completed an Internal Assessment, evaluating the activities of Pilot Drug from its

founding in June 1989 to December 1992.861 The report concluded that Pilot Drug had
been able to completely eliminate its backlog by December 1992 as a result of its innovative
organizational approach and dedicated staff.  Pilot Drug’s  recommendations in its Internal
Assessment were for the establishment of a new Office of Experimental Drug Evaluation
(OEDE), with one additional Division reconfiguring itself in a manner similar to Pilot Drug
as a prelude for the eventual reorganization of the entire FDA along the general lines
pioneered by Pilot Drug.  No formal response was ever written to Pilot Drug’s Internal
Assessment of the value and implications of the organizational innovations it developed.
Needless to say, the recommendations contained in that report were not implemented.

859Prescription Drug User Fee Act of 1992. 102 P.L. 571; 106 Stat. 4491. October 29, 1992. 

860Sec. 736 (g). $36 million for fiscal year 1993, $54 million for fiscal year 1994, $75 million for fiscal

year 1995, $78 million for fiscal year 1996, and $84 million for fiscal year 1997.

861Internal Assessment (1993).
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On May 18, 1993, an FDA press release announced that Dr. Peck would be retiring

as Director of CDER as of November 1, 1993.862 That date marked his sixth year at FDA,
exactly the amount of time that he had pledged to remain at FDA when he accepted the job
in October 1987.  In that press release, FDA Commissioner David A. Kessler, M.D
remarked, "Dr. Peck brought to FDA the spirit of innovative scientific management." As

soon as Dr. Peck departed, he reported that “the sharks came out” after Dr. Harter.863

CDER Deputy Director Gerald Meyer,  who Dr. Peck considered the most powerful

internal opponent of Dr. Harter,864 took over the management of CDER on an interim
basis.

At the time Mr. Meyer began to manage CDER, Dr. Harter had voluntarily rotated
out of the Division Directorship of Pilot Drug on a temporary basis, as part of his policy of
rotating directorships to promote the professional development of his staff. As a result, he
was technically classified as simply a medical review officer.  Mr. Meyer took advantage of
Dr. Harter’s temporarily reduced status and transferred him involuntarily to another area of
FDA, Pharmaceutical Sciences,  where he had virtually no job description, no review
responsibilities and no authority. After this treatment, Dr. Harter decided to retire at the age

of 67, first filing a lawsuit for age discrimination against FDA.865

In an August 1993 reorganization,  Pilot Drug lost its special place within CDER’s
organizational structure as the only review Division reporting directly to the Center

Director. It was demoted and placed under the Office of Drug Evaluation II.866  According
to Dr. Jerry Collins, Director of FDA’s Clinical Pharmacology Lab, the key decision that
indicated that the Pilot Drug era was going to end was when it was demoted from reporting

directly to  the CDER Director and was placed under an Office.867   
With the “resignation” of Dr. Harter from FDA and the removal of Pilot Drug from

direct report to the Center Director, the management of CDER focused on the organizational
changes brought about by the passage of PDUFA. Pilot Drug’s Internal Assessment
contained a recommendation from Dr. Harter about how FDA might best use the additional
resources that PDUFA would provide. He wrote, “My belief is that we should consider
applying more of our resources to interaction during the IND process with the goal of
securing better NDA’s rather than continuing to put the bulk of our resources into

nonapproved actions within the 180 days.” 868  As it has turned out, FDA’s increasing

862McLearn D. FDA Press Release P93-19 (May 18, 1993).  

863personal communication, Dr. Peck, February 22, 1999. 

864personal communication, Dr. Peck, February 22, 1999.

865personal communication, Ms.Tyson, March 17, 1999.

866Review of the Food and Drug Administration’s Processing of a New Drug Application for Therafectin

(A-15-94-00023): 2.

867personal communcation, Dr. Collins, February 15, 2000.
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emphasis on an interactive approach has resulted in the adoption of Dr. Harter’s
recommendation. 

In Ms. Tyson’s opinion, PDUFA has resulted in an overabundance of reviewers.
She noted that Dr. Harter wasn’t actually against PDUFA, he just saw several potential
problems with it such as a pressure on staff to approve NDAs becoming the highest
priority,  since those were the measurable goals established by PDUFA. The priority placed
on reducing NDA review time at the tail end of the process made Dr. Harter wonder if there
would still be time for an interactive IND process at the front end, which he concluded
offered the best opportunity to increase efficiencies in drug development. Dr. Harter
thought that PDUFA should have permitted FDA staff time to be evaluated no matter what
tasks they were doing, but the PDUFA fees were primarily for NDA review, not for the

IND process, and no measurable performance goals were related to the IND process.869  
Created with the goal of doing more with less, Pilot Drug was able to cut its

backlog to zero without the additional staff that PDUFA was later to fund. According to
Ms. Van Hoose, Dr. Harter was not enthusiastic about PDUFA and felt that  “We
shouldn’t need it.” Pilot Drug’s track record of success within pre-PDUFA staffing levels
perhaps helps partially explain why Pilot Drug has almost totally fallen out of FDA’s
recorded institutional memory. There remains very little in the way of historical documents
about one of the most remarkable and innovative organizational experiments conducted
within the federal bureaucracy. The fee-based income and additional staff resources
provided to FDA as a result of PDUFA, now amounting to an additional $100 million per

year in PDUFA fees 870 and roughly 600 new employees, 871 eliminated the need for
major organizational restructuring and process redesign. Pilot Drug’s success in eliminating
its backlog within the pre-PDUFA staffing constraints was less of an inspirational model to
replicate and more of a challenge to the perceived need for bureaucratic expansion.  

 Dr. Wright had a similar view. He remarked, “PDUFA eliminated the need for the
agency to improve productivity... It  eliminated FDA’s need for the innovations at Pilot
Drug that challenged bureaucratic structure... Management strategy in response to PDUFA

came straight out of classic 1900 texts....Review staff has now even unionized!”872  Dr.
Wright noted that at the height of the Reinventing Government (REGO) initiative, the FDA
post-PDUFA has actually relayered office level bureaucracy, with a  Center Director,
Deputy Center Director, Office Director, Deputy Office Director, Division Director, Deputy
Division Director, and Team Leader all above the primary review staff.  PDUFA-funded
staff increases have indeed resulted in a dramatic lowering of FDA review times, enabling

FDA to meet and exceed PDUFA targets. 873 874 875 876

868 Internal Assessment (1993): 9.

869personal communication, Ms.Tyson, February 23, 2000.

870Sec 103 (f) of Food and Drug Administration Modernization Act of 1997. 

871Wechsler J.  Challenging FDA Authority.  Pharmaceu  Exec 14 (1994) 8:18-22.

872personal communication, Dr. Wright, March 8, 1999.
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In October 1995,  Pilot Drug was dissolved and the portfolio of drugs it reviewed
were redistributed to other Divisions. Five new Divisions were created and a new
management structure, with three additional Office level managers, were established. [new
organizational charts on next two pages] Dr.Woodcock’s statement that she could continue
to develop many of  Pilot Drug’s innovations independent of the existence of Pilot Drug
suggests that she did value many aspects of Pilot Drug’s innovative approach, but that its
elimination of layers of reviewers and its devolving of authority  in the review process
represented a core incompatibility with her vision of a post-PDUFA FDA. Whether the
Pilot Drug model could have been successfully exported throughout FDA, or whether the
type of people who can work and thrive in such dynamic environments are few and far
between, remains an open question.

873 Mean NDA review time for New Chemical Entities (NCEs) in the period 1996-1998 was 1.4 years, a

30% decline from 1993-1995. The mean length of the clinical research process (IND Phases) in the period

1996-1998 dropped to 5.9 years, an 18% decline from 1993-1995 and the first decline in this measure since

1984-1986.  Staff. Clinical development times for new drugs drop 18%, reversing 12-yr trend.  Impact

Report—Tufts Center for the Study of Drug Development (July 1999): 1-4.

874Mean NDA review time in 1999 declined even further to 12 months. Lumpkin, M.  Center Reports

Drug Review Statistics for 1999.  News Along the Pike6 (February 2000) 2:1,8. For a chart of FDA’s

reported review times from 1986 to 1999, see  Approval times (in months) for NDAs and NMEs approved.

Calendar years 1986–1999. FDA Chart. http://www.fda.gov/cder/rdmt/cy99ndaap.htm 

875Review times in the US are no longer slower than in Europe.  Staff. European and U.S. approval times

for new drugs are virtually identical.  Impact Report —Tufts Center for the Study of Drug Development 1

(November 1999): 1-4.

876Questions have been raised, however, about whether FDA’s need to meet PDUFA targets and the

dramatic reductions in review time have resulted in compromised safety.  Lurie P, Wolfe S. Lower

Standards Permit Dangerous Drug Approvals—FDA Medical Officers Report. Public Citizen’s Health

Research Group. (December 1998).

http://www.citizen.org/hrg/PUBLICATIONS/FDASURVEY/FDASURVEY.htm.  For FDA response, see

Friedman M, Woodcock J, Lumpkin M, Shuren J, Hass A, Thompson L. The safety of newly approved

medicines: do recent market removals mean there is a problem?  JAMA281(1999 May 12) 18:1728-34.
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The Legacy of Pilot Drug for FDA
  Dr. Peck  considers Pilot Drug to have been  “marvelously successful,” in

that many of its innovations have been widely adopted at FDA. As he said in a 1991
interview  and reiterated in 1999, “One of the most important decisions I have made

was to set up the Pilot Drug Review Division under John Harter.” 877

Dr. Wright remarked that “almost all of the innovations originated at Pilot
Drug have been mainstreamed within FDA, although not in that name.” There were
some notable exceptions having to do with the fundamental structural
reorganizations tried by Pilot Drug, such as the devolution of authority, the rotating
team leaders, peer review, and work group sign-off on letters so as to generate
active ownership and personal responsibility.  Dr. Wright reported that these have
all been soundly rejected with the sentiment, “we don’t do that here.”  He felt that
these innovations were considered inconsistent with the goals of civil service
“which are to fight like hell over trivial differences in authority and span of
control.” Dr. Wright  said that Pilot Drug was ahead of its time.  Dr. Peck used the
same words, noting that the failed innovation of rotating group leadership and
internal peer review was just way ahead of its time.   

 Dr. Woodcock said that one of her major accomplishments has been to
institutionalize those innovations of Pilot Drug that were valuable and ahead of their

time, like the proactive, interactive approach and project management. 878 In the
long-run, she thinks that the speeding up of the review time is only somewhat
important compared to the cultural shift that has taken place at the FDA toward a
proactive, interactive approach.  She thinks that the proactive interactive approach
will create more lasting public value than faster review times, especially since the
longest times in the drug development process are the pre-IND and IND phases.

As Ms.Van Hoose noted, “it has been observed that experimental islands
very seldom survive. The rest of the organization can’t allow experiments to
survive, their existing paradigms are too threatened.” Pilot Drug was no exception.
She considered Pilot Drug “A glorious experiment...the operation succeeded even
though the patient (Pilot Drug) died.”

Dr. Wright’s Departure from FDA
Dr. Wright resigned from FDA in October 1997,  just one month before Congress

passed the Food and Drug Administration Modernization Act of 1997,  on November 21,

1997.879 The 1997 Act came into being as a result of the five-year sunset provision in the

877 Staff. Keep your NDA's 'lean' to cut drug development time.  Med Market  & Media. 26 (February

1991) 2:34.

878Woodcock J. An FDA Perspective on the Drug Development Process.  Food Drug Law J 52 (1997)

2:145-150.
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original PDUFA. The 1997 Act reauthorized user fees,880 retained performance targets,881

contained a five-year sunset provision 882 and made numerous other changes in FDA

policies.883 The reauthorization of user fees further solidified the previous expansion of
FDA staff,  eliminated FDA’s need to explore further or seriously reconsider any of Pilot
Drug’s organizational innovations, and reduced the value to FDA of Dr. Wright’s formative
experiences within Pilot Drug.

 Dr. Woodcock reported that her 1997 decision to appoint Dr. McCormick instead
of  Dr. Wright as Director of DACCADP was independent of Dr. Wright’s support for
psychedelic and medical marijuana research. Dr. Woodcock also indicated that it would be
incorrect to assume that because Dr. McCormick had worked for Dr. Leber that she shared
his views or had been appointed in part to restore FDA’s old policies toward psychedelic

and marijuana research.884

 When challenged in 1994 by strident DEA complaints about Pilot Drug’s decision
to approve Dr. Abrams’ medical marijuana protocol, Dr. Kessler and Dr. Woodcock
provided a vigorous defense of Pilot Drug, then directed by Dr. Wright. In addition, Dr.
Lee Brown, Director of the Office of National Drug Control Policy, reaffirmed FDA’s
primacy in reviewing medical marijuana research protocols. These events further support
Dr. Woodcock’s contention that Dr. Wright’s decision to review medical marijuana and
psychedelic research protocols on their merits had not engendered disapproval of his
actions within the FDA leadership.

Dr. Wright agrees with Dr. Woodcock that his candidacy was not adversely
affected by his work and policies toward psychedelic and medical marijuana
research. He attributed his being passed over for the permanent directorship
primarily to his being so closely associated with the Pilot Drug experiment, with
perhaps additional baggage stemming from his involvement in FDA’s controversial
and largely unsuccessful effort to regulate tobacco.”

Did Pilot Drug’s psychedelic and medical marijuana policies contribute to its demise?
 Nothing in the analysis of the establishment, operation and dissolution of Pilot

879 Food and Drug Administration Modernization Act of 1997. 

880Sec. 103 (f) (3) of the Act provides in excess of $100 million per year from 1998-2002.

881Sec. 101 (4) and Sec. 104.

882Sec. 107.  The amendments made by Sections 102 and 103 cease to be effective October 1, 2002.

883Secs. 111—422. FDA has called these provisions “the most wide-ranging reforms in agency practices

since 1938. Provisions include measures to accelerate review of devices, advertising unapproved uses of

approved drugs and devices, health claims for foods in agreement with published data by a reputable public

health source, and development of good guidance practices for agency decision-making.” FDA CDER

Timeline: Chronology of Drug Regulation in the United States.

http://www.fda.gov/cder/about/history/time1.htm

884personal communication, Dr. Woodcock, June 8, 1999. 
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Drug supports the contention that its approval of psychedelic and medical marijuana
research contributed to its demise.  Dr. Woodcock explicitly stated that the dissolution of

Pilot Drug had nothing to do with its work on psychedelics or marijuana.885 Dr. Lumpkin
offered a similar denial, stating that Pilot Drug’s renewal of psychedelic and medical
marijuana research played no role in its elimination. He further noted that the policies
established by Pilot Drug toward the review of psychedelics and marijuana, namely that
protocols be reviewed in a manner similar to the way FDA reviews all other drugs,  is still

intact and there has been no change in these policies since the elimination of Pilot Drug.886

 This view was supported by Dr. Wright, who agreed that the demise of Pilot Drug
“wasn’t related in any way to hallucinogens,” though he allowed that perhaps Pilot Drug’s
actions on tobacco may have  created some animosity toward Pilot Drug that contributed to

the decision to dissolve it.887 Dr. Temple, another opponent of Pilot Drug, also shared the

view that the “closing of Pilot Drug had absolutely nothing to do with psychedelics or

marijuana research.We support science around here.”888  Dr. Lumpkin also emphasized
that  FDA’s focus on scientific research governs its policies toward all drugs that may have

therapeutic potential.889  These statements by Dr. Temple and Dr. Lumpkin  illustrate both
their personal and FDA’s organizational commitment to seek wherever possible to prioritize
scientific research over political concerns regarding the conduct or outcome of research.

In 1999, Dr. Wright reflected on the 1992 Drug Abuse Advisory Committee
meeting that established Pilot Drug’s policies toward psychedelic research. He commented,
“The purpose of the Advisory Committee was to ask whether there was anything special
about hallucinogens, anything intrinsically different, to make research with these drugs be

reviewed differently from other drugs. The answer was no.”890  The Advisory
Committee’s ratification of Pilot Drug’s approach resulted in the first formal endorsement
of the resumption of psychedelic research since Congress held hearings in 1966
condemning LSD research. Pilot Drug had succeeded in establishing the policy framework 

885personal communication, Dr. Woodcock, June 8, 1999. 

886personal communication, Dr. Lumpkin, February 18, 2000.

887personal communication, Dr. Wright, March 8, 1999.

888personal communication, Dr. Temple. March 18, 1999.

889personal communication, Dr. Lumpkin, February 18, 2000.

890personal communication, Dr. Wright, March 8, 1999.
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for the review of future research protocols.
 Mr. Hutt offered the view that the changes at FDA regarding psychedelic and

marijuana research were not driven by external pressure or by high-level internal decisions
but by the personal attitudes of Drs. Harter, Wright and Spyker, by a few individuals who
were able to work together to develop a new policy. Mr. Hutt  observed that these
decisions were relatively cost-free in that they did not generate much external or internal
pressure on FDA.  Mr. Hutt felt that Pilot Drug’s approval of psychedelic research
probably hardly even attracted the attention of FDA Commissioner Kessler. Dr. Spyker
also attributed  the renewal of psychedelic and marijuana research under Drs. Harter,
Wright and himself not to a grand plan directed from above, but to Dr.Harter’s vision and
Dr. Peck’s strong support for Dr. Harter.

The Legacy of Pilot Drug for Psychedelic Research
  Dr. Woodcock remarked that  she and Dr. McCormick both believe that the FDA

should review research with Schedule I drugs in a manner consistent with FDA’s review of
all other drugs, explicitly endorsing the policy established by Pilot Drug  and the 1992 
Drug Abuse  Advisory Committee. In Dr. Woodcock’s opinion,  Dr. McCormick does not
share Dr. Leber's philosophy of drug review or his antagonism towards research with
Schedule I and II drugs. Dr.Woodcock further noted that, with the passage of time, FDA
and the culture in general have become more sympathetic to the plight of drug addicts and
more aware that drugs with addictive potential can also have therapeutic potentials. 

Dr. Lumpkin offered a benign explanation for Dr. McCormick’s two year refusal to
review Dr. Russo’s medical marijuana protocol. According to Dr. Lumpkin, Dr.
McCormick’s decision not to review marijuana protocols unless NIDA had previously
agreed to supply the drug was an FDA staff resource allocation issue and not a reluctance to
approve research with marijuana. From FDA’s point of view, there was little reason to
review a protocol when the supply of the test drug was uncertain.  Since NIDA was the
only legal source of marijuana, FDA could be wasting valuable staff time if it approved a
protocol only to have NIDA refuse to supply marijuana. When pressed, FDA agreed to
review the protocol but this was not a reversal of any antagonism toward marijuana

research.891 
Dr. Woodcock also pointed out that the reorganization of the Office of the

Commissioner (effective June 20, 1999, several days after our interview) shifts FDA’s
responsibilities for the scheduling of  controlled substances into her office from the

Commissioner's office.892 [current organizational chart, prior page] Dr. Woodcock

891personal communication, Dr. Lumpkin, February 18, 2000.

892The June 18, 1999 memo, Explanation of the Office of the Commissioner Reorganization, states, “The

Office of Health Affairs will be abolished. Some of its functions (health assessments, patent term

restorations, and scheduling of controlled substances) are being reassigned to the Center for Drug Evaluation
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thought that locating the responsibility for the scheduling and rescheduling of controlled
substances in the same office that already reviews research protocols and New Drug
Applications (NDAs) for these drugs would facilitate the exploration and development of

the medical uses of psychedelics and marijuana.893 
On February 16, 2000, Dr. Woodcock announced the establishment of the new

Controlled Substances Staff (CSS),  operating out of the CDER Director’s office and
assuming functions that had previously been the responsibility  of the Office of Health

Affairs in the Commissioner’s Office.894 The CSS will also take over from the DACCADP
the primary responsibility for reviewing non-therapeutic Phase I studies with psychedelics

and marijuana.895 While it is too early to know for sure whether the CSS will remain open
to Phase 1  studies with psychedelics and marijuana, every indication is that this will indeed
be the case.

As psychedelic and medical marijuana research develops, the protocols will
increasingly focus on therapeutic applications.  As the specific patient populations and
disease states to be studied move outside of the areas of expertise of DACCADP’s staff,
the DACCADP will begin to share the review of INDs and NDAs with FDA personnel in
other divisions. The DACCADP will continue to play the primary role in reviewing
research using psychedelics or marijuana for the treatment of pain and in the treatment of
substance abuse. In the early 1990s, the pioneering attitude necessary for the renewal of
psychedelic and medical marijuana research existed initially in Pilot Drug and was largely
carried forward by DACCADP. It will soon be determined whether psychedelic and
medical marijuana research can flourish throughout FDA.

and Research (CDER).”  The reorganization became effective 6/20/1999.

http://www.fda.gov//oc/reorg/june1999.html

893personal communication, Dr. Woodcock, June 8, 1999. 

894The February 16, 2000 memo sent to FDA review staff stated, “This is to announce the formation of a

Controlled Substances Staff (CSS) reporting to the Office of the Director, CDER.  This new staff will

serve as a focal point for all activities related to the domestic and international control of drugs and

substances.  The CSS will now be responsible for the abuse liability evaluations previously assigned to the

Division of Anesthetic, Critical Care, and Addiction Drug Products (DACCADP) and formulating

recommendations for drug scheduling under the U.S. Controlled Substances Act.  They will also serve as

the Agency focus of activities in this area, a function previously performed by staff in the FDA Office of

Health Affairs.  I am pleased to announce that Deborah Leiderman, M.D. has assumed the position of

Director of the CSS.  Dr. Leiderman is a board-certified neurologist who joins the FDA from NIDA.  She

will be joined on the new staff by Mike Klein, Silvia Calderon, and Corinne Moody whom many of you

already know from their excellent work in DACCADP. Jim Hunter of the Executive Operations Staff is

also providing staff support during this time of transition.” 

895personal communication, Dr. Cynthia McCormick, June 2, 2000.
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Conclusion
Pilot Drug was not dissolved due to its policies and actions regarding psychedelic

and medical marijuana research. Neither was it eliminated due to systemic failures or errors
in its practices,  as indicated by its performance on standardized measures. Rather, Pilot
Drug was dissolved primarily because the need for its non-hierarchical model, which was
fundamentally at odds with standard FDA practices, had essentially disappeared once FDA
became able to hire more staff as a result of the increased income that flowed from the
passage of the Prescription Drug User Fee Act of 1992.  Ironically, while Pilot Drug
existed, its work creating the regulatory framework for the renewal of psychedelic and
marijuana research was among its least controversial activities. 

This analysis lends support to the conclusion that there are few inherent internal
obstacles at FDA to the pursuit of research into the therapeutic applications of psychedelic
drugs and marijuana, or to the possibility of prescription approval should sufficient
research demonstrating safety and efficacy be presented to FDA.  A variety of indicators
support this view. Among them are 1) FDA’s institutional mission, supportive of research
into all potential medicines,  including Schedule I drugs, 2)  the personal values of senior
FDA officials, as expressed in their interviews, favoring science over politics  3)  the
analysis in Chapter 3 which demonstrates that Pilot Drug was not eliminated and Dr.
Wright was not passed over for promotion due to the renewal of psychedelic and medical
marijuana research, 4) evidence from the 1994 exchange of letters between FDA and DEA
over medical marijuana research,  5) DACCADP’s commitment to approve the testing of
MDMA in cancer patients, 6) DACCADP’s 1999 approvals of a study evaluating the
therapeutic use of psilocybin to treat patients with obsessive-compulsive disorder  as well
as a study using mescaline to study brain function with PET scanners, 7) the actions of
DACCADP in the summer of 1999 regarding the approval of Dr. Russo’s medical
marijuana protocol despite NIDA’s decision not to provide marijuana to the study, 8)
FDA’s Office of Orphan Products Development’s approval of Orphan Drug status for
marijuana for AIDS wasting,  and last but not least,   9) the legacy of Pilot Drug and the
1992 Drug Abuse Advisory Committee’s recommendations. These internal factors suggest
that the  policies established by Pilot Drug have been endorsed by senior FDA management
and have become institutionalized. 

Both by rhetoric and by recent action, the FDA policy towards psychedelic and
marijuana research that was established by Pilot Drug seems to have informed and guided
current decision-making.  The policy basis and precedent for renewed psychedelic and
medical marijuana research established under Pilot Drug makes future FDA openness
toward such research more likely than it would be if the Pilot Drug experiment had not
taken place, if only because it resides in organizational memory and provides formal
justification for officials inclined to permit such research in the future.

A confluence of external factors also seem to be developing that may provide
support to sustain the continuation of Pilot Drug’s open but careful policies toward
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psychedelic and medical marijuana research. These factors include 1)  external pressure for
medical marijuana research from the public, as expressed at the ballot box in state medical
marijuana initiatives, 2) support for medical marijuana research (as opposed to ballot
initiatives) expressed in the rhetoric of political leaders of both parties, 3)  increased
support for research into alternative medicines, 4) the gradual development of psychedelic
research outside the United States which establishes evidence of safety,  and  5) the lack of
substantial external pressure on FDA against psychedelic and medical marijuana research.

Problematic factors remain 1) the controversial nature of the research, 2) the
potential for unexpected adverse effects in clinical trials, 3) the lack of funding, 4) the
shortage of qualified researchers willing to enter this field,  and 5) the inherent difficulties
involved in conducting rigorous treatment studies with psychedelics and marijuana. 

It remains unclear which policies FDA will adopt in the future, or how the field of
psychedelic and medical marijuana research will develop. Parts 2 and 3 of this dissertation
seek to establish a map of the possible future. Chapters 4 and 5 focus on the design of the
large Phase III studies that will be needed to provide FDA with evidence regarding the
safety and efficacy of the use of psychedelics and marijuana in the treatment of a variety of
clinical indications. Chapter 6 assumes that data proving the safety and efficacy of at least
one psychedelic drug for at least one clinical indication has been submitted to FDA,  and  

proposes an optimal regulatory framework for the prescription use of psychedelics.
Perhaps this map will help inform the decisions that are going to be made in the years to
come.  
                                                         

                                                           Epilogue 

On July 11, 1996, Dr. Harter passed away. Ms. Tyson noted that his age
discrimination lawsuit against FDA was still ongoing when he died. She settled it after his
death. This was “a bitter way to end a career, especially one that had been so productive.”

On January 2, 1997,  an application to the Ford Foundation- Kennedy School
Innovations in American Government program was submitted by William Hubbard, FDA
Associate Commissioner for Policy Coordination,  with  sign-off by FDA Commissioner
David Kessler. The preliminary application claimed three basic innovations that FDA
thought worthy of consideration, all of which had been formally implemented in 1992; 1)
System of prioritizing drugs based on medical benefits, 2) Novel procedure for accelerating
approval for drugs that treat serious and life-threatening conditions – the use of surrogate
endpoints, and 3) User fees.

 On April 24, 1997,  FDA submitted a revised application after having been chosen
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as a semi-finalist. The application was submitted by William Hubbard, with sign-off by
HHS Secretary Donna Shalala,  and Dr. Michael Friedman, FDA lead deputy
commissioner. The order of innovative items was reversed, with the users fees first,
accelerated approval- surrogate endpoints second, and the ranking  of drugs based on
medical benefits as a method of  expediting review was listed third.

On July 10, 1997, Prof. Jack Donahue conducted a site visit, and came away
impressed with the changes at FDA that PDUFA had brought about. He wrote that these
changes included,  “systematic prioritization, a project-management system, formal
timelines and tracking, and more intensive interaction with the drug companies at all levels.”
It appears from information in the Innovation program files that Prof. Donahue was not told
about Pilot Drug and its pioneering effort to bring to FDA the project management system,
more intensive interaction with drug companies, or its remarkable brand of creative
innovation and  anti-hierarchical, organizational restructuring. Shortly after Prof. Donahue’s
visit, FDA CDER received a 1997 Innovations in Government Award.

Dr. Janet Woodcock, Director of CDER,  was aware of  CDER’s Innovation
Award.  In a June 1999 interview, she noted that the FDA staff who wrote the original
application to the Innovations in American Government program did not consult her or
CDER management, which didn't get involved until the second draft  was required for the
semifinalist round. Dr. Woodcock thought that the innovation of PDUFA was not a genuine
innovation, but perhaps was seen as such because it provided more staff and offered
benchmarks that were simple to quantify (reduced review times).

Ms Van Hoose, an ex-Pilot Drug staffer now in FDA’s Office of the Commissioner,

observed “PDUFA squashed efforts at innovation by pouring resources into FDA.”896 She
reported that after Pilot Drug was dissolved, Dr. Harter told the staff, “You have to go out

and be missionaries.”897  Endorsement of the innovations resulting from the Pilot Drug
experiment by some of the strongest opponents of the formal experiment, and decisions to
continue or mainstream some of the innovations suggest that this has occurred.

896personal communication, Ms. Van Hoose, March 16, 1999.

897personal communication, Ms. Van Hoose, March 16, 1999.
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                                                         CHAPTER 4  
REGULATORY, ETHICAL AND METHODOLOGICAL ISSUES 

IN PSYCHEDELIC RESEARCH

 Congress has expressly given the FDA the regulatory authority to review for
possible approval all proposed clinical trials investigating the potential risks and benefits

associated with the medical uses of psychedelics and marijuana.898 FDA also has been
given the responsibility to evaluate all the data gathered in these clinical trials to determine if

applications for the prescription use of these drugs should be approved.899 As Chapters 1-3
have demonstrated, the issue of whether such research should take place at all has recently
been answered in the affirmative by the FDA as well as by several corresponding regulatory
agencies around the world. As research is gradually conducted, the task of evaluating the
data generated will be complicated by challenging methodological issues and passionately
divisive political controversy. In order to protect and promote the health and safety of
research subjects, patients, and the general public, a variety of difficult regulatory, ethical
and methodological issues need to be examined carefully.  Chapters 4-5 are a contribution
toward that effort.   

 In order to focus the analysis, Chapters 4-5 concentrate on a thorough review of
issues related to the design of psychedelic psychotherapy research protocols and the
standards of proof utilized to evaluate that research. Medical marijuana research is discussed
but not systematically evaluated, although many of the issues covered in Chapters 4-5 are
relevant to the regulatory review of the medical uses of marijuana. In discussing the medical
uses of psychedelics, the term “psychedelic psychotherapy” will be used to mean the
combination of a specific psychedelic drug administered within a specific psychotherapeutic
context.  Research with one form of psychedelic psychotherapy will not be assumed to
generalize to other forms. 

The analysis of regulatory, ethical and methodological issues conducted in Chapter 4
results in the conclusion that essentially the same standard of proof and associated protocol
designs that FDA uses to review other drugs for possible prescription use are sufficiently
rigorous for the review of the possible prescription use of psychedelics and marijuana. This
conclusion is similar to the 1992 recommendation of FDA’s Drug Abuse Advisory
Committee, which led to the establishment of FDA’s currently-held policy regarding criteria
for the review of research protocols with psychedelic drugs and marijuana. 

In Chapter 5,  political factors that may necessitate more complex protocol designs
and a higher standard of proof are taken into account. Chapter 5 includes a critical evaluation
of all currently-approved psychedelic psychotherapy research protocols and proposes an

898Kefauver-Harris Amendments of 1962 to the 1938 Food, Drug, and Cosmetic Act. 87 P.L. 781; 76

Stat. 780. October 10, 1962;  also Federal Food, Drug, and Cosmetic Act of 1938. 75 P.L. 717; 75 Cong.

Ch. 675; 52 Stat. 1040. June 25, 1938.

899Ibid.
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enhanced design for any large-scale trials of the safety and efficacy of psychedelic
psychotherapy.  The economic implications of this enhanced design are evaluated and
determined not to impose an unreasonable burden on sponsors of research into potential
medical uses of psychedelics or marijuana.

Regulatory and Ethical Issues: The Standard of Proof 
 One of the major regulatory policy issues associated with psychedelic

psychotherapy research concerns what standard of proof should be used for decisions
related to the potential approval of a psychedelic drug for prescription use. The usual
standard of proof used by FDA is whether a drug has been shown to be more effective than
an inactive placebo in treating symptoms or curing a disease. The issue with psychedelic
psychotherapy research is whether psychedelic drugs, all of which have been classified by

the Controlled Substances Act as having a “high potential for abuse,”900 should be held to a
higher standard as a result of their abuse potential. 

One standard would be to insist that a psychedelic drug be approved only if
comparative studies testing it against a drug already approved for the same clinical indication
show it to be equivalent in efficacy to the already approved drug. An even higher standard
would be to require that psychedelic psychotherapy be proven equivalent not just to any
approved drug for the same clinical indication,  but to what is generally considered to be the
most effective approved drug for that condition, if there is such a clear leader among the
relevant approved drugs. The highest standard would be to require psychedelic
psychotherapy to be superior to all currently available treatments. Policies regarding
standards of proof will have a direct impact on the question of protocol design for efficacy
studies.

The determination of the appropriate standard of proof for psychedelic
psychotherapy also has several ethical dimensions. These are of general applicability and
also apply to psychedelic psychotherapy research design and evaluation. The use of a
standard of proof comparing psychedelic psychotherapy against placebos may give patients
and their physicians a larger choice of approved medications than would the use of higher
standards of proof. Narrowing choice through the use of higher standards will restrict
treatment options and negatively impact some subsets of patients. Another issue that cuts the
other way is that it may be unethical in certain circumstances to randomize patients to
placebo control groups,  especially when approved treatments already exist for the clinical

indication being studied, even if the treatments are of marginal efficacy.901  902 If and when

900 Sec. 202 (b) (1) (A), Controlled Substances Act of 1970. 91 P.L. 513; 84 Stat. 1236. October 27,

1970. 

901Rothman K, Michels K. The continuing unethical use of placebo controls. N Engl J Med 331 (Aug

11, 1994) 6:394-8.

902Lieberman J, Stroup S, Laska E, Volavka J, Gelenberg A, Rush J, Shear K, Carpenter W.  Chapter 2-
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the use of placebo control groups in psychedelic psychotherapy research protocols is
determined to be unethical, different protocol designs will be needed and a different standard
of proof will be required.   

Methodological Issues in Protocol Design
Evaluating the safety and efficacy of psychedelic psychotherapy research raises a

variety of methodological issues. The primary methodological difficulty stems from the
subjective effects of psychedelics, which provide both subjects and experimenters ample
opportunity to guess accurately at a rate much better than chance whether subjects received
either the test drug or a placebo. These subjective clues compromise the ability of the
researchers to conduct an effective single-blind study, in which the subjects are unaware of
whether they received the test drug or placebo, or double-blind study, in which both the
subjects and the experimenters are unaware of whether test drug or placebo was
administered. The difficulties in conducting a double-blind study with psychedelics create a
vexing methodological issue complicating the choice of appropriate control groups for
psychedelic psychotherapy efficacy studies.

This chapter includes a discussion of the history and purpose of the double-blind
research design. The weaknesses in the implementation of the double-blind methodology
even in conventional psychiatric research with standard pharmacological agents for the
treatment of psychiatric indications is reviewed.  The difficulties in conducting a successful
double-blind study of psychedelic psychotherapy are highlighted through a review of past
research and an evaluation of the informed consent forms of all currently approved studies
designed to investigate the therapeutic potential of psychedelics. Counterproductive aspects
of the double-blind method when applied to psychedelic psychotherapy are discussed, as are
claims that there has been an overreliance on the double-blind method in drug development.
Alternatives to double-blind methodology are proposed.

Another challenging methodological issue involves the need to evaluate the
contribution of both pharmacological and non-pharmacological psychotherapeutic process
components involved in psychedelic psychotherapy. FDA has no regulatory authority over
the practice of psychotherapy and thus may have little or no experience reviewing and
evaluating psychotherapeutic techniques. With psychedelic psychotherapy, the therapeutic
approach within which the psychedelic drug is administered is an important variable that

may have a substantial impact on therapeutic outcome.903 As a result, the non-
pharmacological psychotherapeutic technique must be scientifically standardized and its
impact evaluated to the extent possible. The dual nature of the treatment involving both the

Issues in Clinical Research Design: Principles, Practices, and Controversies. in (ed.) Pincus H, Lieberman

J, Ferris  S.  Ethics in Psychiatric Research- A Resource Manual for Human Subjects Protection.

Washington, DC:  American Psychiatric Association, 1999: 23-60.

903Grof S.  LSD Psychotherapy.New York: Hunter House, 1980.  see also Naranjo C. The Healing

Journey- New Approaches to Consciousness.New York: Pantheon-Random House, 1973.
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psychedelic drug itself and an associated therapeutic approach suggests the benefits of a
renewed collaboration in the review of psychedelic research protocols between FDA and the
National Institute of Mental Health (NIMH), which has previously supported research into
the comparative effectiveness of several different forms of psychotherapy and

pharmacotherapy in the treatment of depression.904

Standard of Proof For Determining Efficacy 
 The FDA generally requires evidence of efficacy from at least two “adequate and

well-controlled clinical investigations” in which the test drug is compared to any of a variety
of control conditions, with the minimum requirements involving an inactive placebo

control.905 Congress has left it to the FDA to determine just how an adequate and well-

controlled trial is to be designed. 906  In practice, the FDA most frequently bases its decision
whether or not to approve a drug for marketing on data about a drug’s safety and efficacy
that have been gathered through the use of randomized, double-blind, placebo-controlled

studies.907 As one regulatory official has stated, “ For many years, the gold standard for
demonstrating the efficacy of new therapeutic agents has been the double-blind, placebo-

controlled clinical trial.” 908 
The “adequate and well-controlled clinical investigations” required by FDA generally

do not need to demonstrate that the new drug is as effective as or more effective than other
drugs already on the market. The standard for approval is usually measured against the
disease, not against alternative treatments, with the drug needing simply to be more effective

than a placebo.909 FDA regulations state, “the test drug is compared with an inactive
preparation designed to resemble the test drug as far as possible. A placebo-controlled study
may [but need not] include additional treatment groups such as an active treatment control or

a dose comparison control.”910  Dr. D.J. Lyons, Irish Medicines Board, commented on the

904Elkin I, Parloff M, Hadley S and Autry J. NIMH Treatment of Depression Collaborative Research

Program. Background and research plan. Arch Gen Psychiat42 (Mar 1985) 3:305-16.

905See  21 CFR 314.126.  Adequate and well-controlled studies. Part 314 --Applications for FDA

Approval to Market a New Drug, Subpart D- FDA Action on Applications and Abbreviated Applications. 

906See also Campbell D, Stanley J. Experimental and Quasi-Experimental Designs for Research.Boston:

Houghton Mifflin, 1963;  and Regelman R, Hirsch R. Studying a Study and Testing a Test: How to Read

the Medical Literature. Second Edition Boston: Little, Brown and Co., 1989.

907FDA has approved drugs for marketing based entirely on data gathered from published literature. FDA

Guidance for Industry. Providing Clinical Evidence of Effectiveness for Human Drug and Biological

Products:19.

908Lyons D. The Use and Abuse of Placebo in Clinical Trials. Drug Info  J 33 (1999) 1: 261. 

909Wardell W, Lasagna L. Regulation and Drug Development. Washington, DC. American Enterprise

Institute for Public Policy Research, 1975:40.

91021 CFR 314.126 (b) (2) (i).
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differences between US and European standards, noting, “The Food and Drug
Administration is commonly understood to require demonstrations of efficacy in placebo-
controlled trials in circumstances where ethically possible, and has traditionally laid greater

emphasis on requiring placebo-controlled studies than has been the case in Europe.”911 
In certain limited circumstances, when a drug makes a direct and relatively

immediate contribution to preventing mortality or irreversible morbidity, FDA can insist that
a new drug be approved only if there is evidence of equivalent efficacy to standard

medications.912 913 Though comparative trials are rarely needed to obtain approval for
marketing,  physicians and health insurance organizations may need to see the results of
comparative trials before being willing to replace medications they already use with a newly

approved medication. 914 Comparative trials are more common in Europe than in the US, in
part because the many national health care systems throughout Europe want comparative
data to aid in pharmacoeconomic decisionmaking concerning which drugs to purchase.

Data from two independent trials, rather than just one, are generally required as the
basis for FDA approval. All clinical trials are subject to bias, so requiring two independent
trials rather than just one reduces “the chances that a biased, chance, site-specific or

fraudulent result will lead to an erroneous conclusion that a drug is effective.”915 916

911Lyons D: 264.

912personal communication, Dr. Murray Lumpkin, Deputy Center (CDER) Director for Review

Management, February 18, 2000.

913Comparative trials in humans assessing bioequivalence may be required to compare generic drugs to the

drugs for which they are meant to substitute.  New clinical trials are not required to compare equivalence in

the underlying data supporting safety and efficacy.  Organization of an ANDA (Abbreviated New Drug

Application). FDA Guidance to Industry. February 1999.  http://www.fda.gov/cder/guidance/index.htm

914ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials, Released for Consultation

at Step 2 of the ICH process on May 7, 1999.  Section 2.1.7.4 No Comparative Information, states,

“placebo-controlled trials lacking an active control give little useful information about comparative

effectiveness, information that is of interest in many circumstances. Such information cannot reliably be

obtained from cross-study comparisons, as the conditions of the studies may have been quite different.

915Providing Clinical Evidence of Effectiveness for Human Drug and Biological Products. FDA Guidance

to Industry.  May 1998: 5.  http://www.fda.gov/cder/guidance/1397fnl.pdf

916Several interesting new approaches for the conduct of Phase 3 trials have recently  been proposed. Josef

Hogel. Ph.D. and Wilhelm Gaus, Ph.D., University of Ulm, Germany, have proposed that  the perceived

need of a regulatory agency to verify the results presented to it by self-interested pharmaceutical companies

leads to “excessive documentation and to costly monitoring and auditing costs, which are intended to ensure

the credibility of the results.” They cite K.R. Popper and propose that a more socially efficient process

would require the initial Phase 3 trials to be conducted by the pharmaceutical companies, with

“confirmatory trials [conducted] independent of the sponsor and supervised by the regulatory bodies.” They

do, however, note that whether, “the increase in the power and responsibility of the regulatory bodies that
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However, the FDA Modernization Act of 1997 does give FDA the authority to approve a
drug if the proof of its effectiveness is based on a minimum of one “adequate and well-
controlled clinical investigation and confirmatory evidence (obtained prior to or after such

investigation).”917  The instances where one large-scale trial may be considered sufficient
are usually those in which the study was rigorously well-controlled so that  “the possibility
of bias due to baseline imbalance, unblinding,  post-hoc changes in analysis,  or other

factors is judged to be minimal.”918 Such studies are usually conducted in a patient
population suffering from a serious condition for which there were no or only minimally
effective and/or safe alternative medications,  where the “ trial demonstrated a clinically
meaningful effect on mortality, irreversible morbidity, or prevention of a disease with a

potentially serious outcome,”919  with beneficial outcomes that “reflect a clear prior

hypothesis documented in the protocol.”920  Furthermore,  replication of such a study
would usually present ethical problems associated with the randomization of some patients
to a placebo control group after the initial trial had already developed substantial evidence
supporting the efficacy of the new drug.  However, “a single favorable study among several
similar attempts that failed to support a finding of effectiveness would not constitute

persuasive support.” 921

Does High Abuse Potential Require Higher Standards of Proof?

would be involved would be of benefit or otherwise is a question that can only be speculatively answered at

the moment.” Hogel J, Gaus G.  The Procedure of New Drug Application and the Philosophy of Critical

Rationalism or The Limits of Quality Assurance with Good Clinical Practice.  Contr Clin Trial20 (1999):

513-519. An alternative proposal suggesting instead the enrolling of more patients in confirmatory trials is

offered in Darbyshire J. Confirmatory Trials- A New Approach? Contr Clin Trial 20 (1999): 567-568. Yet

another proposal by Drs. Palmer and Rosenberger discusses the potential benefits and ethical advantages that

can be derived from the constant analysis of data as soon as it is generated, rather than waiting either for

certain milestones to be reached or the trial to be completed, along with the application of sequential

stopping rules, Baysian, and adaptive designs. The purpose of such constant monitoring is to determine at

the earliest moment if and when the data that are being generated permit reliable conclusions to be drawn

about the outcome of the study, without the need to complete the study.  Drs. Palmer and Rosenberger

note, “In realization of the ethical shortcomings of totally ignoring the accruing data, conventional trials

have adopted data and safety monitoring boards to interrupt an ongoing trial if they judge it ethically

appropriate to do so.” Palmer C, Rosenberger W. Ethics and Practice: Alternative Designs for Phase III

Randomized Clinical Trials. Contr Clin Trial 20 (1999): 172-186.

917Sec 115 (a) Clinical Investigations.  FDA Modernization Act of 1997.

918Providing Clinical Evidence of Effectiveness for Human Drug and Biological Products: 6.

919Ibid., 13.

920Ibid., 6.

921Ibid., 6.
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In 1992, the Pilot Drug’s Drug Abuse Advisory Committee evaluated the question of
whether the review of IND applications to study Schedule I drugs should be judged on a
different standard than other IND applications. Near the end of the open session, Dr. Curtis
Wright, Medical Review Officer, Pilot Drug,  stated “I have not heard anything that leads
me to believe that this is a qualitatively different kind of research than the rest of research
that we do with other agents, especially agents that act on the brain.” The Acting Chair of
the Advisory Committee, Dr. Richard Meisch, concurred, “Speaking for myself, I agree

with your assessment.”922 The other members of the Advisory Committee agreed that the
risks of psychedelic drugs, when used within an FDA-approved and IRB-approved clinical
research setting, were not necessarily greater than the risks of other drugs reviewed by
FDA. The outcome of the meeting was that the Advisory Committee voted to recommend
that the normally rigorous standards applied by FDA to the review of research with other
drugs be considered sufficient for the regulation of research with psychedelic drugs. FDA’s
Pilot Drug staff accepted the recommendation and began immediately acting upon it,
approving that afternoon in the closed session a Phase I dose-response study of MDMA to

be conducted by Dr. Charles Grob at UC Irvine.923

 In the eight years since the recommendation of the Advisory Committee was
adopted by FDA, nothing in the subsequent conduct of research with Schedule I drugs has

called that decision into question.924 Furthermore, FDA’s policy as it related to medical
marijuana research was reaffirmed in 1994 by the Director of the Office of National Drug

Control  Policy, 925 and  its policy in relation to both medical marijuana and psychedelic

research was reaffirmed in 1999 by Dr. Janet Woodcock, CDER Director.926  
If the policy established for the regulation of research with psychedelic drugs were

to be extended to the possible future review of NDAs for the prescription use of
psychedelics, the same standards that apply to the approval of other drugs would be
considered sufficient for the approval of psychedelics. Whether or not the same standards
should apply turns in large part on whether the medical use of psychedelics as controlled
prescription medicationscan be effectively regulated to minimize misuse, abuse and

diversion.927 If the abuse potential of psychedelics as prescription medicines can be

922Transcript of the Drug Abuse Advisory Committee, 23rd Meeting, Volume 11, Open Meeting, July 15,

1992: 78.

923Grob C, Poland R, Chang L, Ernst T. Psychobiologic effects of 3,4-methylenedioxymethamphetamine

in humans: methodological considerations and preliminary observations. Behav Brain Res 73 (1996) 1-

2:103-7.  

924personal communication, Dr. Wright, March 8, 1999; personal communication, Dr. Janet Woodcock,

June 8, 1999.

925Brown L. Director, Office of National Drug Control Policy. Letter to DEA Administrator Tom

Constantine. July 5, 1994.

926personal communication, Dr. Janet Woodcock, June 8, 1999.
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substantially controlled,  either by some or all of the current set of regulations governing the
prescription use of other Schedule II drugs or by regulatory mechanisms FDA has used for
other medications, then the application of the same standards of proof used for the approval
of other drugs may be appropriate for the approval of psychedelics as medicines.

To evaluate whether the high abuse potential of psychedelics as controlled
prescription medicationsis fundamentally different than the abuse potential of all other
Schedule II medications,  it is essential to take into account that the medical use of
psychedelics would be as an adjunct to psychotherapy. Psychedelic medicines are intended
to be administered under the direct supervision of a physician or therapist. They will not be
prescribed as take-home drugs to be self-administered on a daily or any other basis. This
dramatically reduces the abuse potential of these substances as prescription medications (and

also reduces the risks to patients in clinical trials).928 Diversion by patients will be virtually
a non-issue, since patients would be required to consume the medications that are prescribed

for them while they are under the direct supervision of their therapist.929 Diversion by

927Joranson D. Guiding Principles of International and Federal Laws Pertaining to Medical Use and

Diversion of Controlled Substances. in (eds.) Cooper J, Czechowicz D, Molinari S. Impact of Prescription

Drug Diversion Control Systems on Medical Practice and Patient Care. NIDA Research Monograph Series

#131. Washington, DC, NIH Publication #93-3507. 1992: 18-34.

928Some fraction of patients who are first exposed to psychedelics in the context of medical treatment

might subsequently be motivated to purchase these drugs on the black market for non-medical purposes.

This has not, however, been reported as a problem associated with the psychedelic psychotherapy research

conducted in the 1950s and 1960s. One factor limiting this possibility is that psychedelic psychotherapy

involves the confrontation, acceptance and integration of challenging emotions and insights, reducing the

association of psychedelics with “fun.” Similarly, the use of synthetic narcotic painkillers in childbirth does

not seem to have generated a subsequent demand for the use of these drugs non-medically. In a study of

11,882 patients who received morphine for control of pain related to cancer, only 4 subsequently became

addicted (Chapman C, Hill C. Prolonged morphine self-administration and addiction liability. Cancer 63

(1989):1636-1644.)  If some psychedelic psychotherapy patients do seek out black market supplies, their

prior medical use of psychedelics in a context of trained therapists working in a safe, protected environment

will at least have demonstrated the value of carefully chosing the set and setting.  The converse

phenomenon is also possible, since in the absence of a legal context for psychedelic psychotherapy some

people may seek out psychedelics from the black market for purposes of self-medication, taking these drugs

in riskier settings. While difficult to estimate, the harmful consequences resulting from patients seeking out

black market supplies of psychedelics for non-medical uses after receiving professional care are not likely to

be large. 

929It is possible to divert drugs that are administered for immediate consumption, as happens sometimes

with single doses of methadone. The diversion of psychedelics, where patients would be expected to remain

for hours after dosing, would be much more difficult than the diversion of methadone, where patients go to

the clinic to pick up their dose and then depart.  Inciardi J. Methadone Diversion: Experiences and Issues.

NIDA Services Research Monograph Series. Washington, DC, U.S. Government Printing Office, 1977. 
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manufacturers and distributors can be substantially eliminated in the same manner as
diversion of all other Schedule II drugs is controlled, through the close monitoring of

inventories.930 Diversion by pharmacists and physicians can also be controlled through

existing methods,931 as well as though the use of a system to be proposed in Chapter 6 for

distribution only through the mail with records kept of each patient treated.    
More important than the issue of diversion is whether the misuse of these drugs by

physicians can be controlled so that physicians can in actual practice safely administer these
drugs to their patients. While the FDA will not approve these drugs unless they have been
safely and effectively administered to patients in the context of Phase III clinical trials, the
prescription use of medicines generally ends up being much less controlled than the use of
the same medications in the context of clinical trials. For psychedelic psychotherapy, a
series of regulatory mechanisms can be put into place that will substantially enhance the
likelihood that the physicians who prescribe these drugs will do so with a high degree of
safety and circumspection. How these regulatory mechanisms will be designed,
implemented and enforced will be the topic of Chapter 6. They will be mentioned here only
in passing. They include educational and training requirements for all physicians interested
in prescribing these drugs to their patients,  limited distribution by mail through one central
pharmacy to ensure that only physicians with special licenses can prescribe these drugs,

minimum standards for the physical facilities in which these drugs can be prescribed,932

minimum staffing requirements for these facilities,  required educational  programs for all
staff with direct patient contact, limitations on advertising,  and a national registry of patients
who receive psychedelics so that follow-up outcome studies can be conducted into the long-
term effects of the treatments. 

Whether a convincing case can be made that these measures are practical, effective,
and feasible to implement is addressed in Chapter 6. Assuming that such a case can be
made, it is likely that the abuse potential of psychedelics as prescription medicineswould be
no greater, and perhaps less than,  other Schedule II drugs. Therefore,  the abuse potential

930 The DEA’s Automation of Reports and Consolidated Order Systems (ARCOS) track the manufacture

and distribuition of controlled substances intended for medical uses. According to G. Thomas Gitchel,

Chief, Liason and Policy Section, Office of Diversion Control, DEA, “”tight access and accountability

controls at the wholesale level have all but eliminated diversion at that level.” Gitchel G. Existing Methods

to Identify Retail Drug Diversion. in (eds.) Cooper J, Czechowicz D, Molinari S. Impact of Prescription

Drug Diversion Control Systems on Medical Practice and Patient Care. Washington, DC: NIDA Research

Monograph Series #131. Washington, DC, NIH Publication #93-3507. 1992:134.

931Horgan C, Prottas J, Tompkins C,Wastila L, Bowden M. Summary and Conclusions of a Review of

Prescription Drug Diversion Control Methods.  in (eds.) Cooper J, Czechowicz D, Molinari S. Impact of

Prescription Drug Diversion Control Systems on Medical Practice and Patient Care. Washington, DC:

NIDA Research Monograph Series #131. Washington, DC, NIH Publication #93-3507. 1992: 206-223.

932Examples of drugs administered only on an in-patient basis are some cancer chemotherapy drugs,

cocaine, ketamine and other anesthetics.
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of psychedelics would not justify the imposition of a higher standard of proof than the
comparison against placebo that FDA currently applies with other drugs.

Does Impact of Approval on Non-Medical Use Justify Higher Standards?
In addition to the direct abuse potential of psychedelics as prescription medicines,

the impact of the approval of psychedelic psychotherapy on the non-medical use of
psychedelic drugs and on drug abuse prevention efforts must be considered. The theory of
such indirect effects, sometimes referred to as “sending the wrong message,” is that
accepting the medical use of Schedule II drugs such as psychedelics and marijuana will
reduce the perceived risk of these drugs, thereby increasing the willingness of young people
and others to use these drugs in a non-medical context. While it is true that there is a
negative correlation between “perceived risk” of Schedule I drugs and the amount of

adolescent drug use,933  the case of medical marijuana is instructive here. There is no
evidence demonstrating that public support for the medical use of marijuana has impacted
the way adolescents or adults perceive its risk, or has increased non-medical use.

The medical use of marijuana has received increasingly favorable media attention
since the first medical marijuana state initiatives passed in California and Arizona in
November 1996.  Nevertheless, a survey conducted from 1997-1998 and funded by the
State of California determined that the use of marijuana by teenagers has remained
essentially constant since the passage of the medical marijuana initiative. The survey found
that 41.6 percent of California’s eleventh  graders had used marijuana in the 1997-98
period, compared to 42.8 percent in 1995-96. In contrast, in the Eastern part of the country
where there were no medical marijuana initiatives, the survey reported that there was an
increase in marijuana usage among twelfth graders, from 40 percent in 1995-96 to 43.5

percent in 1997-98.934

933Bachman J, Johnston L, O'Malley P. Explaining the recent increases in students' marijuana use: The

impact of perceived risks and disapproval from 1976 through 1996. Amer J  Pub  Health 88 (1998): 887-

892.

9347th Biennial Cal. Student Substance Use Survey: Grades 7, 91, and 11, 1997-8:  Preliminary Findings"

Nov. 1998;  Rodney Skager and Gregory Austin, Project Directors; Sponsored by Cal. Dept of Justice,

Office of the A.G., Crime and Violence Prevenion Center;  Cal. Dept of Education, Healthy Kids Program

Office; Dept of Alcohol & Drug Programs; and Dept of Health Services, Office of AIDS. This report has

not been officially released yet. On May 27, 2000, California NORML put out a press release claiming that

the report was being suppressed for political reasons (http://www.canorml.org/news/skagerstudy.html)

because the study failed to support one of the central arguments against California’s Proposition 215, that

passage would “send the wrong message” to kids and increase non-medical marijuana use. Dr. Skager,

professor emeritus of the UCLA Graduate School of Education  and founding director of the California

Attorney General's Student Survey on drug use, was quoted in the press release saying that his findings have

been "under review" by the DADP for the past two years, and that "I wonder if it will ever see the light of
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The results of the California survey were confirmed by a federally-funded survey,
the 1998 National Household Survey on Drug Abuse (NHSDA), which reported that.  “In
response to propositions passed by voters in California and Arizona in 1996 for the
legalization of some illicit drugs for certain medical uses, the NHSDA sample was
supplemented in those states in 1997 and 1998 to measure the potential impact of these voter

initiatives.”935 The report noted that samples sizes for California were large enough in 1995

and 1996 “to allow examination of longer term trends for that state.”936  The results of these
surveys failed to demonstrate any significant link between the substantial amounts of
favorable publicity  and public support for the medical use of marijuana and subsequent
non-medical use patterns in those two states. In California, marijuana use at least once in the
past month for all ages combined declined from 6.0% in 1996 to 5.9% in 1997 and 5.5% in

1998.937  The report noted that, “rates [of marijuana use] for both youths and adults have

been stable since 1995.”938 In Arizona, marijuana use for all age groups combined declined

from 6.1% in 1997 to 5.1% in 1998.939  In addition, among Arizona youths aged 12-17,
“there were significant increases in the percentage reporting great risk in using marijuana

once or twice a week (from 46.6 percent to 52.7 percent).”940  Nationally “annual
prevalence rates peaked in 1996 at 8th grade and in 1997 at 10th and 12th grade. Some

decline followed but there was no further decline observed in 1999, specifically.”941  
Of course,  it cannot be determined whether these declines in use or increases in

day? Almost two years have  passed since delivery of the first draft.  People in the sponsoring agency

undoubtedly fear the consequences of release of the data. The findings are  politically incorrect because

federal propaganda about the medical  marijuana initiative insisted that passage would  'send the wrong

message to  young people.'"

935National Household Survey on Drug Abuse, 1998. II. California and Arizona. Office of Applied

Studies, SAMHSA. Report Issued August 1999: 32.  http://www.samhsa.gov/NHSDA.htm

936Ibid., 32.

937National Household Survey on Drug Abuse, 1998. Table 58. Percentages Reporting Past Month Use of

Illicit Drugs, Alcohol and Tobacco for California, by Age Groups: 1995-1998. Office of Applied Studies,

SAMHSA. Report Issued August 1999: 125.  These differences were not statistically significant.

http://www.samhsa.gov/NHSDA.htm

938Ibid., 32.

939National Household Survey on Drug Abuse, 1998. Table 60. Percentages Reporting Past Month Use of

Illicit Drugs, Alcohol and Tobacco for Arizona, by Age Groups: 1997-1998. Office of Applied Studies,

SAMHSA, Report Issued August 1999: 127. These differences were not statistically significant.

http://www.samhsa.gov/NHSDA.htm

940Ibid., 33.

941Johnston L, O'Malley P, Bachman J. The Monitoring the Future National Survey Results on

Adolescent Drug Use- Overview of Key Findings, 1999. NIH Publication No. 00-4690, Washington, DC

U.S. Government Printing Office, 2000: 8.  http://monitoringthefuture.org/pubs.html 
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perceived risk would have been more substantial in the absence of the medical marijuana
initiatives. Nevertheless, the data certainly suggest that the impact of positive information
and public support for the medical use of marijuana will not overwhelm other sources of
information or motivations for the use of marijuana.

    In regard to the possible approval of MDMA-assisted psychotherapy or other
forms of psychedelic psychotherapy as prescription medicines,  Dr. Mark Kleiman
comments, “On balance, it seems likely that the approval of MDMA for clinical use will tend
to foster non-medical use as well, or at least speed the pace at which knowledge of the
drug's effects, and interest in experiencing them, spreads.  But it also seems likely that non-
medical use will be present whether or not clinical use is approved, and the eventual size of
the illicit market may depend very little on the decision to approve or disapprove the use of

MDMA in psychotherapy.”942  At present, knowledge about the subjective effects of

MDMA as well as the amount of its non-medical use is growing at a dramatic rate.943 944

945 Dr. Leshner, NIDA Director, has commented, “We’re not yet at epidemic proportions,
but we are seeing an increase of Ecstasy and other club drugs in every major city and among
high school students. We’re trying to use science to get in the way of a potential public

health plague.”946 947 Since the FDA has not yet approved any research into the therapeutic
use of MDMA, much less approved the drug for use in psychotherapy,  this rise in MDMA

942Kleiman M. Proposed Therapeutic Uses of MDMA: Risks and Benefits  in Decisions about Research

Approval and Approval as Medicine. Conference on Clinical Research with MDMA and MDE. Dead Sea,

Israel. Sept 1, 1999. http://www.maps.org/research/mdma/israel/kleimantalk.html 

943”In a 1999 survey, 8.0 % of high school seniors reported they had tried Ecstasy, up from 5.8% the

previous year.”  from article by  Mertl M. Ecstasy and the Brain: Club Drug Rants and Raves. Brain.Com.

April 11, 2000. http://www.brain.com/about/article.cfm?id=9300&cat_id=500

944 ”U.S.A. Customs officials have seized almost 3.5 million pills in January and February of this year

(2000) alone, more than 10 times the amount sold in all of 1993. “ from article by  Mertl M. Ecstasy and

the Brain: Club Drug Rants and Raves, April 11, 2000,

http://www.brain.com/about/article.cfm?id=9300&cat_id=500

945The non-medical use of MDMA (Ecstasy) is increasing around the world and has been claimed to be

reaching epidemic proportions. See 4/3/2000 CNN.com article, “Ecstasy seizures suggest drug's flow

becoming epidemic.”  http://robots.cnn.com/2000/US/04/03/designer.drug.deluge.ap/index.html

946Leinwand D, Fields G. Party’s Over: Studies show drug causes brain damage. USA Today (April 19,

2000): A2.

947Data gathered upon direct request by Substance Abuse Mental Health Services Administration

(SAMHSA), Office of Applied Studies, 3/31/2000, indicates that Medical Examiner data reports one death

in 1994 associated with, but not necessarily  causally linked to, MDMA, six in 1995, eight in 1996, three

in 1997, nine in 1998.  Hospital emergency room visits reported by the DAWN system as being associated

with MDMA, but not necessarily  causally linked to it, numbered 247 in 1994, 422 in 1995, 319 in 1996,

637 in 1997, 1142 in 1998.
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use is clearly independent of any official approval of its therapeutic use. If and when
MDMA-assisted psychotherapy is approved as a medicine,  it will follow a substantial
amount of public information disseminated by NIDA on the risks of MDMA. Given Dr.
Leshner’s rhetoric of epidemics and plague,  NIDA’s educational campaign is likely to be

extensive948 and should ensure that if MDMA is ever approved as a medicine, information
about that approval will be delivered to a public thoroughly inoculated against the use of

MDMA.949 
If the medical use of marijuana or psychedelic psychotherapy does become approved

by the FDA,  direct-to-consumer advertising could become a new source of public
information about the medical uses of these drugs. The effect of direct-to-consumer
advertising on non-medical use may have a stronger impact than other sources of
information, since it would convey the full approval of all regulatory authorities.  It is
unclear whether this would have a greater impact on the public’s use of psychedelics than
the negligible effect  on marijuana use that occurred when a majority of several states’ voters
approved medical marijuana initiatives. As will be suggested in Chapter 6,  it may be wise to
limit direct-to-consumer advertising in a voluntary agreement with any sponsors of

psychedelic psychotherapy, at least initially.950 Even if direct-to-consumer advertising were
allowed, under the procedures outlined in Chapter 6 only a small number of licensed
practitioners and licensed facilities could initially deliver psychedelic psychotherapy. This
would limit the economic benefits of direct-to-consumer advertising and the extent of such
advertising. If direct-to-consumer advertising were permitted, neither the target audience nor
the entire spillover audience for these messages would be large.  Any impact that direct-to-
consumer advertisements had on increasing the non-medical use of psychedelics would
likely be minimal. Studies of the local impact of such advertising could be conducted before

948NIDA News Release, December 2, 1999.  “Club Drugs Take Center Stage in New National Education

and Prevention Initiative by NIDA and National Partners- Initiative Includes Research Funding and

Community Outreach.”   http://165.112.78.61/MedAdv/99/NR-122.html  “As part of a national initiative

to combat the increasing use of club drugs, the National Institute on Drug Abuse (NIDA) today announced

that it will raise its funding for research about club drugs and what to do about them by 40 percent,

bringing the total committed to this important effort to $54 million. In addition, NIDA and four national

organizations [the American Academy of Child and Adolescent Psychiatry (AACAP), the Community Anti-

Drug Coalitions of America (CADCA), Join Together, and National Families in Action (NFIA)]  launched

a multi-media public education strategy to alert teens, young adults, parents, educators and others about the

dangers of club drugs such as Ecstasy, GHB and Rohypnol, which are often used at all night "raves" or

dance parties and have potentially life-threatening effects. 

949There are always new generations to educate. However, with drug abuse prevention educational programs

such as DARE reaching 5th graders, it is unlikely that more than a few people will have their first exposure

to information about MDMA be about its approved medical use. 

950Mr. Hutt has pointed out that it is highly doubtful that sponsors would use direct-to-consumer ads

because of the potential for product liability suits.
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such advertising became more widespread. It is also conceivable that increased public
awareness about the medical use of psychedelics could reduce the risks of the casual non-
medical use of psychedelics by spreading awareness of the enhanced safety associated with
the administration of psychedelics within safe, supportive environments under the
supervision of trained personnel. As Dr. John Halpern has speculated, “Research that
identifies key factors for minimizing health risks or maximizing possible benefits may

reduce dangerous drug use by teaching parameters needed for reasonable safety.”951

Information about the treatment model for the therapeutic use of psychedelics could
influence some non-medical users to approach their non-medical experiences with more
care.  

The impact of the approval of psychedelic psychotherapy on non-medical use
patterns is difficult to predict but is not likely to be a major factor in the amount of non-
medical use of these drugs. As a result,  a higher standard of proof for psychedelic
psychotherapy would be difficult to justify based on the possible impact of its approved
medical use on non-medical use patterns.

 
Ethical Aspects of Standards of Proof: The Value of Approving Additional Medications 

There are also ethical issues to consider in determining the appropriate standard of
proof to use in evaluating medications for psychedelic psychotherapy. The primary
consequence of FDA’s use of a standard of proof requiring that the efficacy of a new drug
be tested against placebo, instead of in comparison to already available medications, is that a
larger number of drugs will be approved for marketing. Demonstrating that a drug performs
better on average than an inactive placebo is an easier standard to meet than requiring that a
drug be, on average,  either equivalent to or more effective than a drug already on the market
with some proven degree of efficacy. As Drs. Peter Luria, Curt Furberg and SidneyWolfe

remark, “it is easier to show that your me-too drug is better than nothing than that it is about

as good as another drug in the same therapeutic category.” 952 
When standards higher than comparison to placebo are used, drugs would not be

approved if they are more effective than placebo, but still not equivalent or superior on
average to currently accepted medications. Yet it is entirely possible that there is a specific
subgroup of patients who, for a variety of reasons, would respond better to the drug that
wasn’t approved than to the drugs that were more effective on average for larger groups of

951Halpern J. Hallucinogens, Anesthetic Agents, and Amphetamines in Year 2000. Pharmacy News, in

press.

952Luria P, Furberg C, Wolfe S. Public Citizen’s Health Research Group. Letter to FDA Documents

Management Branch. December 23, 1999. http://www.citizen.org/hrg/PUBLICATIONS/1503.htm. The

letter comments critically on the Draft Guidance on Choice of Control Group in Clinical Trials, prepared as

part of the International Conference on Harmonization (ICH). Released for Consultation at Step 2 of the

ICH process on May 7, 1999.  The ICH document is published in 64 FR 51767-51780 (September 24,

1999) and is available at http://www.ifpma.org/ich5e.html#Design.
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patients.  An argument could be made that the use of a standard of proof higher than
comparison to placebo will unethically deny some patients the medications that are most
appropriate for them.   

The practical and ethical advantage of approving the maximum number of medicines
for various conditions has to do with the fact of individual variability in response to
medications in terms of both efficacy and safety.  Dr. Temple  explains, “There is a real
benefit to having more than one treatment of an important condition. Sometimes people are
allergic to one member of a drug class, sometimes responses to different members of a

class seem to differ among individuals.”953  Dr. Russell Katz, Director of FDA’s Division
of Neuropharmacologic Drug Products, voiced a similar concern when he commented on
his Division’s approval of a drug for the treatment of Alzheimer’s symptoms that was
“pretty much in the same league”  as the other two drugs already approved for the same
indication.  He explained the value of having additional medications available even if they
were no more effective on average than other medications,  observing, “We just don't

know who's going to respond to which drug.”954

 When clinical trials are evaluated, the mean response of the test group is compared
with the mean response of the control group or groups. By combining the responses of all
the individuals in each of the groups to obtain and compare mean values, specific
information about  each unique patient is sacrificed in favor of data that will be generally
accurate on average for the larger population of subjects from which the sample of the test
subjects is drawn.  A drug that is inferior and/or riskier on average to another drug may still
be more effective and/or safer in some particular patients than the drug that has been found
to be superior and/or safer on average. “Our current simplistic statistical concepts of

efficacy and safety fail to take this into account,” according to Dr. Wardell.955  It is worth
recalling here the initial objections voiced by the AMA in opposition to the intention of
Congress to grant FDA the authority to regulate efficacy as well as safety. AMA stated,  “a
drug’s efficacy varies from patient to patient...Hence any judgement concerning this factor
can only be made by an individual physician who is using the drug to treat an individual

patient.”956 With a lower standard of proof and a wider range of drugs on the market,
individual patients and their physicians will have a greater opportunity to find the specific
drug that works best in their unique situation, especially when the first-line drugs fail.

One approach to providing drugs for all subgroups of patients is to try to identify
positive responders in the studies with drugs that have performed worse on average than

953Temple R. When Are Clinical Trials of a Given Agent vs Placebo No Longer Appropriate or Feasible?

Control Clin Trial18 (1997): 617.

954Staff. FDA OKs New Alzheimer's Option. AP Wire Service (April 22, 2000). The new drug is called

Exelon.

955Wardell, Lasagna (1975): 96.

956Ibid., 14.
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already approved drugs. New studies in the subgroup of positive responders could
subsequently be conducted, with the test drug compared to accepted medications for that
specific subgroup of patients. Studies of this sort are considered “enrichment designs” in
which a study is enriched with patients who have already responded to the test drug or are

likely to respond.957 Such studies are common. However, enrichment designs have been

critiqued on methodological grounds,958 and the minimal financial incentives for
conducting trials for small patient populations reduces the likelihood that these trials would

be conducted in these instances.959 Dr. Lasagna has observed, “It is fascinating how few
formal attempts have been made to “fine tune” the use of a drug, although the literature
contains a large number of retrospective analyses of trials that seemingly have identified
patient factors that affected the nature or degree of response to a drug. While some of these
post hoc correlations are almost certainly spurious, others are not, and our ability to
identify these factors in advance should increase our ability to tailor the choice of drug, and

its regimen, to the needs of individual patients.”960 Dr. Steven Hyman, Director of the
National Institute of Mental Health (NIMH) and Dr. David Shore, Associate Director for
Clinical Research, NIMH, acknowledge, “To put it bluntly, at present we do not
understand the heterogeneity of mood disorders in a way that allows us to usefully

subdivide clinical populations for drug trials.”961 Dr. Paul Leber, ex-Director of FDA’s
Division of Neuropharmacological Drug Products, explains, “it is ordinarily impossible to
learn prior to extensive clinical experience with a new drug which, if any, patient

characteristics reliably predict a consistent treatment response.”962   A standard of proof
that approves new drugs if they are better than placebo will provide the entire population of
patients with more treatment options than would relying on the identification of patient
subgroups who respond well to otherwise inferior new medicines and the subsequent
conduct of additional clinical trials in these subgroups seeking to prove the new drugs

957Gershon S, Ferris S, Kennedy J, Kurts N, Overall J, Pollack, B, Reisberg B, and Whitehouse P.

Methods for the Evaluation of Pharmacologic Agents in the Treatment of Cognitive and Other Deficits in

Dementia. in (ed.) Prien R, Robinson D. Clinical Evaluation of  Psychotropic Drugs: Principles and

Guidelines. New York: Raven Press, 1994:467-499.

958Leber P, Davis C. Threats to the validity of clinical trials employing enrichment strategies for sample

selection. Control Clin Trials 19 (Apr 1998) 2:178-87. 

959FDA’s Orphan Drug program was created to provide financial incentives for the development of drugs

for small populations. Nevertheless, the existence of this program does not ensure that studies for small

subgroups of patients are ever conducted.

960Lasagna L. Clinical trials in the natural environment. Tufts University Center for the Study of Drug

Development, Reprint Series RS 8695.1985: 47.

961Hyman S, Shore S. An NIMH Perspective on the Use of Placebos. Bio Psychiat 47 (April 15, 2000)

8: 690.

962Leber (1998): 178.
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equivalent or superior to accepted medications in these patient subgroups.
There is one major downside of using the comparison of a new drug against inactive

placebo as the standard of proof required for marketing approval.  Drugs that are inferior on
average in efficacy and/or safety to drugs already available on the market can be approved
and, with aggressive marketing or discount pricing,  may displace more effective and/or
safer drugs. This could result in an overall reduction in public health if those patients for
whom the newly approved medication really is inferior are influenced to use it instead of a
more effective and/or safer older drug. This possibility is a concern of the Public Citizen’s
Health Research Group. In a letter Dr. Wolfe sent to CDER Director Dr. Woodcock, he
stated, “If they can get away with it, a drug company will always prefer to compare their
new drug to a placebo, a comparison which will almost always make their drug appear to
have a bigger advantage in effectiveness than it would if compared to known existing

therapy.”963

Ethical Aspects of Standards of Proof: Placebo Controls When Approved Medications Exist
Drs. Luria, Furberg and Wolfe offer an ethical argument against using a standard of

proof that compares new drugs to placebos for a particular clinical indication when one or
more medications for that indication have already been approved. They object to the
questionable and sometimes unethical nature of conducting a clinical trial in which some
patients are randomized to a placebo group when approved treatments for their condition are

already available on the market.964 
This exact situation arose in an early draft of Dr. Abrams’ protocol for the study of

marijuana in the treatment of AIDS wasting patients, the design of which hadn’t given

sufficient consideration to the ethical aspects of the protocol.965 The initial protocol design
called for subjects to be randomized for three months to one of three groups, each receiving
marijuana of a different potency;  high-THC content marijuana cigarettes (7.9%),  medium-
THC content marijuana cigarettes (3.95%),  and  THC-free placebo marijuana cigarettes that
had all the THC content removed through the use of an alcohol wash. The rationale for the
design was that the use of the placebo condition would provide the most accurate test of
whether the subjects administered the medium-THC content marijuana cigarettes or the
high-THC content marijuana cigarettes showed a significant improvement in weight gain

that could be attributed to the THC-content of marijuana.966 

963Wolfe S. Director Public Citizen's Health Research Group. Letter to Dr. Janet Woodcock, Director

CDER. August 25, 1998.  http://www.citizen.org/hrg/PUBLICATIONS/1453.htm

964Luria, Furberg, Wolfe S. (1999). 

965For an account of the development of this protocol, minus the story of the ethical oversight, see

Abrams D. Medical marijuana: tribulations and trials. J Psychoactive Drugs30 (Apr-Jun, 1998) 2:163-9.

This author had contributed to the design of the protocol and was responsible for the design feature that was

criticized, rightly so, as unethical. 
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Despite the logic behind the experimental design, the AIDS patients on Dr. Abrams’
review board refused to accept the inclusion of the placebo marijuana group. They argued
that AIDS wasting was potentially fatal and that there was an approved medication for AIDS
wasting, the oral THC capsule. Even though the oral THC capsule had been demonstrated
to be only of marginal utility, they argued that it was still better than placebo, making it
unethical to randomize patients with a potentially fatal disease to an inactive placebo.  As a
result of these objections, the protocol design was changed. The placebo marijuana was
replaced by a low-THC content marijuana cigarette (2%) which was considered likely to
offer a noticeable degree of efficacy somewhat comparable to the oral THC capsule. Though
the increased efficacy of the low-dose condition made it statistically less likely that a
significant difference would be found between the group receiving the somewhat active
“low-dose placebo” marijuana and the groups receiving either the medium-THC or high-

THC content marijuana cigarettes, the ethical argument was compelling.967  As Dr.
Lieberman et al. comment, “a low dose on the dose-response curve can be justified if the
percentage of patients expected to respond is meaningfully larger than the percentage

expected to respond to placebo.”968

The statement of Drs. Luria, Furberg and Wolfe objecting to what they consider to
be FDA’s overemphasis on the use of placebo control groups,  quoted at some length, is as
follows:  

The Draft Guidance on Choice of Control Group in Clinical Trials,
prepared as part of the International Conference on Harmonization
(ICH), is a clear attempt by the Food and Drug Administration (FDA) to
spread its pro-placebo-controlled trial ideology globally...Ethical
considerations are treated as subordinate to supposed data collection
needs; ethics does not even appear in the critical Table 1, which describes
the attributes of the different trial designs...The Draft Guidance is a
transparent attempt to legitimize evasions of the clear requirements of the
Declaration of Helsinki, which requires that in any medical study, every
patient - including those of a control group, if any - should be assured of
the best proven diagnostic and therapeutic method. This does not exclude
the use of inert placebo in studies where no proven diagnostic or

966There are cannabinoids other than THC in marijuana that could contribute to its therapeutic efficacy.

NIDA’s marijuana is standardized only on THC content.

967As discussed in Chapter 2, this study was never conducted. It was approved by FDA but NIDA refused

to provide the marijuana. The design that was finally approved and funded by NIDA involved a three week

in-patient study of  the pharmacokinetic interaction of marijuana with protease inhibitors in  HIV patients

who do not suffer from AIDS wasting. The 63rd and final patient was enrolled in the study in May 2000.

Data analysis will be completed by July 2000.

968Lieberman et al. (1999):32  
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therapeutic method exists...In addition to its attempts to water down the
existing ethical codes, the document places undue emphasis on the
supposed needs of regulators and pharmaceutical companies (who
together make up the ICH) and places these above the needs of patients

or physicians969...Most patients and physicians have little need for
information addressing whether a new drug for a disease for which there
already is an effective therapy is better than nothing; they would like to
know whether the new drug is better than the existing drug. But the
proposed Guidance would drive clinical trials in the opposite direction.
While this may make things easier for regulatory bodies, which can
approve drugs simply on the basis of superiority to placebo, and to the
pharmaceutical industry, which can more easily prove a new drug
superior to placebo than approximately equivalent to a known effective
treatment, patients will often not receive optimal medical treatment during
the trial. If the researchers are convinced before the trial that the new
drug (or placebo) is inferior, the study is unethical and should not take
place...The document continues the FDA's longstanding assault on
active-controlled trials and does so at a time where there is less clinical
and ethical justification for such trials than ever. Rather than challenging
investigators to obtain the best possible data using an ethical design, the
Draft Guidance subordinates these ethical concerns to the reflexive
tendency of some researchers to prefer placebo-controlled studies, to the
short-sighted interpretations of drug regulatory authorities bent on
approving any drug as long as it is somewhat better than nothing, and to

the concerns of the pharmaceutical industry.970

The ethical arguments of Drs. Luria, Furberg and Wolfe against the use of placebo
controls need to be considered seriously and taken into account. In regard to standards of
proof, it is unclear whether they propose that drugs be approved if proven equivalent to an
already approved medication, or whether they think that new drugs should be approved
only if proven superior to the best alternative treatment.  In either case, their argument does

969The need to open up the ICH process has been noted by Dr. Paul Booth, who commented, “FDA’s

approach to implementing the ICH Guidelines, however, has failed to meet the standards for openness and

balanced representation  that are necessary for ready acceptance of the ICH standards. FDA should redouble

its efforts to open the ICH process to participation by groups such as consumers, and to regularly solicit as

wide a range of views on the process as possible. This would build public confidence that safety standards

were being protected, and help deter legal challenges to U.S. adoption of ICH standards.” Booth P. FDA

Implementation of Standards Developed by the International Conference on Harmonisation. Food Drug

Law J. 52 (1997) 2: 223.

970Luria, Furberg, Wolfe (1999). 
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not consider the needs of those patients whose rare or unique responses would cause them
to react more positively than the average person with their disease to drugs that may have
been shown to be inferior on average in efficacy and/or safety to already approved drugs,
but were more effective than placebo in some subgroup of patients.  This ethical issue,
which is not taken into account  by Drs. Luria, Furberg and Wolfe,  argues for the use of
the lower standard of proof of comparison against placebo if the ethics of conducting
clinical trials with placebo groups can be addressed.

Ethics of Placebo Controls in Clinical Studies: When No Approved Medications Exist
 Evaluating the ethical aspects of the use of placebo controls in clinical research is a

complex matter that will turn on the individual circumstances of each unique clinical trial.971

The central ethical issue that arises with the use of inactive or active placebo controls
involves the failure to treat the condition of those patients who end up in the placebo control
group. Medical ethicist Dr. Baruch Brody states this issue as follows, “The crucial concern
is that the subjects in the control group are being unfairly denied certain beneficial medical

interventions.”972

To simplify,  there are four basic situations, 1) the symptoms or condition of the
patients are  extremely serious and/or life-threatening, with the denial of treatment resulting
in irreversible damage,  2) the symptoms or condition of the patients are less serious and
present no direct and immediate threat of mortality and no irreversible consequences, 3)
there are available treatments with some degree of efficacy for the condition, 4)   there are no
available treatments with some degree of efficacy for the condition.  

When there are no available, approved treatments for the medical condition of the
patients in the study, the ethical issue is similar regardless of whether the illness or condition
is extremely serious and/or life-threatening with potentially irreversible consequences, or
less serious, not life-threatening with no irreversible consequences. When no approved
treatments are available, no approved treatments are being denied in a study with a placebo

control; as a result allocating patients to a placebo group would be ethical.973  
Of course, it is not quite that simple. The sponsor of a study must have some reason

to believe that the test drug, device or procedure may prove efficacious for that patient
population, or else the study wouldn’t be conducted. While there is some probability greater
than zero that the test drug will prove effective, that probability could be quite low.
Alternatively, there could be a substantial amount of data available about the efficacy of the

971O'Leary K, Borkovec T. Conceptual, methodological, and ethical problems of placebo groups in

psychotherapy research.  Am Psychol 33 (Sept 1978) 9:821-30.

972Brody B. When are Placebo-Controlled Trials No Longer Appropriate?  Control Clin Trial 18 (1997):

603.

973ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.1.3 Ethical

Issues, states, “When a new agent is tested for a condition for which no effective treatment is known, there

is usually no ethical problem with a study comparing the new agent to placebo.”
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test drug, with the trial in question being the final piece of evidence required for FDA
approval. An extreme case would be if the treatment was already approved in another
country, but not yet in the United States.  

Complicating this analysis is the fact that patients assigned to placebo groups in
clinical trials frequently report some degree of symptom relief. If there were no placebo
effect, there would be no need to use placebos in research. Drs. Greenberg and Fisher
reviewed the use of medications in the treatment of depression and reported that  “about
one-third of patients do not improve with anti-depressant treatment, one-third improve with
placebos, and an additional one-third show a response to medication that they would not
have achieved with placebos. Thus, with the most positive outlook, about two-thirds of the
cases – placebo responders and those who do not respond to anything – would do as well or

better with placebo treatment as they would do if treated by an active medication.”974  
Furthermore, while placebos can also generate side effects, the side effect profile of

the placebo is likely to be smaller than that of the treatment being tested.975 As a result,
patients assigned to the placebo group may have an advantage in terms of safety over
subjects assigned to the test group.

 How one evaluates the ethical aspects of knowingly allocating some subjects to the
placebo group when there are no approved treatments will depend on the degree of
uncertainty over the potential efficacy of the new treatment being tested, the risk profile of
the treatment, the seriousness of the illness if left untreated for the duration of the clinical
trial, and the need for generally accepted scientific data to evaluate the test drug for possible
prescription use.

Ethics of Placebo Controls in Clinical Studies: Degrees of Suffering
 When some known treatment is available, those patients who will be allocated to the

inactive or active placebo control group are clearly being asked to suffer to some degree, at
least in the short-run. If the known treatment is only marginally effective, then the denial of
treatment to the subjects in the placebo group is of minimal importance, especially if the
symptoms are less serious or not life-threatening. If the known treatment is substantially

974Greenberg R, Fisher S. Examining Anti-depressant Effectiveness: Findings, Ambiguities, and some

Vexing Puzzles. in (eds.) Fisher S, Greenberg R. The Limits of Biological Treatments for Psychological

Distress- Comparisons with Psychotherapy and Placebo. Hillsdale, New Jersey: Lawrence Erlbaum

Associates, 1989: 6-7.  

975Ibid., 23. “A substance like imiprimine usually initiates clearly defined body experiences (e.g., dry

mouth, tremor, sweating, constipation).  Inactive placebos used in studies of antidepressants also apparently

initiate some body sensations, but these are fewer, more inconsistent, and less intense as indicated by the

fact that they are less often cited by patients as source of discomfort causing them to drop out of  treatment.

(Klein et al., 1980).”  Klein D, Gittleman R, Quitkin F, Rifkin A. Diagnosis and drug treatment of

psychiatric disorders; Adults and children. (2nd Edition). Baltimore: Williams and Wilkins, 1980.
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effective and the symptoms are serious and/or life-threatening with the potential of
irreversible consequences from not receiving the treatment, the use of inactive or active

placebo control groups will be difficult to justify.976 
Dr. Temple concurs with some criticisms of the use of placebo control groups that

Drs. Luria, Furberg and Wolfe raise in general, and also level against him personally as the

FDA’s primary proponent of placebo trials.977 Dr. Temple states, “Where there is good
evidence that a particular patient population benefits in terms of improved survival or
prevention of irreversible morbidity from a therapy to which they have access, one cannot

randomize patients to placebo to test a new drug.”978

Dr. Temple has expressed the view that patients can give informed consent to the
possibility of experiencing discomfort resulting from the lack of symptomatic relief, even
when treatments are already available for those symptoms. In his view, “In this case,
[known therapy, lack of symptomatic relief] I believe one can almost always use a placebo
control because the only consequence to an informed patient of lack of effectiveness is
discomfort, something patients can agree to accept. Although the contrary has been
suggested, I do not think the Declaration of Helsinki says or means that one must always

give people in a trial effective treatment when effective treatment is known to exist.”979 The
ICH Guidelines concur, stating, “it is considered ethical to ask patients to participate in a
placebo-controlled trial, even if they may experience discomfort as a result, provided the
setting is non-coercive and they are fully informed about available therapies and the

consequences of delaying treatment.” 980 
Drs. Luria, Furberg and Wolfe agree with Dr. Temple and with the ICH guidelines

to some degree, noting, “We would agree that trials of treatments for mild, self-limited
conditions such as mild pain or seasonal allergies can use a placebo because the risk to

patients is minimal.”981 They continue, however, to argue that,  “The Draft Guidance is

976ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.1.3 Ethical

Issues, states, “In cases, where an available treatment is known to prevent serious harm, such as death or

irreversible morbidity in the study population, it is generally inappropriate to use a placebo control.”

977Drs.Luria, Furberg and Wolfe state in their letter that, “This sometimes unethical ideology has been laid

out in a series of publications by an FDA employee [Dr. Temple]  and would take on added force if this

poorly thought-out Guidance were finalized and adopted by other ICH countries.”

978Temple R (1997): 614. See also Temple R. Special study designs: early escape, enrichment, studies in

non-responders. Commun in Stat 23 (1994):499-531.  Temple R. Problems in interpreting active control

equivalence trials. Accountabil in Res 4 (1996):267-75.  Temple R. Difficulties in evaluating positive

control trials. Proceed  Am Stat Assoc Biopharmaceut Sec(1983):1-7.  

979Temple R (1997): 614.

980ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.1.3 Ethical

Issues.

981Luria, Furberg, Wolfe (1999).  
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silent on just what constitutes a major health risk. Rather than promoting practices that place
patients unnecessarily at risk, the FDA and ICH should formulate a placebo policy that
stipulates for specific diseases of particular severities whether and for how long effective
therapy can be denied. The FDA and ICH should establish a threshold of acceptable
increases in the absolute incidence of adverse events due to the withholding of effective
therapy for at least the major clinical syndromes. If, based on previous placebo-controlled
trials, withholding therapy can be expected to lead to an excess incidence above that

threshold, the placebo would be precluded.”982  However, Dr. Leber has observed that
there is insufficient evidence to permit the reliable estimation of the likely amount of excess
incidence of adverse effects in placebo subjects in psychiatric research.  Placebo subjects
have even demonstrated “clinically substantial degrees of improvement, albeit not to the

same extent as patients assigned to active treatments.”983  In a study of 19,639 patients
enrolled in FDA-approved research testing seven new drugs that were approved for the
treatment of depression, Dr. Khan and associates observed the surprising finding that, on
average, placebo subjects experienced fewer attempted and completed suicides than subjects

randomized to the investigational drugs or the active comparators. 984 
The use of rescue medications, in which an active treatment can be administered to

subjects if their symptoms cross some predetermined level, can mitigate to some extent the
negative health consequences that may arise in patients whose health deteriorates during the

course of a placebo-controlled clinical trial.985 The use of rescue medications does not
inherently break the blind, since all that is needed for the administration of the rescue
medication is the worsening of symptoms, regardless of whether the subject was in the test
group or the placebo group. Subjects whose health does deteriorate during the course of a
clinical trial to an extent sufficient to require a rescue medication may have been randomized
to a placebo group,  the new medication could have been ineffective in general or just
ineffective for that specific patient, or the new medication could have caused negative side
effects. Only at the conclusion of the study when the blind is broken should the number of
patients on the test drug who received the rescue medication be compared to the number of
patients in the placebo group who received the rescue medication. 

A major conference seeking consensus on the use of placebo controls in psychiatric
research was convened by  NIMH and the National Depressive and Manic Depressive
Association,  an organization promoting the interests of patients. The conference organizers

982Ibid.

983Leber P. The Use of Placebo Control Groups in the Assessment of Psychiatric Drugs: An Historical

Context. Bio Psychiat 47 (April 15, 2000) 8:700.

984Khan A, Warner H, Brown W. Symptom Reduction and Suicide Risk in Patients Treated with Placebo

in Antidepressant Trials: An Analysis of the FDA Database. Arch Gen Psychiat 57 (Apr 2000) 4:311-7.

985ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.1.5.2.2. Early

Escape; Rescue Medication, states, “Early  escape refers to prompt removal of subjects whose clinical status

worsens...or who have a single event that treatment was intended to prevent.”
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concluded that, “the use of placebos in unipolar and bipolar disorders remains scientifically
justified; however...research evaluating the potential of alternative non-placebo-controlled

designs is indicated.”986 987 With more serious conditions for which there are alternative
treatments, Dr. Temple suggests a  different sort of protocol design. He states, “In some
cases, especially where there is toxicity as well as benefit from the older therapy, a dose-
response study, using less than fully effective doses of the control and possibly, of the new

drug, is another possible approach.”988  Yet another option is add-on trials,989 in which the
new drug is combined with the old drug to see if there are any synergistic effects. A control
group can receive the old drug with placebo so that both groups would be blinded as to
whether or not they were receiving the new drug as well. This option would be problematic
if there were any potentially negative drug-drug interactions.

Though the issue is still contentious, placebo controls can ethically be justified in a
wide range of studies, including most of the potential applications for psychedelic
psychotherapy.

The Value of Placebo Controls in Clinical Trials 
Protocol designs comparing active treatments without a placebo control group have

important limitations, due to the fact that placebo responses can be quite large.  Drs. Hyman
and Shore report, “recent presentations at scientific meetings have described placebo
responses in the 30-40% range in disorders such as schizophrenia, major depression,

etc.”990 The federal Agency for Health Care Policy and Research conducted a meta-analysis
of over 80 studies of anti-depressant drugs that were approved by FDA for prescription use

and found that the placebo effect averaged 32%.991    In a recent study of patients with
posttraumatic stress disorder (PTSD), the authors report, “The placebo response rate of
32% was comparable with what has been observed in previous multi-center PTSD clinical

trials.”992  A study of 19,639 subjects enrolled in FDA-approved studies of new

986Charney D. The Use of Placebos in Randomized Clinical Trials of Mood Disorders: Well Justified, but

Improvements in Design are Indicated. Bio Psychiat 47 (April 15, 2000) 8:687.

987Ranga K, Krishnan R. Efficient Trial Designs to Reduce Placebo Requirements. Bio Psychiat47 (April

15, 2000) 8:724-726.

988Temple (1997): 619.

989ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. 2.1.5.2.1. Add-on Study,

Placebo- Controlled, states, “Such studies are useful when standard therapies are known to decrease

mortality or irreversible morbidity, so that the therapy cannot be withheld from a patient population known

to benefit from it...This design is useful only when standard therapy is not fully effective.”

990Hyman, Shore (2000): 691.

991Treatment of Depression—Newer Pharmacotherapies: Summary, Evidence Report/Technology

Assessment Number 7. Rockville, MD, Agency for Health Care Policy and Research, March 1999.

AHCPR Pub. No. 99-E013. http://www.ahcpr.gov/clinic/deprsumm.htm 
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antidepressants found that “symptom reduction was 40.7% with investigational drugs (n =
4,510), 41.7% with active comparators (n = 1,416), and 30.9% with placebo (n = 2,805).”
993  The federal Agency for Health Care Policy and Research reviewed more than 80 studies
of antidepressants and reported that 50% of the patients on the test drugs improved versus

32% on the placebo.994  In studies of patients with acute mania,  the placebo response rate
averaged 23% and “in studies of acute bipolar depression the placebo response rate is even
higher, averaging 29%. These high placebo response rates indicate that alternative trial

designs that omit a placebo control group are likely to have limited validity.”995 
  Dr. Temple explains the analytical problem as follows, “The fundamental problem

is that in a great many settings, including trials of symptomatic treatments and trials of
mortality/morbidity endpoints, an equivalence trial is difficult or impossible to interpret.
Such a trial relies on a historical assumption that is not provable and is often not true,
namely that the trial as conducted, had assay sensitivity, i.e., that had there been a placebo
group present, the active therapies could have been distinguished from placebo in that trial.
The remedy, in the symptomatic treatment case, is to do a placebo-controlled or placebo-

and active-drug controlled trial.”996 Dr. Temple expressed the view that equivalence trials
could be persuasive if the active control (existing approved drug)  had been consistently
demonstrated to be more effective than placebo controls in its initial trials, and if the patient
population and other study conditions are as similar as possible to the trials in which the
active control was compared to the placebo.  However, the likelihood that  conditions would
be similar enough between two trials to make equivalence trials sufficient is called into

question by the heterogeneity of patient populations in mental health research. 997 998 As
Kristin Mattocks, MPH, and Dr. Ralph Horwitz stated in their review of the use of placebo
control groups in mental health research, “Considering the evidence we have presented in

992Brady K, Pearlstein T, Asnis G, Baker D, Rothbaum B, Sikes C, Farel G. Efficacy and Safety of

Sertraline Treatment of Posttraumatic Stress Disorder: A Randomized Controlled Trial. JAMA 283 (April

12, 2000) 14:1842.

993Khan A, Warner H, Brown W. (2000): 311.  

994Goode E. More Fuel for Debate on Prozac. New York Times, Health and Fitness(April 25, 2000): D7.

995Keck P, Welge J, McElroy S, Arnold L, Strakowski S. Placebo Effect in Randomized, Controlled

Studies of Acute Bipolar Mania and Depression. Bio Psychiat 47 (April 15, 2000) 8:754.

996Temple (1997): 617.

997Sources of heterogeneity include disease severity, comorbid psychiatric and medical conditions,

seemingly spontaneous onset and remission, use of cotherapies, differential compliance in regard to adhering

to medication regime, differential attrition due to breaking the blind regarding assignment to placebo or

active agent, and more traditional variations in patient characteristics such as age, gender, socioeconomic

status which can persist despite randomization and which can and do differ substantially between trials.  

998Kunz R, Oxman A. The unpredictability paradox: Review of empirical comparisons of randomized and

non-randomized clinical trials. BMJ 317 (1998): 1185-1190.
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this review detailing the wide variation in response rates within both the placebo and
treatment groups, we find it quite likely that active control equivalence trials may not be able
to provide persuasive evidence to measure the treatment benefits of a new therapeutic

agent.”999  Drs. Hyman and Shore affirm that placebo controls are frequently necessary,
stating, “we appreciate the concern by federal regulatory agencies that showing
“equivalence” between an experimental treatment and a standard treatment may be

inadequate to truly establish efficacy, and comparison with placebo is generally needed.” 1000

Dr. Leber summarizes the ethical and analytical  arguments and concludes, “50 years of
experience speak to the unique value and utility of placebo-controlled trials. There is little
room for doubt that the continued use of placebo control groups is vital to the protection of
the drug supply. Although respect for the interests of individual patients requires that
placebo not be used in every setting and when used, used prudently, nothing requires that

its use be proscribed absolutely.”1001

Economically,  placebo-control trials have the advantage of needing fewer subjects

than active-control trials to determine efficacy or lack of same.1002 As Drs. Luria, Furberg
and Wolfe report, “the pharmaceutical industry...can more easily prove a new drug superior

to placebo than approximately equivalent to a known effective treatment.”1003 They claim,
however,  that the economic advantage is limited, “In most cases, the differences between
the sample sizes required for placebo- and active-controlled trials [testing for equivalence]
are modest. One can compensate for this supposed benefit of placebo-controlled trial by
recruiting more actively or opening additional study sites, a relatively straightforward
practice in this era of multicenter studies and human experimentation corporations (HECs).”
1004 Regardless of whether or not the additional number of subjects needed for a comparative
study testing for equivalence is modest, many studies comparing two or more treatments are

seriously underpowered to determine whether one treatment is superior to another.1005 The

999Mattocks K, Horwitz R. Placebos, Active Control Groups, and the Unpredictability Paradox. Bio

Psychiat 47 (April 15, 2000) 8:697.

1000Hyman, Shore (2000): 691.

1001Leber P (2000): 705. see also Leber P. The placebo in clinical trials (a view from the FDA).

Psychopharmacol Bull  22 (1986): 30-32 ;  Leber P. Hazards of inference: The active control investigation.

Epilepsia 30 (suppl 1) (1989): S57-S63 ;  Leber P. Is there an alternative to the randomized controlled

trial? Psychopharmacol Bull  27 (1991): 3-8 ; Leber P. Challenges to the ethicality of clinical research.

Psychopharmacol Bull 32 (1996): 11-13.

1002ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials.2.1.6.3. Efficiency, states,

“Placebo-controlled trials are efficient in that they can detect treatment effects with a smaller sample size

than other type of concurrently controlled study.”

1003Luria, Furberg and Wolfe (1999). 

1004Ibid.
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conduct of comparative trials designed to determine superiority will entail significant
financial and practical burdens over comparison to placebo.

Primarily for reasons of analytical clarity but also due to economic concerns, the use
of placebo controls remains ethically justified in most instances in which psychedelic
psychotherapy would be evaluated.  

Ethical Aspects of  Standard of Proof
There is no simple ethical formula for determining whether the standard of proof that

should be used to evaluate any form of psychedelic psychotherapy is the minimal standard
requiring superiority to placebo, a higher standard requiring equivalence to an approved
medication if such a medication does exist, or the highest standard requiring superiority to
all approved medications. 

A strong ethical argument can be made that patients and physicians should have the
widest range of choices through the use of the minimum standard of comparison against
placebo. The rights of individuals to access the broadest spectrum of drugs that sponsors of
research are willing to develop is the decisive consideration. There are no ethically
compelling reasons to require that any form of psychedelic psychotherapy be, on average,
equivalent or superior to approved medications. 

Where comparison against placebo is clearly unethical, when an accepted drug
improves survival or prevents irreversible morbidity, requiring a higher standard in which
the psychedelic psychotherapy must be comparable to the accepted drug is clearly ethical.
Yet in most research studies of the efficacy of psychedelic psychotherapy,  survival or
irreversible morbidity is not immediately at stake and placebo controls can ethically be used.

Due to the need to include placebo groups in most clinical trials in order to assess the
results accurately,  it is ethical to include placebo control groups and could even be
considered unethical not to include them. The economic advantages of testing against
placebo as compared to active treatment provides an additional argument in favor of the
ethics of placebo control groups. 

The results of this ethical analysis of the appropriate standard of proof for
psychedelic psychotherapy provide further support to the argument that the same standard of
proof that FDA uses for the review of other drugs, comparison of new drug to placebo, is
appropriate for the review of most uses of psychedelic psychotherapy. 

Methodological Issues:  History and Function of the Double-Blind Experiment
The double-blind section of this chapter examines the question of whether a

scientifically valid and unbiased comparison of psychedelic psychotherapy against placebo,
where ethically permissible, is a practical reality,  given the problem of conducting a double-
blind study with psychedelic drugs. 

The early history of the use of placebo controls to produce a double-blind

1005Kazdin A, Bass D. Power to detect differences between alternative treatments in comparative

psychotherapy outcome research.  J Consult Clin Psychol 57 (Feb 1989) 1:138-47.
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experiment has been traced to the late 18th and early 19th century. At that time, placebo
controls were used as a method of testing whether homeopathy was quackery or a genuine

medical treatment.1006  Homeopathy practitioners subsequently took up the practice

themselves in their research.1007 The concept of randomization was developed in 1926 by

R.A. Fisher1008 and introduced into clinical research in 1931 by Amberson et al.1009   The
first use of the double-blind methodology in psychiatric research took place in 1953,  in a
study evaluating the use of megadoses of vitamin B3 in schizophrenia, conducted under the

direction of Dr. Abram Hoffer.1010 Dr. Hoffer later became a prominent LSD researcher 1011

and also an outspoken critic of the double-blind methodology. 1012 
The primary goal of the randomized, double-blind, placebo-controlled study is to

prevent unconscious as well as conscious bias,  either for or against the test drug,  from

contaminating the results of the study. 1013 The problem of unconscious bias in research, and
the value of the use of double-blind methodology to reduce or eliminate unconscious bias, is
discussed in an FDA document as follows: 

In clinical trials, bias (a "tilt" in favor of a treatment) can operate like a
self-fulfilling prophesy. The hope for a good outcome can skew patient

1006Kaptchuk T. Intentional Ignorance: A History of Blind Assessment and Placebo Controls in  Medicine.

Bull Hist Med 72 (1998): 389-433.

1007Dean M. A Homeopathic Origin for Placebo Controls: ‘An Invaluable Gift of God.’ Alt  Therap

Health Med 6 (March 2000) 2:58-66.

1008Box J. R.A. Fisher and the design of experiments, 1922-1926. Am Stat 34 (1980): 1-7.

1009Amberson J, McMahon B, Pinner M. A clinical trial of sanocysin in pulmonary tuberculosis. Am Rev

Tuberculosi 24 (1931): 401-435.

1010Hoffer A. Double-Blind Studies. Can Med Assoc J 111 (Oct. 19, 1974) 8:752. For more information

on that study and subsequent developments, see

http://www.naturalhealthvillage.com/newsletter/991215/hoffer.htm.

1011Hoffer A, Smith C, Chwelos N, Callbeck M, Mahon M. Psychological response to d-lysergic acid

diethylamide and its relationship to adrenochrome levels.  J Clin.& Exper.Psychopath 20 (1959):125;

Chwelos N, Blewett D, Smith C, Hoffer A. Use of d-lysergic acid diethylamide in the treatment of

alcoholism. Quart J Stud on Alcohol 20 (1959):577; Fogel S, Hoffer A. The use of hypnosis to interrupt

and to reproduce an LSD-25 experience. J Clin Exp Psychopath  23 (1962):11;  Hoffer A.  D-Lysergic acid

diethylamide (LSD): A review of its present status.  Clin Pharmacol Therap  6 (March-April 1965): 183-

255.

1012Hoffer A. A Theoretical examination of double-blind design. Can Med Assoc J 97 (July 15, 1967)

3:123-127;  Hoffer A.  The Double-Blind Method. Can Psychiatri Assoc J 6 (Oct. 2, 1976):449-450.

1013Friedman L, Furberg C, Demets D. The Fundamentals of Clinical Trials. 2nd Edition.St Louis:

Mosby-Year Book, 1985: 71.  
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selection so that the treatment group includes a disproportionate number
of patients likely to do well whatever their treatment. The same kind of
inadvertent bias can lead both patients and investigators to overrate
positive results in the treatment group and negative findings among
controls, and cause data analysts to make choices that favor treatment.
Clinical trials that include such biases are likely to be incapable of
assessing drug effect.  In conjunction with randomization, a design
feature known as "blinding" helps ensure that bias doesn't distort the
conduct of a study or the interpretation of its results. Single-blinding
consists of keeping patients from knowing whether they are receiving the
investigational drug or a placebo. In a double-blind study, neither the
patients, the investigators, nor the data analysts [independent raters]
know which patients got the investigational drug. Only when the closely
guarded assignment code is broken to identify treatment and control

patients do the people involved in the study know which is which.1014

The FDA Guidance Document, “Providing Clinical Evidence of Effectiveness for
Human Drug and Biological Products” elaborates further on the issue of bias: 

 Any clinical trial may be subject to unanticipated,  undetected, systematic
biases. These biases may operate despite the best intentions of sponsors
and investigators, and may lead to flawed conclusions. In addition, some

investigators may bring conscious biases to evaluations.1015

When double-blind methodologies are not used, unconscious bias resulting in an
"expectancy effect," in which experimenters find “objective” confirmation for what they

expect to be the true nature of the test drug, cannot be ruled out. 1016 Dr. Robert DeLap,
Director of FDA’s Office of Drug Evaluation V, observes, "Expectation is a powerful
thing. The more you believe you're going to benefit from a treatment, the more likely it is

that you will experience a benefit."1017 
The placebo-controlled, double-blind experimental design is an important tool in the

effort to eliminate bias from research. There are many instances in which placebo-
controlled, double-blind studies are effective in both theory and practice. In these instances,
neither the subjects nor the experimenters can detect any clues that they can use to improve

1014Flieger K.  Testing Drugs in People.  FDA Consumer:Special Report on New Drug Development in

the United States (January 1995). http://www.fda.gov/fdac/special/newdrug/testing.html 

1015Providing Clinical Evidence of Effectiveness for Human Drug and Biological Products: 4.

http://www.fda.gov/cder/guidance/1397fnl.pdf

1016Barber T. Pitfalls in human research.New York: Pergamon Press, 1976.

1017Nordenberg T. The healing power of placebos.  FDA Consum 34 (Jan-Feb 2000) 1:14.
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over chance their ability to guess whether a placebo or the test drug was administered to a
particular subject at a particular time.  Unfortunately, in many studies of traditional
psychiatric medications and even more so in psychedelic psychotherapy protocols, double-
blind methodologies frequently fail in practice to produce effective double blinds or even
single blinds.

Double-Blind  Issues in Traditional Psychiatric Research
Given the primary emphasis FDA places on double-blind studies, there are

remarkably few papers in the scientific literature devoted to determining whether studies that
are designed to be double-blind in name are in fact double-blind in practice. In a successful
double-blind, both subjects (single-blind) and experimenters (double-blind) are unaware
whether any specific subject has received an active drug or a placebo. Few double-blind
studies in the published scientific literature report data concerning whether subjects were
asked if they thought they were in the treatment group or the control group, and if they were
asked, what responses were given.  Out of 12 double-blind studies published in 1982 in the
British Journal of Psychiatry, one researcher noted that only one reported testing the
double-blind by asking patients to guess whether they received the placebo or the active

treatment.1018 Perhaps even rarer are studies that report any data concerning whether the
investigators themselves made any guesses as to which subjects were in the treatment or the
control group, and if they did guess, to what extent their guesses proved accurate when the
study was completed and the blinds were broken during the data analysis process. 

The relatively universal lack of scrutiny as to whether double-blind studies are
indeed double-blind is less of a concern for studies in which the test drug is not likely to
offer any subjective clues to either subjects or experimenters. Aside from occasional allergic
and other very rare reactions, studies of the safety and effectiveness of antibiotics, for
example,  seem likely to remain blind. On the other hand, studies of drugs that impact
mental processes, or have dramatic and unique physical side effects,  or even powerful
treatment effects, are less likely to remain blind.   As one example, FDA’s Stella Machado,
Ph.D., supervisor of mathematical statistics in CDER’s Quantitative Methods Research
Staff, reported that one drug under review caused the skin of people who took it to turn a
distinctive yellowish/orange, making it impossible to sustain the effort to conduct a double-

blind study.1019 

1018Oxtoby A, Jones A, Robinson M. Is your “double-blind” design truly double-blind? Br J Psychiat155

(1989): 700-701.

1019personal communication, Dr. Stella Machado, March 3, 2000.  Dr. Machado couldn’t give any

additional information. She wasn’t sure if the drug had been approved, in which case further information

would be in the public domain, or whether it was either still in the review process or had been abandoned or

rejected, in which case all information about the drug would remain proprietary and not available through

FOIA or any other means.
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 In a critical review of the psychotropic drug literature, Dr. Fisher and Dr.
Greenberg investigated the operational success of attempts to conduct double-blind

studies.1020 They gathered evidence that demonstrated that the double-blind methodology
failed to work as intended in numerous studies with psychoactive drugs. Dr. Fisher and Dr.
Greenberg note, “Because taking a placebo is such a discernibly different experience from
taking an active drug, the notion that the two conditions are experimentally equivalent is an
illusion. It is simply unfair to compare a largely physiologically silent placebo to an active

drug.”1021 They also noted, “During the initial phase [of the research], side effects might be
particularly revealing, whereas over an extended time period, degree of therapeutic

improvement might assume more importance.”1022 1023 As Dr. Temple has pointed out, “the

long-term placebo effect may not be as plausible as short-term.”1024

Dr. Fisher and Greenberg believe that the widespread failure of the double-blind in
numerous studies has resulted in a situation in which “the efficacy of psychotropic drugs

has probably been exaggerated.”1025  1026 They report that there are multiple “studies
demonstrating [that] the apparent efficacy of psychotropic drugs in research trials decreases

progressively as the controls designed to ensure objectivity are made more stringent.”1027 1028

1020Fisher S, Greenberg R. (eds.) The Limits of Biological Treatments for Psychological

Distress.Hillsdale, NJ: Erlbaum Associates, 1989.

1021Greenberg R, Fisher S. Suspended Judgement: Seeing through the Double-Masked Designs: A

Commentary. Control Clin Trial 15 (1994): 245.

1022Fisher S, Greeberg R. How Sound is the Double-Blind Design for Evaluating Psychotropic Drugs?  J

Nerv Ment Dis 181 (1993): 347.

1023For a paper that demonstrates that different pill sizes and shapes provided sufficient clues to compromise

the double-blind in a study comparing five different treatments, see; Haakenson C, Akiyama T, Hallstrom

A, Sather MR. Masking drug treatments in the Cardiac Arrhythmia Pilot Study (CAPS). FASHP for the

CAPS Investigators. Control Clin Trial17 (Aug 1996) 4:294-303. 

1024Temple R. NIH Workshop on the Medical Utility of Marijuana, February 19-21, 1997, Slide 9,

“Choosing Diseases and Endpoints.”  

1025Fisher, Greenberg  (1993): 345.

1026Other researchers have critiqued the work of Drs. Fisher and Greenberg and have defended the validity of

anti-depressant studies. See Quitkin F, Rabkin J, Gerald J, Davis J, Klein D.Validity of clinical trials of

antidepressants. Am J Psychiat 157 (Mar 2000) 3:327-37.  This critique nevertheless affirms the

importance of addressing the failure of the double-blind and the impact of the placebo effect. The authors

conclude, “In order to clarify relative efficacy in drug-psychotherapy contrasts, minimal requirements should

include intrastudy placebo calibration, the participation of expert psychopharmacologists and

psychotherapists, and rigorous experimental design and measurement. Multisite studies done by mutually

monitored collaborating investigators, some with allegiance to psychotherapy and others to

pharmacotherapy, that result in findings repeated at different sites would be most convincing.”

1027Ibid., 345.
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1029  Though of uncertain relevance to research conducted more recently,  a review of 490
antidepressant trials conducted before 1969 concluded that the primary variable that
influenced outcome was not the drug being studied but the research methodology that was

employed.1030 A more recent meta-analysis found that studies that did not report even an
effort at double-blinding produced treatment effects that were larger than in studies that did

try to use the double-blind methodology.1031 1032

In a study that demonstrates bias in a particularly persuasive manner, 22 double-
blind studies were reviewed in which a new antidepressant was compared to both an
inactive placebo and an older drug that had already been shown to be effective for that  same
clinical indication. The efficacy of the older drug was then compared with the efficacy found
in the earlier, initial trials of that same drug. The hypothesis of the researchers was that the
efficacy for the older drug would be lower when it was tested against a newer drug than in
its initial trials when it was considered the latest and best drug being tested, when
experimenter enthusiasm would be expected to be higher. Effect sizes for the older drug in

the newer studies were only one-half to one-quarter of the effect sizes in the initial trials.1033

Though the characteristics of the patient populations may have been somewhat different
between the initial trials and the subsequent trials, the substantial drop-off in efficacy as
measured in the newer studies was attributed at least in part  to the reduction in investigator
bias in favor of the efficacy of the test drug.

There is at least a theoretical solution to the failure of the double-blind methodology
in studies comparing psychotropic drugs to inactive placebos. Inactive placebos need to be
replaced with the use of active placebos that have somewhat similar side-effect profiles to
the drugs they are being tested against, but without any therapeutic potential. Whether such

1028There is also a small body of literature on failures to properly randomize subjects between groups. For

just one example, see Schulz K. Subverting randomization in controlled trials. JAMA 274 (Nov 8

1995)18:1456-8.

1029Ross M, Olsen J.  An expectancy-attribution model of the effects of placebos. Psychol Rev88 (1981):

408-437.

1030Smith A, Traganza E, Harrison G. Studies on the effectiveness of antidepressant drugs.

Psychopharmacol Bull 5 (1969): 1-53.

1031Schulz K, Chalmers I, Hayes R, Altman D. Empirical evidence of bias. Dimensions of methodological

quality associated with estimates of treatment effects in controlled trials.  JAMA 273 (Feb 1, 1995) 5:408-

12.

1032 The fact that a subject’s awareness of participating in a study can influence the outcome of the study is

known as the Hawthorne effect. For a recent study that attempted to measure the magnitude of the

Hawthorne effect, see De Amici D, Klersy C, Ramajoli F, Brustia L, Politi P. Impact of the hawthorne

effect in a longitudinal clinical study. The case of anesthesia. Control Clin Trial 21 (Apr 2000) 2:103-14.  

1033Greeenberg R, Bornstein R, Greenberg M, Fisher R. A Meta-Analysis of Antidepressant Outcome

Under “Blinder” Conditions. J Consult Clin Psychol 60 (1992): 664-669.
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substances can indeed be identified in practice is another matter.  There are no obvious
examples of such active placebos for psychedelic drugs. According to Dr. Greenberg and
Dr. Fisher, “Without question, mastery of the active placebo dilemma is central to rescuing

the integrity of the double-blind.”1034  
 Unfortunately for the design of psychedelic research protocols, the strategy of using

an active placebo whose side effect profile matches that of the test drug isn’t very effective.
This approach reduces only some of the subjective clues that permit subjects and researchers
alike to identify who has received the psychedelic drug. Traditional psychiatric drugs are
meant to be taken on a daily basis and exert their therapeutic effects gradually and
consistently over extended periods of time measuring months and even years. The
therapeutic use of psychedelic drugs involves an acute intervention lasting several hours or
an entire day that can be powerful, unmistakable and overwhelming. The side effect profile
of psychedelic drugs pales before the intended effect of these substances, which no active
placebo matched only on side effects but without similar therapeutic effects can adequately
mimic. The active placebo solution for the problem of the piercing of the double-blind in
traditional psychiatric research thus fails to resolve the issue. The question remains how best
to remedy the failure of the double-blind to stay truly blinded in psychedelic research in
order to eliminate or minimize bias from compromising the data that is gathered. 

.
The Double-Blind in Psychedelic Research  

 In practice, the dramatic and profound subjective effects of psychedelic drugs make
it  exceedingly difficult to blind the subjects as well as experienced researchers/therapists as
to whether a  full dose of a psychedelic drug or an inactive placebo has been administered.
As Dr. Eric Kast stated in a report on a study he conducted in which a single dose of 100
micrograms of LSD (a moderately strong dose) was administered to 80 patients with
terminal malignant disease, “No placebo control was used because of the obvious and

immediate differentiation of LSD from placebo by the patient as well as the observer.”1035

1036 A study explicitly designed to evaluate reactions to an inactive placebo as compared to

1034Fisher, Greenberg (1993): 348.

1035Kast E. A Concept of Death.  Psychedelics- The Uses and Implications of Psychedelic Drug, (eds.)

Aaronson B, Osmond H. Garden City, New York: Anchor Books, 1970: 374.  Dr. Kast reported that  “LSD

is not only capable of improving the lot of pre-terminal patients by making them more responsive to their

environment and family, but it also enhances their ability to appreciate the subtle and aesthetic nuances of

experience...[The LSD experience] not only gives aesthetic satisfaction, but creates a new will to live and a

zest for experience that, against a backdrop of dismal darkness and preoccupying fear, produces an exciting

and promising outlook...In summary, the drug effect consisted  of a lessening of the patients’ physical

distress and a lifting of their mood and outlook that lasted about ten days.”

1036For additional information on the use of psychedelic psychotherapy in the treatment of terminal

patients, see  Kast E. Attenuation of anticipation: a therapeutic use of lysergic acid diethylamide.Psychiatr

Q 41 (Oct 1967) 4:646-57;  Kast E. LSD and the dying patient. Chic Med Sch Q 26 (Summer 1966)
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LSD found that “the reactions of placebo subjects in the present study did not simulate the

effects of the drug.”1037  The placebo subjects, who were not told that they might receive a

placebo, mostly reported somatic, rather than affective or cognitive reactions.1038 The ability
of the experimenters to determine which subjects received the placebo was described as

“inevitable.”1039 Another study comparing LSD to placebo found that placebo reactions
tended to be  time-sensitive, with the peak of the placebo effect occurring within the first

hour.1040 Dr. Hoffer has commented, “There is one good therapy for alcoholism, LSD,

which will never be double-blinded.”1041

The inability to sustain either a single or a double-blind is not limited to LSD but
generalizes to other psychedelic drugs. A recent pilot study investigated the anti-depressive
effects of ketamine in patients with depression. The study was reported to be “the first
placebo-controlled, double-blinded trial to assess the treatment effects of a single dose of an

N-methyl-D-aspartate (NMDA) receptor antagonist in patients with depression.”1042 All
seven patients in the study were treated on two separate occasions,  during which they were
randomly administered either a single moderate dose of .5 mg/kg of ketamine, or an
inactive placebo. Though the study was reported to be double-blind, the lead author
acknowledged that, “Basically, all subjects and raters knew when active [ketamine] versus

[inactive] placebo were administered.”1043

 Of course,  given the remarkably powerful range of subjective effects of moderate
to full doses of a psychedelic drug, it should be relatively easy for subjects and/or
experimenters to determine whether an inactive placebo or a fully active dose of a

2:80-7; Pahnke W, Kurland A, Goodman L, Richards W. LSD-assisted psychotherapy with terminal cancer

patients. Curr Psychiatr Ther 9 (1969):144-52 ;  Pahnke WN, Kurland AA, Unger S, Savage C, Grof S.

The experimental use of psychedelic (LSD) psychotherapy.JAMA 212 (Jun 1970)11:1856-63; Grof S,

Goodman L, Richards W, Kurland A. LSD-assisted psychotherapy in patients with terminal cancer.  Int

Pharmacopsychiatry 8 (1973) 3:129-44 ;  Kurland A. LSD in the supportive care of the terminally ill

cancer patient. J Psychoact  Drug  19 (Oct-Dec 1985) 4:279-90.

1037Linton H, Langs R. Placebo Reactions in a Study of Lysergic Acid Diethtylamide (LSD-25).  Arch

Gen Psychiat 6 (May 1962) 5:373.

1038Ibid., 379.

1039Ibid., 380.

1040Abramson H, Jarvik M, Levine A, Kaufman M and Hirsch M. Lyergic Acid Diethylamide (LSD-25):

The Effects Produced by Substitution of Tap Water Placebo. J  Psychol40 (1955): 367-383.

1041Hoffer A. A Theoretical examination of double-blind design. Can Med.Assoc J97 (July 15, 1967)

3:126.

1042Berman R, Cappiello A, Anand A, Oren D, Heninger G, Charney D, Krystal J. Antidepressant effects of

ketamine in depressed patients. Biol Psychiat47 (Feb 15, 2000) 4:351.

1043personal communication, Dr. Robert Berman, April 4, 2000.
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psychedelic drug has been administered. More difficult would be determining whether an
active placebo of some sort, perhaps a stimulant like Ritalin,  or an active but low dose of
the psychedelic drug had been administered, with greater chances for uncertainty associated
with lower doses of the psychedelic drug.   

In practice, numerous psychedelic psychotherapy research studies using a variety of
active controls have also failed to achieve an effective double-blind.  For example, Dr. Van
Dusen and associates conducted a study examining the therapeutic potential of LSD in the

treatment of alcoholism,  in which scopolamine was used as an active control for LSD.1044

The double-blind was considered to be ineffective.1045 In another study, Dr. Smart and
associates evaluated the use of LSD in thirty alcoholics, with ten subjects receiving LSD,
ten receiving 60 mg of ephedrine as an active control, and ten receiving the same
preparation and psychotherapy but without the drug session. Ephedrine is a stimulant that
produces some of the same physical symptoms as LSD. Nevertheless, the double-blind
was considered a failure, since 19 out of the 20 therapists involved in the study could

identify which patients had received which drug.1046  An FDA and NIMH-funded study
conducted in 1968 by Dr. Solomon Snyder compared 1.5 mg of a relatively little known
psychedelic drug called DOET, which is somewhat similar to MDA,  with 10 mgs  of d-
amphetamine, and found them to be distinguishable. According to Dr. Snyder, “In the
double-blind comparison of DPET and amphetamine they were clearly distinguishable,
both in subjective effects and in their effects on the performance of several psychological

tests.”1047

 The experimental design most likely to produce uncertainty is when subjects have
been led to expect that they would receive either a psychedelic drug or an inactive placebo,
but then were actually administered an active placebo. Just such an experiment was
conducted by Dr. Walter Pahnke in 1962, as part of his Harvard dissertation conducted

under the direction of his faculty sponsor, Dr. Timothy Leary.1048 Dr. Pahnke’s experiment

1044Van Dusen W, Wilson W, Miners W, Hook H. Treatment of alcoholism with lysergide.  Q  J Stud

Alcohol 28 (1967) 2:295-303.  

1045Ibid.

1046Smart R, Storm T. The efficacy of LSD in the treatment of alcoholism.  Q J Stud Alcohol(1964)

25:333-338; see also Smart R, Storm T, Baker E, Solursh L. A controlled study of lysergide in the

treatment of alcoholism. 1. The effects on drinking behavior. Q J Stud Alcohol 27 (Sep 1967) 3:469-82.

Smart R, Storm T, Baker E, Solursh L. A controlled study of lysergide. Q J Stud Alcohol 28 (Jun 1967)

2:351-3.

1047Synder S, Weingartner H, Faillace L. DOET (2,5-dimethoxy-4-ethylampehtamine) and DOM (STP)

(2,5-dimethoxy-4-methylamphetamine), New Psychotropic Agents and Their Effects in Man. in Efron D.

(ed.). Psychotomimetic Drugs- Proceedings of a Workshop organized by the Pharmacology Section,

Psychopharmacology Research Branch, National Institute of Mental Health, held at the University of

California, Irvine, on January 25-26, 1969.  Workshop Series of Pharmacology Section, National Institute

of Mental Health No 4.  New York: Raven Press, 1970: 263.
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involved twenty divinity students from Andover Newton Theological Seminary, half of
whom received a high dose of psilocybin while the other half received nicotinic acid as an
unexpectedly active control substance. This was done in order to "potentiate suggestion in
the control subjects, all of whom knew that psilocybin produced various somatic effects,
but none of whom had ever had psilocybin or any related substance before the experiment."
1049 Nicotinic acid  acts more quickly than does psilocybin and produces  general relaxation
and a warm flush through vasodilation of blood vessels in the skin.  

The experiment took place at Marsh Chapel on the campus of Boston University,
during the course of a Good Friday service led by Rev. Howard Thurman, a mentor of Dr.
Martin Luther King. The purpose of the experiment was to determine whether a psychedelic
drug could help catalyze a religious experience in people who were religiously inclined and
were taking the substance in a religious context. What follows is an account from one of the
subjects describing how he was finally able to determine whether he had been administered
either the psilocybin or the placebo. The interview was conducted by this author about

twenty-five years after the original experiment had taken place.1050

  This account is based on a group experience in which both experimental and
control subjects were administered their drugs in the same location at the same time,
enabling the subjects to discuss the contents of their subjective experiences with each other
during the acute phase of the experiment. As a result, this example does not completely
apply to an experimental design in which a single subject in isolation is administered either
a test drug or a placebo.  However, in some psychedelic therapy research protocols, post-
treatment follow-up may involve group therapy that includes members of both the
experimental and control subjects. These group therapy sessions provide ample
opportunities for subjects to compare notes about their experiences, thus facilitating the
delayed determination as to the actual substance each subject had been administered. The
following example, while not directly applicable to all research designs, nevertheless serves
to illustrate the difficulties inherent in the attempt to keep subjects unaware as to whether
they have received an active placebo or a psychedelic drug. 
 

      After about a half hour I got this burning sensation. It was more like
indigestion than a burning sensation. And I said to T.B., "Do you feel
anything?" And he said, "No, not yet." We kept asking, "Do you feel
anything?" I said, "You know, I've got this burning sensation, and it's

1048Pahnke W.  Drugs and Mysticism: An Analysis of the Relationship between Psychedelic Drugs and

the Mystical Consciousness. Unpublished doctoral thesis in the History and Philosophy of Religion

submitted to Harvard University in 1963.

1049Ibid., 89.

1050Doblin R. The Good Friday Experiment- A twenty-five year follow-up and methodological critique.  J

Transper Psychol 23 (1991) 1:1-28.
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kind of uncomfortable." And T.B. said, "My God, I don't have it, you
got the psilocybin, I don't have it." I thought, "Jeez, at least I was lucky
in this trial. I'm sorry T.B. didn't get it, but I'm gonna' find out." I
figured, with my luck, I'd probably get the sugar pill, or whatever it is.
And I said to Y.M., "Do you feel anything?" No, he didn't feel anything.
So I sat there, and I remember sitting there, and I thought, "Well, Leary
told me to chart my course so I'm gonna' concentrate on that." And I
kept concentrating and sitting there and all I did was get more indigestion
and uncomfortable. 
        Nothing much more happened and within another 40 minutes, 45
minutes, everybody was really quiet and sitting there. Y.M. was sitting
there and looking ahead, and all of the sudden T.B. says to me, "Those
lights are unbelievable." And I said, "What lights?" He says, "Look at
the candles." He says, "Can you believe that?" And I looked at the
candles, and I thought, they look like candles. He says, "Can't you see
something strange about them?" So I remember squinting and looking. I
couldn't see anything strange. And he says, "You know it's just
spectacular." And I looked at Y.M. and he was sitting there saying,

"Yeah." And I thought, "They got it, I didn't." 1051

Dr. Pahnke was able to sustain the double-blind successfully through all of the
preparation phases of the experiment up to and including ingestion of the capsule. The
double-blind was even sustained for a portion of the Good Friday service itself because of
the use of nicotinic acid as an active placebo. Subjects in the placebo group mistakenly
concluded, in the early stages of the experiment, that they were the ones who had received

the psilocybin.1052 The group leaders, unaware that an active placebo was going to be used,
were also initially unable to distinguish whether subjects had received the psilocybin or the
placebo. Psilocybin's powerful subjective effects were eventually obvious to all subjects
who received it, even though they had not previously ingested the drug or anything similar

to it. 1053 Inevitably, the double-blind was broken during the service as the psychoactive
effects of the psilocybin deepened and the physiological effects of the nicotinic acid faded.
At the end of the day of the experiment, all subjects correctly determined whether they had
received the psilocybin or the placebo even though they were never told which group they

were in.1054 In virtually all cases, members of the experimental team were also able to tell
which subjects had received the psilocybin and which had recieved the placebo. Dr. Leary

noted, “It was easy to tell who had taken the psychedelics.” 1055 Dr. Pahnke himself

1051Ibid., 5-6.

1052Pahnke (1963): 212.

1053Ibid., 212.

1054Ibid., 210.
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remained technically blind until after the six-month follow-up, when he finally looked at the
code to determine which subjects were in which group.

 Subsequent to the completion of the Good Friday Experiment, Dr. Pahnke realized
that every single subject had been able to determine whether he had received the placebo or
the psilocybin. Clearly, his choice of nicotinic acid had failed to ensure an effective double-
blind study.  He then undertook a series of additional studies investigating the use of
psilocybin in normal volunteers, administering the drug in the non-religious, relatively

sterile environment of the Massachusetts Mental Health Center.1056 The primary aim of these
studies was “to determine the most useful psychoactive control substance for use with

psilocybin.”1057

 A total of 40 subjects who had never taken a psychedelic drug were tested in groups
of four. In a double-blind randomized manner, most subjects were administered either a
high dose of psilocybin (30 or 40 mg),  a low dose of psilocybin (9 or 12 mgs) as one
active control,  or a combination of 20  mgs of d-amphetamine and 130 mg amobarbital
(Dexamyl) as another active control. The setting for all subjects was identical, the group
listened to ”a six hour program of classical music in a supportive environment with

psychiatric supervision provided by the experimenters.”1058

 The experiment was a partial success. In about three out of four cases, the
experimenters could not determine during the course of the experimental session which
subject had received which drug or dose. Almost all subjects failed to determine which
dosage they had been administered. Both the low dose of psilocybin and the combination of
d-amphetamine/amobarbital  produced a mild subjective experience, though not the sort of
psychedelic peak experience that the higher dose of psilocybin produced. These two
substances were considered equally valuable as control substances. Several subjects
received a very low dose of 5 mg. of psilocybin, the effect of which was so mild that it
could easily be distinguished by both subjects and experimenters from the high dose of
psilocybin. Afterwards,  however, the experimenters could determine which subjects
received which drug or dosage through the review of the questionnaires and individual
written accounts. 

In  this experiment, Dr. Pahnke sought to minimize interaction between the subjects
and the experimenters, with the subjects listening to music with as much undivided attention
as they could manage. It is unlikely that this practice would be followed in a psychotherapy
study. If the goal of a psychedelic research project is to maximize therapeutic outcome,

1055Leary T. High Priest.Berkeley: Ronin Press, 1984: 311.  

1056Pahnke W, Salzman C. Report on a pilot project investigating the pharmacological effects of

psilocybin in normal volunteers. Massachusetts Mental Health Center. Unpublished manuscript, (1966): 1-

5.

1057Ibid., 1.

1058Ibid., 2.
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therapists would be interacting with subjects in order to take advantage of the ability of the
psychedelic state of mind to bring issues of concern to the surface, permitting them to be
worked through and resolved. These interactions between therapists and patient would
provide more opportunities for subtle clues to assist the therapists, and perhaps also the
subjects, in guessing which test substances in which amounts had been administered. While
it is entirely possible that some patients in psychedelic psychotherapy studies would remain
contentedly listening to music for six hours or so, this would be the exception and not the
rule, and therapists would still be checking in periodically with the patient in order to assess
their state of mind.

The most important finding of this study in terms of the conduct of double-blind
studies is that it demonstrated that drug-naive subjects as well as experienced investigators
have difficulties distinguishing between a medium and a high dose of the same psychedelic
drug as long as contact between subjects and experimenters is minimized.

Informed Consent and the Double-Blind
In addition to the inherent difficulties in conducting double-blind studies with

psychedelic drugs, federal regulations require that experimenters obtain fully informed
consent from human subjects participating in experimental research. This requirement makes
it even more difficult to conduct a successful double-blind experiment,  since the federal
regulations governing informed consent require that a certain minimum set of clues about
what to expect from any test drug be provided to subjects in the context of the written
informed consent form.  According to federal regulations, the informed consent form must

include a “description of any reasonable foreseeable risks or discomforts to the subject.”1059

The informed consent form can be somewhat vague and brief about the possible range of
expected effects from the test drug, but some accurate set of expectations must be provided
to subjects.  Deception in research and incomplete disclosure in informed consent forms is
permitted in exceptional circumstances, but such deceptions are usually about the exact
purpose of the experiment or about certain measures that are being taken during the course

of the study, not about the “risks or discomforts” that the subject may experience.1060  
The ability of psychedelics to catalyze psychological processes that can bring to the

surface difficult and/or repressed emotions is a key factor in their therapeutic potential.
Subjects therefore need to be informed that the power of psychedelics is such that difficult
or repressed emotions can come to awareness and may be a challenge to deal with, at least
initially. Whether or not these emotions are processed in a healing manner depends in part
on the courage and honesty of the subject, on the skill of the therapist, and on the
preparation the subject has received.  As Dr. McEvoy and Keefe make clear, “The

105945 CFR 46.116 (a) (2).  Part 46 - Protection of Human Subjects, Subpart A - Basic HHS Policy  for

Protection of Human Subjects.

1060Levine R. Ethics and Regulation of Clinical Research-2nd Edition.Baltimore: Urban and

Schwarzenberg, 1986: 117. See also Chapter 9, Deception.
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investigator is obliged to tell patients, based on reasonable projections, the chances that bad
outcomes may ensue from research participation and what these possible bad outcomes

are.”1061 Information in the informed consent form about the possible range of emotions that
can be catalyzed by psychedelics makes it easier for subjects to recognize the core attributes
of the psychedelic experience, attributes that inactive or active placebos generally do not
closely mimic.

MDMA/PTSD Study by Jose Carlos Bouso, Psychology Ph.D. Candidate
The informed consent form to be used by Jose Carlos Bouso, Ph.D. Candidate,

University Autonoma de Madrid,  in the Spanish Ministry of Health-approved
MDMA/PTSD study,  is quite descriptive of what subjects may expect to experience if they
receive the MDMA instead of the inactive placebo. The informed consent form describing
the MDMA experience is as follows:  

         MDMA is classified as a stimulant of the central nervous system.
When consumed without appropriate medical supervision in recreational
contexts or when they are abused, stimulants can produce sleeplessness,
nervousness, anxiety, muscular tension, increased heart rate and blood
pressure, palpitations, dizziness, fever, dryness of mouth, visual
difficulties, chest pain, sweating, nausea, and vomiting.  Psychotic
effects have been described in which hallucinations (perceptual changes)
and paranoia appear.  Severe negative effects have also been described,
especially in cases of consumption of high or toxic doses.  Symptoms
that may appear in these cases include high fever, muscular pain, loss of
consciousness,  convulsions, arhythmia, chest pain and heart attack.
These severe effects have resulted in death in some cases. As mentioned
above, these undesirable effects can appear when stimulants are taken
without proper medical supervision, when dosages are not monitored, or
when they are taken by people with pre-existing medical conditions.
         When MDMA is administered to physically healthy patients in a
controlled clinical context, it tends to produce what could be called a
paradoxical effect when compared to the normal effect of stimulants.
MDMA’s effects are:  elimination of anxiety, positive mood, improved
capacity for communicating with others and for accessing feelings and
memories, and elimination of fear of speaking about traumatic facts or
experiences from the past - without producing most of the effects
associated with stimulants set forth above.  In fact, before it was

1061McEvoy J, Keefe R. Informing Subjects of Risks and Benefits, in (ed.) Pincus H, Lieberman J, and

Ferris  S.  Ethics in Psychiatric Research- A Resource Manual for Human Subjects Protection.

Washington, DC:  American Psychiatric Association, 1999: 139.
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prohibited, MDMA was used to help patients analyze their problems in a
state of serenity and lucidity in which they were better able to gain access
to their traumatic memories without losing control of their emotions or
actions, yet alleviating the fear or anxiety that is produced when these
types of feelings are accessed. The dosage that you will receive may
produce secondary effects such as muscular trembling, changes in heart
rate and blood pressure, fatigue after the session, and insomnia. The

other effects of stimulants described above are rarely produced.1062

With the information provided above, it is reasonable to assume that most patients
should have little difficulty determining whether they received the MDMA or the inactive
placebo. Somewhat helpful to the goal of producing an effective double-blind experiment is
that the list of adverse effects from the non-medical use of stimulants is remarkably diverse,
ranging from anxiety and nervousness to heart attack and death.  In addition,  some of the
acute side effects that are mentioned as possibly resulting from the ingestion of MDMA in
clinical research,  such as muscle trembling and changes in heart rate and blood pressure,
are broadly stated and could be generated by subjects who receive the placebo but are

anxious about participating in the experiment.1063 It is also possible that some of the
primary effects of MDMA listed in the informed consent form could be experienced by
placebo subjects who feel sufficiently comfortable to work on resolving their traumas
during the experimental session.  Even the low dose of MDMA that is being used in the
study, 50 mgs,  produces a noticeable psychological effect, but not one that is considered

sufficient for substantial psychological processing.1064  Prior to the experimental session,
subjects will be told which dose of MDMA they may receive if they do not receive the
placebo. Subjects will be looking for more subtle signs of activity if they are in the initial
low-dose groups.  

In order to test the effectiveness of the inactive placebo in the context of the double-
blind methodology,  outcome measures to be used in this study will ask subjects to report
whether they thought they received either a placebo, or a low, medium or high dose of
MDMA. The therapeutic research team will also record their own guesses as to whether
their subjects received MDMA or placebo, with the guesses evaluated for accuracy at the

1062Bouso J. Informed Consent Form, Spanish Drug Agency Code Protocol # 99-0309.  Administration of

3,4 methylendioxy-methamphetamine (MDMA) to Women with Chronic Post Traumatic Stress Disorder

(PTSD) as a Consequence of Sexual Assault.  A Dose-Finding Pilot Study. Biological Psychology and

Health Department, Faculty of Psychology. Universidad Autónoma de Madrid, Hospital Psiquiátrico de

Madrid. 

1063Side effect profiles of placebo have been found to mimic the side effect profiles of active drugs. Ross M,

Olsen J. An expectancy-attribution model of the effects of placebos. Psychol Rev 88 (1981): 408-437.

1064Adamson S, Metzner R. The Nature of the MDMA Experience and its Role in Healing, Psychotherapy,

nad Spiritual Practice. Revision 10 (Spring 1988) 4:59-72.
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conclusion of the study.

The Psilocybin/OCD Study by Dr. Francisco Moreno and Dr. Pedro Delgado
 Dr. Francisco Moreno and Dr. Pedro Delgado, University of Arizona,  have been

approved by the FDA to study the use of psilocybin in a maximum of ten patients with
obsessive-compulsive disorder. Their informed consent form is illustrative of the sort of
information that is considered appropriate to provide to experimental subjects who are
patients in need of treatment.

      1) Psilocybin is a hallucinogenic/psychedelic drug.  At the higher
doses, psilocybin can cause severe distortion in all body sensations and
thinking.  This can include abnormal perception in all senses such as
visual changes, visual hallucinations, hearing changes and auditory
hallucinations, abnormal smells or bodily sensation, and an unusual
mixing of sensations where for example sounds may be perceived as
pictures or images or colors could be perceived as tastes.  These
experiences are usually accompanied by intense changes in mood states.
This can include elation or euphoria, anxiety and panic feelings, or
depressive feelings. Emotions can change quickly from one to another.
While these experiences are described by most people as pleasant or
profound, to some it may be frightening and include symptoms of panic,
depression, and confusion.  The symptoms listed above usually begin
within the first hour after taking the psilocybin and can last for up to 12
hours, although most people find that these symptoms are gone by 6
hours after ingestion.
      Psilocybin will also cause dizziness, nausea, vomiting, headaches,
increased pulse and blood pressure, dilated pupils, slightly elevated
temperature, raising of skin-hair, and increased reflexes.  These
symptoms usually begin 20 to 30 minutes after taking the drug and can

last up to 6 hours.1065 

 The broad range of effects listed above include some that are usually unique to
psilocybin,  such as “visual hallucinations, hearing changes and auditory hallucinations,
abnormal smells or bodily sensation, and an unusual mixing of sensations,” along with a
variety of other effects, such as increased blood pressure and pulse, and nausea, that could
just as easily be produced by anxiety and the “placebo effect.” Subjects who failed to
experience any of the distinctive effects they are told can be caused by psilocybin would
have an increased chance of guessing accurately that they received the placebo. The degree
of detail provided about the psilocybin experience in the informed consent form suggests

1065Subject’s Consent Form, IND # 56,530.  http://www.maps.org/research/psilo/azconsent.html
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that  most subjects would be able to distinguish medium or high doses from either active or
inactive placebo, and would probably also be able to distinguish medium or high doses
from a low dose of psilocybin just above the threshold level for psychoactivity. 

 
Proposed Study of LSD in Cancer Patients by Richard Yensen Ph.D. and Dr. Donna Dryer

 Richard Yensen, Ph.D. and Dr. Donna Dryer, Orenda Institute, Baltimore,
Maryland,  are still in the protocol development and approval stage for a study that is
intended to evaluate the use of LSD-assisted psychotherapy in the treatment of anxiety,
depression and pain in cancer patients. This study is designed to build on the research with
LSD in cancer patients that was conducted at Spring Grove in the late 1960s and early

1970s.1066 As this study is presently designed, subjects will be randomized into one of
three groups and will receive either a very low dose of LSD of 10 micrograms,  intended to
be below threshold or barely perceptible, or a significant and catalytic dose of 150
micrograms, or a quite large dose of 400 micrograms which is intended to produce an
overwhelming psychedelic peak experience. 

The portion of their detailed informed consent form that describes the acute effects
of LSD is as follows:

      The actions of LSD, like that of other drugs affecting the brain-mind
system, are complex in nature and are not yet completely understood.
From session to session of LSD psychotherapy and at different times
within the same session, various physiological rhythms, such as your
pulse, may temporarily go up or down. These physiological effects seem
to reflect the emotional nature of the particular experience rather than the
actual effect of LSD. The emotional responses during LSD
psychotherapy sessions vary from person to person and may include fear
and anxiety as well as tranquility and serenity. During the course of your
therapy, you may experience rare transient occurrences, reminiscent of
the experiences that occurred during the LSD session(s).
        During the LSD psychotherapy sessions, you may experience any
of the following: transient pains, occasional nausea, vomiting, coldness,
sweating, blurred vision. There may also be perceptual changes
involving hearing, vision, touch, taste, smell and/or other body
sensations. Your awareness of space and time may be altered. You may
experience periods of intense emotion such as crying or laughing. In rare
instances a transient, psychotic-like state may occur, including feelings
of panic and paranoid thinking. 
       [Subjects need to sign the following statement indicating that they
understand the information presented to them in the consent form.]

1066See Chapter 1 for a discussion of the Spring Grove research projects.
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         My therapist and cotherapist will be present throughout the LSD
psychotherapy session, which will last at least 8-12 hours.  Throughout
most of the LSD psychotherapy session, I will recline on a couch or bed
with my eyes covered by eyeshades and listen to music carefully selected
by my therapists. I also may be asked to focus on selected photographs
or objects or audiovisual presentations in order to help me gain insight
into my pain, anxiety and/or fear of death.
       I have been informed that any of the experimental LSD doses can
produce a profound change in my mental state and that I may experience
the psychological and physiological effects stated above. I may see and
hear things that are not actually there, and/or other changes in my
perceptions may occur. My sense of time may be altered (short lengths of
time passing slowly or vice versa). I may experience very powerful
pleasant or unpleasant emotions. I may have opposite feelings or
thoughts at the same time. I may be extremely sensitive and aware of the
environment, and may unrealistically judge how others feel about me. It
may feel like my body and mind have separated. I may experience
extreme changes of mood.
        I understand that the effects of LSD are different for each experience
by each person, that they usually begin within 20-40 minutes, that the
peak effects are noted within 2-4 hours, and that most effects usually are

gone within 8-12 hours.1067  

The amount of detail in this informed consent form will adequately prepare the
subjects receiving either the 150 or the 400 microgram doses for a profound and powerful
experience. The specific discussion of the time course of the effects along with the
description of the remarkable emotional depths and shifts that can occur will provide
sufficient clues for the subject receiving the 10 microgram dose to determine that the lowest
dose has been administered. Members of the experimental team may not be able to
determine whether subjects have received either the 150 or the 400 microgram dose, but
they should be able to identify the subjects receiving the 10 microgram doses.

Dr. Evgeny Krupitsky’s Ketamine-assisted Psychotherapy (KPT)  Study in Heroin Addicts
Dr. Evgeny Krupitsky,  St. Petersburg (Russia) Scientific Research Center for

Addictions and Psychopharmacology, is currently conducting research designed to
compare the efficacy of multiple sessions of ketamine-assisted psychotherapy (three high-
dose sessions, spaced four weeks apart) in heroin addicts with that of a single session (one
high-dose session, then two counselling sessions, each four weeks apart). Each group will
contain forty subjects. No placebo is being used and all subjects and experimenters will

1067Unpublished draft of Informed Consent Form, personal communication, Dr. Yensen, March 24, 2000.
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know which treatment each subject is receiving. Thus, the issue is moot as to whether
subjects in this study will be able to determine the treatment they will receive by clues
contained in the informed consent form. 

The relevant section from the consent form, used both in the current study and in
Dr. Krupitsky’s previous study in heroin addicts comparing low-dose to high-dose

ketamine-assisted psychotherapy,1068  is reproduced below. This informed consent form
contains suggestions about the likelihood of specific psychological content that the subjects
in this study may experience,  and also mentions the link between those subjective
experiences and the therapeutic potential of the ketamine session.  This informed consent
form is sufficiently detailed so that if the protocol design for the current study had included
either an active or an inactive placebo, the subjects would almost certainly have been given
enough information so that most or all could distinguish either an active or inactive placebo
from either a low or a high dose of ketamine.  Dr. Krupitsky’s informed consent form
states as follows:

Soon after the injection you will enter an unusual state of consciousness:
you will be detached from the regular world around you and submerged
to the deep levels of your subconsciousness which play an important role
in your addiction. For about one hour you may experience the separation
of consciousness from the body and the dissolving of the ego. In this
state of consciousness you will experience very bright visions which
have an important symbolic meaning. You may deeply feel the negative
sides of addiction, the positive side of abstinence, the relief from heroin
dependence and re-birthing for a new life. These visions may induce
important insights concerning your personal problems, your system of
values, notions of self and the world around you, and the meaning of
your lives. All of these insights may entail positive changes in your
personality, which will be important for the shift to a new lifestyle
without heroin. The psychotherapist will supervise you during the
session and his influences will help you a lot in your personal

transformation (shift) to the heroin-free life.1069

 Dr. Krupitsky reported that his previous study comparing low-dose to high-dose
ketamine-assisted psychotherapy was successful as a single-blind study, with the subjects
unable to determine which dose of ketamine they had received. The reduced but still quite
noticeable psychoactivity of the low dose aided the study to successfully implement a single

1068Krupitsky E, Burakov A, Romanova T, Strassman R, Grinenko A. Ketamine-Assisted Psychotherapy

(KPT) of Heroin Addiction: Immediate Effects and Six Months Follow-up. Bull MAPS 9 (1999) 4:21-26.

http://www.maps.org/news-letters/v09n4/09421kru.html

1069Informed Consent Form, translated into English by Dr. Krupitsky, March 12, 2000.  
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blind methodology.  Dr. Krupitsky commented, “We have never asked subjects to guess
which group they were in. As for the subjects, they have never had a ketamine experience
before,  so they were not able to determine which dose they received. Even with a low dose
they were quite impressed by the procedure, so that it was not important for them to ask
about the dose...It is probably correct that in most cases (however,  not  in 100%)  subjects
would have been able to distinguish ketamine (low or high dose) from inactive placebo, if

we had included the use of an inactive placebo in the design.” 1070  
Though the use of either a low dose or a high dose of ketamine did result in an

effective single-blind study,  the study as implemented failed as a double-blind study. The
experimental team was able consistently to guess correctly which dose was administered to
the subjects. Dr. Krupitsky attributed this success to the expertise in recognizing and
working with the ketamine effect that the treatment team had built up over their more than

15 years of working with ketamine-assisted psychotherapy.1071 1072 1073 Dr. Krupitsky
commented  “I think that in about 90%  of the cases or even more we were almost certain
which dose had been injected. However, we have never been 100% sure about the

dose.”1074  
  

The Failure to Blind and the Need for a Higher Standard Than Comparison to Placebo
The informed consent forms that subjects need to review  and sign prior to

participating in psychedelic psychotherapy research will unavoidably provide a substantial
number of clues about how to recognize the subjective effects of the psychedelic drug being
administered. By virtue of the uniquely powerful and dramatic effects of fully therapeutic
doses of psychedelic drugs, subjects will almost invariably experience profound alterations
in their cognitive and emotional processing. These subjective effects combined with the
information provided in the informed consent forms will permit most if not all subjects to
recognize whether they have received a fully therapeutic dose of the psychedelic drug being
investigated or an inactive placebo, an active placebo or a threshold dose of the psychedelic
drug. 

As a result of the close interaction between the subjects and the therapeutic team,  the

1070personal communication, Dr. Krupitsky, March 10, 2000.

1071Krupitsky E, Grinenko A. Ketamine Psychedelic Therapy (KPT): A Review of the results of ten years

of research.  J  Psychoact Drug 29 (1997) 2:165-183.

1072Krupitsky  E, Grinenko A, Karandashova G, Berkaliev T, Moshkov K, Borodkin, Y.  Metabolism of

biogenic amines induced by alcoholism narcopsychotherapy with ketamine administration. Biogenic

Amines 7 (1990): 577-582.

1073Krupitsky E, Grinenko A, Berkaliev T, Paley A, Petrov V, Moshkov K, Borodkin, Y.  The

combination of psychedelic and aversive approaches in alcoholism treatment: the affective contra-attribution

method. Alcohol Treat  Q 9 (1992): 99-105. 

1074personal communication, Dr. Krupitsky, March 10, 2000.
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subjects’ outwardly visible response to the powerful subjective effects of a full dose of the
test drug will offer readily apparent clues to the experimental team as to whether a full dose
of the psychedelic drug has been administered. Most if not all members of the experimental
team will be able to determine whether the subjects have received either a full therapeutic
dose of a psychedelic drug, an inactive placebo, an active placebo or a threshold dose of the
psychedelic drug. 

A double-blind may be achieved in limited instances. Subjects and members of the
experimental teams will have some difficulty distinguishing between incrementally different
doses of the psychedelic drug, such as between a low and a moderate dose or between a
moderate and a high dose,  or between active or inactive placebo and a low dose of the
psychedelic. For example,  Dr. Strassman noted,  “In our DMT work, people regularly

mistook the low dose for [inactive] placebo.”1075 However, these instances do not include
the comparison of most importance in psychedelic psychotherapy research, between a fully
therapeutic dose and either an active or an inactive placebo.

The practical failure to achieve a double-blind between psychedelic psychotherapy
and inactive or active placebo legitimately introduces questions of experimental bias.  This
concern over experimental bias does justify the imposition of a higher standard of proof than
FDA uses for the approval of other drugs in which the test drug is simply compared to
placebo. A higher standard of proof than comparison of psychedelic psychotherapy to
placebo is needed for the approval of psychedelic psychotherapy, even though previous
sections of this chapter have determined that the use by FDA of a higher standard cannot be
justified on the basis of the high-potential of abuse of psychedelics when used non-
medically, on the impact of information about the possible medical uses of psychedelics on
non-medical use patterns, or on ethical considerations. 
 What this higher standard should be, as well as what protocol design measures
should be adopted to address the failure of the double-blind, are the subject of the remainder
of this chapter.

Methods to Reduce Bias when the Double-Blind Fails
 When the double-blind fails, both the subject and the experimenter may let bias

affect all outcome measurements and ratings.  As Dr. Temple explained, “Inability to blind
and potential bias makes any subjective endpoint less credible... (this is not to say that

subjective end-points are not of value). 1076  One response to this increased potential for
bias is the use of solid, objective outcome measures.  Unfortunately, solid, objective

1075personal communication, Dr. Strassman, April 4, 2000. Dr. Strassman noted that even though subjects

often mistook the low dose for the placebo, the 100-item self-report questionnaires that they filled out

rating their experience, the Hallucinogen Rating Scale (HRS), “was more sensitive to estimating dose

effects than a global/gestalt ‘guess’ on the part of the volunteer.” 

1076Temple R. NIH Workshop on the Medical Utility of Marijuana, Slide 24, “Appetite, Cachexia,

Wasting.”
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outcome measures are more common in studies into the treatment of externally observed
phenomena, such as physical illnesses, but are more difficult to obtain when the
phenomena under study are changes in the patients’ subjective mood states, the likely focus
of psychedelic psychotherapy research. One possibility is to supplement subjective data
generated through questionnaires that rely on patient self-reports with measures of function
and behavior that can be observed and measured by outside raters such as significant
others, employers, etc. Quality of life measures, though usually based primarily on patient

self-reports, can also incorporate data from outside evaluators.1077 1078 In studies testing
psychedelics in the treatment of substance abuse,  measures of drugs or alcohol use such as
urine tests and other drug use screens can serve quite well as objective outcome measures.  

 Another necessary step towards reducing bias when double-blind methodology
fails is the use of independent raters, a practice that is relatively easy and inexpensive to

implement.1079  The use of blind raters can eliminate bias that stems from evaluators who
are aware of the treatment conditions to which the patients being evaluated have been
exposed. When evaluators are aware of which treatment the subjects have received, they
may be motivated consciously or unconsciously to bias the outcome ratings measuring the

effects of the interventions.1080 With the assessment of outcomes taken out of the hands of
any members of the experimental team who may know which patients have received which
substances, the validity of the outcome measures is strengthened. 

 
What is Lost when the Double-Blind Fails? 

Each study must be individually analyzed to see what sorts of bias or other problems
may be encountered when the double-blind fails. For example, when subjects know they are
in the placebo group, they may see little point in remaining in a study.  Subjects in the
placebo group may drop out of the study at a higher rate than subjects receiving the test
drug, compromising subject retention and possibly biasing results.  If placebo subjects do
remain in the study,  patient management may suffer as a result of a possibly lower
motivation to participate in all follow-up activities. Subjects in the placebo group might also
seek out other treatments at a higher rate than subjects receiving the test drug, confounding

1077Byock I, Merriman M. Measuring quality of life for patients with terminal illness: the Missoula-VITAS

quality of life index. Palliat Med 12 (Jul 1999) 4:231-44. 

1078Anderson R. What does it Mean? Anchoring Psychosocial Quality of Life Score Changes with

Reference to Concurrent Changes in Reported Symptom Distress. Drug Info J 33 (1999) 2:445-453.

1079Guy W, Gross M, Dennis H. An alternative to the double-blind procedure. Am J Psychiat123 (1967):

1505-1511.

1080ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials, Section 2.1.2 Ability to

Minimize Bias states, “The placebo-controlled trial, using randomization and blinding, generally reduces

subject and investigator bias maximally, but such trials are not impervious to blind-breaking through

recognition of pharmacologic effects of one treatment (perhaps a greater concern in cross-over designs);

blinded outcome assessment can enhance bias reduction in such cases.”
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their outcome measures with unreported interventions not accounted for in the data analysis.
As an illustrative example, the consequences of the failure of the double-blind  in Dr.

Pahnke’s Good Friday experiment will be examined. There were no resulting problems with
subject retention or patient management during the experimental phase of the study because
there was only one experimental session. Though there is no evidence to suggest that there
was bias in the self-reported outcome measures, this cannot be ruled out. Some subjects
who knew they received the psilocybin might have exaggerated their evaluations of their
experiences in order to please the experimental team, impress their fellow subjects, or
convince themselves that their experience was more profound that it actually was.  Some
subjects in the control group could perhaps have minimized their self-reported ratings of
their subjective experience since they may also have wanted to provide evidence supportive
of the hypothesis of the experimental team. Alternatively, some subjects in the control group
could have exaggerated their self-reported ratings of their experience to demonstrate that
they did not need drugs to achieve a mystical experience. 

Estimating the magnitude of any bias, if bias was indeed a factor, is a matter of
guesswork. Due to the profound nature of the psilocybin experience,  it is most likely the
case that the magnitude of any bias that did occur was less than the magnitude of the self-
reports of the direct effects of the psilocybin. The possibility of some degree of bias in the
self-reported outcome measures does not fundamentally invalidate Dr. Pahnke’s observation
that, "eight out of ten of the experimental subjects experienced at least seven out of the nine
categories [dimensions of mystical experience]...there was one control subject who scored
fairly high on sacredness and sense of peace and that he himself, in his written account, said
"It was a very meaningful experience, but in the past I've certainly had one that was much

more so." 1081 Dr. Pahnke’s conclusion holds that "the persons who received psilocybin
experienced to a greater extent than did the controls the phenomena described by our

typology of mysticism." 1082  The loss of the double-blind does suggest that restraint should
be used in attributing the experiences of the subjects exclusively to the psilocybin, with non-

pharmacological factors playing a major role, as Dr. Pahnke himself acknowledged. 1083

  Dr. Pahnke’s study also included a six-month follow-up evaluation in which the
subjects rated the impact of the experience on their lives. The loss of the double-blind did
not compromise subject retention, since all subjects participated in the six-month follow-up.
All but two psilocybin subjects reported their experience to have resulted in persisting
positive benefits. While bias could still operate at the six-month follow-up, the

1081Pahnke W. The contribution of the psychology of religion to the therapeutic use of psychedelic

substances. in Abramson H. (ed.) The use of LSD in psychotherapy and alcoholism. New York: Bobbs-

Merrill, 1967: 648. 

1082Pahnke (1963): 220.

1083Pahnke W. Drugs and Mysticism. in (ed.) Aaronson B, Hoffer A. Psychedelics- The Uses and

Implications of Hallucinogenic Drugs.Garden City, NY: Anchor Books, 1970: 145-165.
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psychological pressures that might have influenced subjects to report persisting positive
benefits would probably have lessened by the six-month follow-up. The persistence of bias
due to these psychological pressures would have been even less likely at the twenty-five
year follow-up, when all the psilocybin subjects who were willing to be interviewed
reaffirmed the essential validity and long-lasting impact of their psilocybin-assisted spiritual

experience.1084   
In Dr. Pahnke’s experiment,  the failure of the double-blind probably had a relatively

small impact on the results and was mitigated by other aspects of the study design such as
the use of matched controls, random assignment to placebo or test drug, the surprise use of
an active placebo condition that prolonged the double-blind for as long as possible, an
unusually detailed questionnaire designed specifically for the study to evaluate the
characteristics of the subjective experiences reported by the subjects, and the intentional
absence of any prior discussion with the subjects of the typology of mystical experiences
that would be assessed by the questionnaire. When the double-blind methodology fails, the
other methodological details of the study need to be carefully and rigorously designed.

Overreliance on the Double-Blind Methodology  
Even when the goal of research is simply to determine the pharmacological effects of

a non-psychoactive chemical compound independent of set and setting, strong attacks have
been made on the overreliance on the double-blind methodology as the only method of
generating valid results. According to Dr. Louis Lasagna, Director of the Center for the
Study of Drug Development at Tufts University,  valuable information can be generated
without the use of the double-blind methodology. Dr. Lasagna was one of the pioneers in

the adoption of the double-blind methodology in clinical research,1085 yet writes:

       We have witnessed the ascendancy of the randomized, double-blind,
controlled clinical trial (RCCT), to the point where many in positions of
authority now believe that data obtained via this technique should
constitute the only basis for registering a drug or indeed for coming to
any conclusions about its efficacy at any time in the drug's career. My
thesis is that this viewpoint is untenable, needlessly rigid, unrealistic,
and at times unethical... Modern trial techniques [were  not] necessary to
recognize the therapeutic potential of chloral hydrate, the barbiturates,
ether, nitrous oxide, chloroform,  curare, aspirin, quinine, insulin,
thyroid, epinephrine, local anesthetics, belladonna, antacids,

sulfonamides, and penicillin, to give a partial list.1086 

1084Doblin  (1991).

1085Lasagna L. The Controlled Clinical Trial. Theory and Practice.  J Chronic Dis 1 (1955): 353-367.

1086Lasagna (1985):48.
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    Commenting about the attempt to remove the experimenter from the experiment
completely, Drs. Tooley and Pratt remark:

       In certain participant-observer situations (e.g. psychotherapy,
education, change induction, action research) the purpose might be to
influence the system under investigation as much as possible, but still
accounting for (though now  exploiting) the variance within the system
attributable to the several significant and relevant aspects of the
investigator's participant observation... From this perspective, the
quixotic attempt to eliminate the effects of participant-observation in the
name of a misplaced pseudo-objectivity is fruitless, not so much because
it is impossible but because it is  unproductive... From our point of
view... the question becomes not how to eliminate bias (unaccounted-for
influence)  of participant observation, but how optimally to account for
and exploit the effects of the participant observation transaction in terms

of the purposes of the research.1087   

Dr. Hoffer goes further and suggests that while the double-blind methodology is
frequently ineffective in its stated aim of producing a double-blind, it is not just
unproductive but counter-productive when applied to a psychotherapeutic context. He notes:

There are at least three major variables in any therapeutic program. The
first is the feeling of trust or faith the patient has in his doctor and,
therefore, in his therapy. The second factor is the faith or confidence the
physician has in himself and in the line of therapy he proposes to use.
The third is the therapy. The best results are obtained when all three
variables are set at their optimum level... The double-blind technique
makes it difficult to sustain these [first] two variables at their optimum

level.1088

Pharmacological and Non-Pharmacological Variables 
 Dr. Hoffer,  and Drs. Tooley and Pratt point out that a valid approach to

psychotherapy research is to seek to maximize the combined effect of the particular
therapeutic approach with the unique contribution made by the therapist participating with
full awareness as to the therapy that is being delivered.  The practical difficulties in
conducting successful double-blind studies comparing full doses of psychedelics to inactive
or active placebos complicate the ability to design a study to separate out the role of the
pharmacological from the non-pharmacological variables. Yet rather than try to separate

1087Tooley, Pratt. Letter to the editor. Behav Sci 9 (1964)  3:254-56.

1088Hoffer (1967): 126.
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these factors out, another approach is to maximize the therapeutic effect of the combination
while seeking methods other than the double-blind study to evaluate outcomes and compare
the effects of psychedelic psychotherapy with alternative treatments.

Psychedelic psychotherapy, similar in kind if not in degree to other forms of
psychiatric interventions involving the administration of pharmacological medications,
consists of a combination of pharmacological and non-pharmacological interventions. With
psychedelic psychotherapy, the non-pharmacological variables that stem from the
psychological state of the patient,  including preparation for the psychedelic experience and
the expectations for that experience, have been called the “set, ” while the non-
pharmacological variables that stem from the context in which the drugs are administered,
including the physical environment and the theoretical orientation and attitudes of the

therapeutic team, have been called the “setting.”1089  Due to the profound nature of an acute
psychedelic experience, the set and setting variables exert a powerful influence over the
course of the subjective experience. The set and setting variables influence the ability of
subjects to experience fully  the internal changes that can be elicited by psychedelics, to
interpret the experiences in meaningful ways, to integrate the experiences over time, and
most importantly, to generate and sustain therapeutic outcomes.  Dr. Carl Salzman, an early
psychedelic researcher and currently a Professor of Psychiatry at Harvard Medical School,
explains, “In many ways, the effects of the psychedelic substances are unique and

particularly sensitive to non-drug factors that may surround the experience.”1090

The classic psychotropic medications that have been developed by the
pharmaceutical industry and marketed as prescription drugs for a variety of psychiatric
indications, such as Prozac for mild to moderate depression, lithium for major depression
and thorazine for psychosis, depend to a lesser extent than the psychedelics on non-
pharmacological variables. Their mechanisms of action are almost exclusively seen in terms
of their pharmacological effects, primarily on the levels of various neurotransmitters such
as serotonin. They are administered on a take-home basis and are consumed on a daily
basis with only intermittent psychiatric supervision evaluating the chronic but not the acute
effects of the medications. Nevertheless, studies have suggested that even with anti-
psychotic pharmaceutical medications, the combination of medication with non-
pharmacological interventions such as social therapies can work better than either

medication alone or psychotherapy alone.1091

With each form of psychedelic therapy,  the combination of the psychedelic drug as

1089Zinberg N. Drug, set and setting. New Haven: Yale University Press, 1984.

1090Salzman C. Controlled Research with Psychedelic Drugs. in  (eds.) Hicks R, Fink P. Psychedelic

Drugs- Proceedings of a Hahnemann Medical College and Hospital Symposium, November 22-24, 1968,

New York: Grune and Stratton, 1969: 26.

1091Karon B. Psychotherapy versus Medication for Schizophrenia: Empirical Comparisons.  in (eds.) Fisher

S, Greenberg R.  The Limits of Biological Treatments for Psychological Distress- Comparisons with

Psychotherapy and Placebo. Hillsdale, New Jersey: Lawrence Erlbaum Associates, 1989: 105-150.
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catalyst and the technique of therapy contributes to the subjects' reported experiences and
clinical outcomes. Psychedelic psychotherapy is an inextricable combination of
pharmacological and non-pharmacological variables, calling into question the goal of
conducting double-blind studies to isolate out the solitary contribution of the drug .The
piercing of the double-blind makes it impossible to eliminate all bias and to determine with
precision the relative contributions of the psychedelic drug and the particular therapeutic
approach that accompanied and provided the context for the psychedelic experience.  

The prior expectations of the therapist and the patient about the efficacy of the
psychedelic drug would contribute to the outcomes of the group receiving the psychedelic
drug in combination with psychotherapy,  but would not be a factor in the group receiving
the psychotherapy-only treatment.  Even determining the efficacy of psychotherapy alone or
conventional psychiatric medication alone is complicated as a result of factors other than the

psychotherapeutic technique or psychiatric drug.1092 Drs. Hollen, Sheldon and Loosen have
proposed that any adequate study of a specific method of psychotherapy would need to
evaluate independently the “non-specific factors associated with the therapeutic relationship
and the theoretically specified component of psychotherapy, that acts over and above the

component of change contributed by processes unrelated to treatment.”1093  For a complete
dissection of the independent contributions of a single method of psychotherapy, a single
pharmacotherapy, and the combination of the two, they have proposed a nine-factorial
design. The added conditions are due to the separation of the effects of both the
psychotherapy and the pharmacotherapy into two discrete components, specific and non-
specific.  The psychotherapy conditions they called attention-placebo (non-specific) and
clinically representative psychotherapy (specific). The pharmacotherapy conditions were
called attention-placebo (non-specific) and clinically representative pharmacotherapy
(specific). A no-treatment control was also added. The authors state,  “We do not
necessarily recommend such a design; it seems to us to be so cumbersome and unwieldy as

to be impractical.” 1094

If psychedelic psychotherapy studies were designed specifically to measure only the
pure drug effects, the failure of the double-blind would be irreparably damaging to the
struggle to generate any experimentally-determined conclusions.  However, if the goal of
the research is to foster therapeutic change through the use of psychedelic-assisted
psychotherapy, which combines pharmacotherapy and a specific form of psychotherapy,
the loss of the double-blind is of lesser significance. Each experiment can be considered to

1092 For a thorough discussion of non-specific factors in drug therapy, see  Rickels K. (ed.) Non-Specific

Factors in Drug Therapy. Springfield, Illinois: Charles C. Thomas Publishers, 1968.

1093Hollon S, Shelton R, Loosen P. Research Considerations in Evaluating Combined Treatment. in  (eds.)

Beitman B, Klerman G.  Integrating Pharmacotherapy and Psychotherapy.Washington, D.C.: American

Psychiatric Press, 1991: 364-365.

1094Ibid., 372.

240



be explicitly designed to maximize the combined effect of psychedelics as used within a
specific form of therapy. The research challenge shifts from trying to precisely isolate the
impact of the drug itself from that of the therapy  to determining the relative efficacy of the
combined treatment as compared to that therapy without the psychedelic, as well as to other
alternative treatments.

Standard of Proof for Psychedelic Psychotherapy When Double-Blind Fails
 The challenge to this point has been to determine an appropriate standard of proof to

use in the evaluation of psychedelic psychotherapy, taking into account the inability to
conduct an effective double-blind experiment comparing psychedelics to placebos. The
critical point to recognize is that even though it is too difficult to separate out with precision
the independent contributions made by all the specific and non-specific pharmacological and
non-pharmacological factors involved in psychedelic psychotherapy,  it is nevertheless
possible to compare the efficacy of psychedelic psychotherapy with a psychotherapy-only
condition that includes all the same psychotherapeutic elements as the psychedelic
psychotherapy treatment but not the psychedelic drug. While this comparison will not be
double-blind, it is an appropriately higher standard than the comparison of psychedelic
psychotherapy to a placebo treatment that includes neither active drug nor psychotherapy
that also will not remain blinded.

A similar approach in the study of medications to treat cocaine addiction has been
recommended by Dr. Edward Nunes. He observed, “An argument can be made that
medication trials should be superimposed on a strong psychosocial intervention, so that the
trial is informative in terms of  what medication has to add to good standard treatment.
Anything less may lack clinical credibility with the control group becoming a ‘straw man’

receiving poor care.”1095

There is also an important ethical advantage in using as a standard of proof the
comparison of psychedelic psychotherapy to psychotherapy only,  due to the fact that the
psychotherapy-only condition is an active treatment with some therapeutic elements. For
example, in research conducted into the use of LSD in the treatment of alcoholism in the late
1960s and early 1970s under the direction of Dr. Albert Kurland, “The preparation for the

drug session involves an average of about twenty hours of intensive psychotherapy.”1096

Additional hours of therapist contact take place during the experimental session and during
the post-session integrative psychotherapy. As a result of the control condition not being a
placebo condition but being a psychotherapy-only condition with some therapeutic elements,

1095Nunes E. Methodologic Recommendations for Cocaine Abuse Clinical Trials: A Clinician-Researcher’s

Perspective. in (eds.) Tai B, Chiang N, Bridge P.  Medication Development for the Treatment of Cocaine

Dependence: Issues in Clinical Efficacy Trials. NIDA Research Monograph 175. Washington, DC, NIH

Publication 97-4125, 1997: 80.

1096Kurland A, Savage C, Pahnke W, Grof S, Olsson J. LSD in the Treatment of Alcoholics.

Pharmakopsychiatrie Neuro-Psychopharmacologie4 (1971) 2:84.
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the ethical problems associated with randomizing patients in need of treatment to a placebo
group are addressed to the extent that the psychotherapy-only condition is actually
therapeutic. This ethical advantage is present in those instances where there are no accepted
treatments, either drug or non-drug,  as well as where there are accepted treatments. 

LSD in the Treatment of Alcoholics: Need for Psychotherapy-Only Condition
Arguments about the necessity of using a psychotherapy-only control group to

evaluate claims of efficacy from psychedelic psychotherapy lie at the core of the heated
debate over whether or not LSD was demonstrated to be effective in the treatment of
alcoholism. In what is considered the most influential critique of the use of LSD-assisted

psychotherapy in the treatment of alcoholics,1097 Drs. Ludwig, Levin and Stark evaluated
one of the largest and most important studies in the LSD/alcoholism treatment literature,
conducted under the direction of Dr. Kurland at the Maryland Psychiatric Research Center at
Spring Grove State Hospital.  The study involved 135 patients who received either one
therapeutic session with 50 micrograms of LSD (low dose) or with 450 micrograms (high

dose). 1098 1099 An unequal randomization was employed, with twice as many subjects
allocated to the high-dose group as compared to the low-dose group. The results of the
study were that 53% of the high dose group but only 33% of the low dose were considered

rehabilitated at the six-month follow-up, a significant difference.1100 At the twelve month
and eighteen month follow-ups, the rates of rehabilitation for the two groups were no longer
significantly different from each other. However, the “overall level of improvement was
considerably better for both groups than usual improvement for other alcoholics in the same

1097Ludwig A, Levine, J. Stark L. LSD and Alcoholism- A Controlled Study of Treatment Efficacy.

Springfield, IL.: Charles Thomas, 1970.

1098Kurland (1971).

1099For additional studies on psychedelics in the treatment of alcoholism, see  Sarett M, Cheek F, Osmond

H. Reports of wives of alcoholics of effects of LSD-25 treatment of their husbands. Arch Gen Psychiat 14

(Feb 1966) 2:171-8;  Kurland A, Unger S, Shaffer J, Savage C. Psychedelic therapy utilizing LSD in the

treatment of the alcoholic patient: a preliminary report. Am J Psychiat 123 (Apr 1967) 10:1202-9; Pahnke

W, Kurland A, Unger S, Savage C, Grof S. The experimental use of psychedelic (LSD) psychotherapy.

JAMA 212 (Jun 1970) 11:1856-63; Hoffer A.  Treatment of Alcoholism with Psychedelic Therapy. in

(ed.) Aaronson B, Hoffer A. Psychedelics- The Uses and Implications of Hallucinogenic Drugs. Garden

City, NY: Anchor Books, 1970: 357-365.  Grof S, Soskin R, Richards W, Kurland A. DPT as an adjunct

in psychotherapy of alcoholics. Int Pharmacopsychiat 8 (1973) 1:104-15.  

1100Kurland (1971): 89. According to the study, “The follow-up ratings of adjustment were made by an

independent team of social workers. Ratings were made on each patient on a predetermined 0-10 behavior

rating scale. The Global Adjustment rating included occupational, interpersonal, and residental factors as

well as the patient’s use of alcohol, with a score of zero indicating poorest adjustment and ten indicating

superior adjustment. Zero in the scale measuriung Drinking Behavior indicated daily alcohol consumption,

and tem indicated total abstinence.” 
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setting without LSD-assisted psychotherapy.”1101 
In reviewing the data from his own studies of the use of LSD in the treatment of

alcoholism,  Dr. Ludwig argued, “It seems reasonable to conclude that, despite the
enthusiasm that has been whipped up over LSD effects on alcoholism, the effectiveness of

this form of therapy turns out to be a mirage.”1102 Drs. Pahnke et al. looked at their data and
expressed a different view, namely that, “a given alcoholic receiving a single high dose of
LSD in the context of psychedelic-peak psychotherapy,  and experiencing a profound

psychedelic-peak reaction,  has the best likelihood for improvement six months later.”1103

In terms of methodology, Drs. Ludwig, Levin and Stark commented:

      We do not believe that the sole use of a low-dose control condition
employed was adequate to evaluate the effects of psychedelic therapy. If
a control group were used in which patients received the same intensive
preparation but received an active placebo or no drug at all, it would be
possible to evaluate the contribution of the high LSD dosage to the total
treatment impact. Moreover, if another control condition were employed
whereby the high LSD dosage would be administered to patients who
had received only minimalpreparation, it would be possible to determine
whether all the intensive preparation of patients and intensive therapist
involvement were necessary in the first place in terms of good treatment

outcome results.1104

Drs. Ludwig, Levin and Stark correctly point out that two additional control groups,
one receiving high-dose LSD without intensive preparation and therapist involvement, and
one receiving intensive preparation and similar psychotherapy without LSD,  would have
been helpful in enabling the researchers to start trying to isolate out the relative contributions
of the non-pharmacological variables involved in the psychotherapeutic interventions from
the pharmacologically-mediated effects of LSD. However, from a practical point of view in
light of resource constraints, the approach the Kurland team adopted made sense. They
sought first to determine whether there was any efficacy with the use of a specific form of

1101Yensen R, Dryer D. Thirty Years of LSD Research: The Spring Grove Experiment and its Sequels. in

(eds.). Schlichting M, Leuner H.  Worlds of Consciousness. Vol 5 Abstracts and Selected Papers from the

Ist International Congress of the European College for the Study of Consciousness (ECSC), Gottingen,

Germany, September 24-27. 1992.  Berlin: Verlag fur Wissenschaft und Bildung, 1995: 169.

1102Ludwig A.  LSD Treatment in Alcoholism, in (ed.) Gamage J, Zerkin E.  Hallucinogenic Drug

Research: Impact on Science and Society. Proceedings of the First Annual Symposium of the Student

Association for the Study of Hallucinogens. Beloit, Wisconsin, 1970: 47.

1103Pahnke et al. (1970): 1857.

1104Ludwig, Levine, Stark (1970): 237.
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LSD-assisted psychotherapy in the treatment of alcoholics before conducting more refined
studies seeking to determine the relative contributions of the different elements of the
treatment package. Furthermore, the demonstration of a significant treatment effect from a
specific form of LSD-assisted psychotherapy in a particular patient population in “adequate
and well-controlled investigations” should be sufficient to obtain regulatory approval for that
form of LSD psychotherapy.  Refining the treatment could take place in the context of

subsequent studies conducted after the treatment has been approved for prescription use.1105

Where the critique of Drs. Ludwig, Levin and Stark strikes home is the claim that the
efficacy of the treatment could not be comprehensively evaluated without a control group
receiving psychotherapy but no LSD, hence no “adequate and well-controlled
investigations” had yet taken place.

Another methodological critique made by Drs. Ludwig, Levin and Stark was that
Dr. Kurland’s team should have included a group that received a high dose of  LSD without
intensive preparation and attentive psychotherapy during the acute period of the effects of
LSD. However, this critique raises serious ethical questions. Dr. Kurland and his team
clearly believed that the intensive preparations and therapist involvement during the session
helped to reduce the likelihood of serious adverse events and also increased the chances of
beneficial therapeutic outcomes. For them to administer LSD to alcoholics without taking the
necessary precautions to ensure safety and promote efficacy would be unethical.
Furthermore, from the point of view of evaluating the safety and efficacy of LSD
psychotherapy in the treatment of alcoholics, the central issues are not whether LSD
administered with therapy is as safe and effective as LSD administered without therapy. The
issues are how the safety and efficacy of therapy administered with LSD compares to
therapy administered without LSD.  The suggestion by Drs. Ludwig, Levin and Stark  that
Dr. Kurland’s team should have administered LSD to a group of alcoholics without therapy
can be rejected. The suggestion by Drs. Ludwig, Levin and Stark that therapy without LSD
be compared to therapy with LSD should be accepted wholeheartedly.

   Drs. Ludwig, Levin and Stark considered the Kurland team’s comparison with the
“usual improvement for other alcoholics in the same setting without LSD-assisted
psychotherapy” to be inadequate, since the other alcoholics did not receive the same
intensive preparation  and psychotherapy as did those receiving the LSD therapy, either low
dose or high dose. Dr. Kurland and associates recognized the weakness of using historical
controls and noted, “the psychedelic psychotherapy was successful in helping over half of
the alcoholics treated in the program as opposed to a 12% improvement rate at 18 months
follow-up for comparable alcoholics in the treatment facility at Spring Grove State Hospital.

1105From the point of view of a sponsor trying to market LSD, the financial incentive for conducting

controlled follow-up studies is reduced once the LSD is approved for marketing.  From a scientific

perspective, however, the incentive for understanding the therapeutic contributions of various elements of a

treatment package is fundamentally increased after it has been determined that the treatment is, in fact,

efficacious. 
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This 12% factor is from a prior study and does not represent a concomitant comparison

control group.”1106  Furthermore,  Drs. Kurland and associates acknowledged that the
inclusion of a  psychotherapy-only control group would have strengthened their study. They
stated, “In retrospect, a control group receiving no LSD would have been helpful in
differentiating the exact role of psychotherapy as opposed to LSD session. In actual
practice, however, these two factors, it must be pointed out, are closely interwoven and

work together as a unified treatment approach.”1107 
As noted by Drs. Kurland and associates and by Drs. Ludwig, Levin and Stark,  the

addition of a psychotherapy-only treatment group to which patients could be randomly
assigned would remove the uncertainty about whether the use of either a low-dose or high-
dose of a psychedelic significantly improves the efficacy of the psychotherapeutic treatment.
For the purposes of designing an “adequate and well-controlled investigation” of
psychedelic psychotherapy,  the statements of Drs. Kurland and associates and Drs.
Ludwig, Levin and Stark lend further support to the proposal that the essential standard of
proof used to evaluate psychedelic psychotherapy should be a comparison of a group
receiving psychedelic psychotherapy against a psychotherapy-only control group.

  
NIMH Treatment of Depression Collaborative Research Program

Valuable insights for the choice of research methodologies that can be most
effective in evaluating psychedelic psychotherapy can be found in the National Institute of

Mental Health’s  Treatment of Depression Collaborative Research Program.1108 The NIMH
study, for which planning began in 1984,  involved extensive preparation and evaluation of
the most appropriate methodologies for comparing interpersonal psychotherapy,  cognitive
behavior therapy,  pharmacotherapy  (imipramine) with clinical management,  and placebo

with clinical management.1109 1110 1111 1112 1113 The clinical management (CM) component

1106Kurland et al. (1971): 92.

1107Ibid.,92.

1108Elkin I, Shea M, Watkins J, Imber S, Sotsky S, Collins J, Glass D, Pilkonis P, Leber W, Docherty J,

et al. National Institute of Mental Health Treatment of Depression Collaborative Research Program.

General effectiveness of treatments.  Arch Gen Psychiat 46 (Nov 1989) 11:971-82; discussion 983. 

1109 Elkin I, Parloff M, Hadley S, Autry J. NIMH Treatment of Depression Collaborative Research

Program. Background and research plan. Arch Gen Psychiat 42 (Mar 1985) 3:305-16.

1110Imber S, Glanz L, Elkin I, Sotsky S, Boyer J, Leber W. Ethical issues in psychotherapy research.

Problems in a collaborative clinical trials study. Am Psychol 41 (Feb 1986) 2:137-46.

1111Rounsaville B, Chevron E, Prusoff B, Elkin I, Imber S, Sotsky S, Watkins J. The relation between

specific and general dimensions of the psychotherapy process in interpersonal psychotherapy of depression.

J Consult Clin Psychol 55 (Jun 1987) 3:379-84. 

1112Elkin I, Pilkonis PA, Docherty JP, Sotsky SM  Conceptual and methodological issues in comparative

studies of psychotherapy and pharmacotherapy, I: Active ingredients and mechanisms of change. Am J
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was described as providing “guidelines, not only for the management of medications and
side effects and review of the patient’s clinical status, but also for providing the patient with
support and encouragement and direct advice if necessary. Although specific
psychotherapeutic interventions were proscribed (especially those that might overlap with
the two psychotherapies),  the CM component approximated a ‘minimally supportive

therapy’ condition.”1114

The NIMH study  was a complex, multi-site investigation involving 250
“nonbipolar, nonpsychotic depressed outpatients” randomized into one of four treatment
conditions, each lasting sixteen weeks and delivered by a total of 28 therapists at three

treatment sites.1115 It remains to date the most comprehensive and rigorous comparative
examination ever conducted between different forms of psychotherapy and
pharmacotherapy, with the data generated subjected to continued fruitful analyses over the
years.

From a methodological point of view, the NIMH study demonstrated that particular
forms of psychotherapy could be standardized. This significant finding indicates that
psychedelic psychotherapy can also be standardized and studied, in both the form that
includes the psychedelic drug and the form that includes only the psychotherapeutic
components without the administration of the psychedelic drug. In the NIMH study,
standardization was achieved through the use of “a  detailed manual describing the
theoretical underpinning of the approach, the general strategies involved, the major
techniques that could be used, and suggestions for dealing with specific problems. During
the training/pilot phase of this study, the therapists all received further training in their
respective approaches, met competence criteria in carrying out the treatments as described

in the protocol, and were monitored throughout the outcome study.”1116 1117 1118 1119

 Dr. Daniel  X. Freedman states that in the NIMH study, “standardization of the

Psychiat145 (Aug 1988) 8:909-17. 

1113Elkin I, Pilkonis P, Docherty J, Sotsky S.  Conceptual and methodological issues in comparative

studies of psychotherapy and pharmacotherapy, II: Nature and timing of treatment effects. Am J Psychiat

145 (Sep 1988) 9:1070-6. 

1114Elkin et al. (1989): 973.

1115Ibid., 971-2.

1116Ibid., 972.

1117Fawcett J, Epstein P, Fiester S, Elkin I, Autry J. Clinical management--imipramine/placebo

administration manual. NIMH Treatment of Depression Collaborative Research Program.

Psychopharmacol Bull 23 (1987) 2:309-24.

1118Beck A, Rush A, Shaw B, Emery G. Cognitive Therapy of Depression.New York, NY: Guilford

Press, 1979.

1119Klerman G, Weissman M, Rounsaville B, Chevron E. Interpersonal Psychotherapy of Depression.New

York, NY: Basic Books, 1984.
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two brief psychotherapies was achieved. For the general goal of systematic psychotherapy

research, this is an important finding.”1120 1121 According to Dr. C Hill, “therapists
exhibited more behaviors appropriate to their own respective treatment approaches than to

other treatment approaches.1122  Subsequent studies in other patient populations comparing
psychotherapy with pharmacotherapy have also successfully standardized the delivery of

psychotherapy within an experimental context.1123 1124  Other research groups have also

developed manuals for specific forms of psychotherapy,1125 and demonstrated that
independent judges can successfully determine whether therapists provide treatment

consistent with the techniques described in the manuals.1126 1127

The NIMH study also demonstrated that psychotherapy can be compared to
pharmacotherapy within an experimental design in which patients and therapists are aware
of which patients are receiving the psychotherapy. In the NIMH study, there was a double-

1120Freedman  D. Editorial Note. Arch Gen Psychiat 46 (1989 Nov) 11:983. 

1121For Dr. Freedman’s view of LSD research, see  Freedman D. Problems and Prospects of Research with

the Hallucinogens. in(ed.) Gamage J and Zerkin E. Hallucinogenic Drug Research: Impact on Science and

Society. Proceedings of the First Annual Symposium of the Student Association for the Study of

Hallucinogens. Beloit, Wisconsin, 1970: 1-10.

1122Hill C, O'Grady K, Elkin I.  Applying the Collaborative Study Psychotherapy Rating Scale to rate

therapist adherence in cognitive-behavior therapy, interpersonal therapy, and clinical management. J

Consult Clin Psychol 60 (Feb 1992) 1:73. 

1123Carroll K, Rounsaville B, Gordon L, Nich C, Jatlow P, Bisighini R, Gawin F. Psychotherapy and

pharmacotherapy for ambulatory cocaine abusers. Arch Gen Psychiat 51 (Mar 1994) 3:177-87. According

to the authors, “We conducted the first randomized clinical trial evaluating psychotherapy and

pharmacotherapy, alone and in combination, as treatment for ambulatory cocaine abusers... All treatments

were manual-guided, delivered by experienced therapists, and monitored to promote the integrity of both

forms of treatment.”

1124Jarrett R, Schaffer M, McIntire D, Witt-Browder A, Kraft D, Risser R. Treatment of atypical depression

with cognitive therapy or phenelzine:a double-blind, placebo-controlled trial. Arch Gen Psychiat 56 (May

1999) 5:431-7. The double-blind in this study was between phenelzine and placebo, not between phenelzine

and cognitive therapy.

1125Luborsky L, DeRubeis R. The Use of Psychotherapy Treatment Manuals: A Small Revolution in

Psychotherapy Research Style. Clin Psychol  Rev4 (1985): 5-10.

1126Luborsky L, Woody G, McLellan T, O’Brien C. Can Independent Judges Recognize Different

Psychotherapies? An Experience with Manual-Guided Therapies.  J  Consul  Clin Psychol  50 (1982)

1:49-62. Three different treatments for drug abusers were tested;  drug counseling, supportive-expressive

psychotherapy, and cognitive-behavioral.  Judges were able to identify correctly which therapy was being

administered 70% of the time in Study 1, and 80% of the time in Study 2.

1127DeRubeis R, Hollon S, Evans M. Can Psychotherapies for Depression be Discriminated? A Systematic

Investigation of Cognitive Therapy and Interpersonal Therapy. J Consult Clin Psychol 50 (1982): 49-62.
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blind pharmacology treatment with either active medication or inactive placebo. However,
no attempt was made to blind the psychotherapy condition, given the inherent difficulties in
conducting a double-blind study with psychotherapy as one treatment condition.

The NIMH study evaluated a non-pharmacological variable known as the
therapeutic alliance,  a measure of the strength of the relationship between patient and
therapist. The therapeutic alliance was found to have a significant effect on clinical outcome

for both psychotherapies and for active and placebo pharmacotherapy.1128 Other

characteristics of effective therapists were also identified in a subsequent data analysis.1129

Of relevance to the choice of patient population for psychedelic psychotherapy, the NIMH
study  demonstrated the importance of matching patients to the form of therapy that will
work best for them. Dr. Sotsky reported that his data analysis provided “indirect evidence
of treatment specificity by identifying characteristics responsive to different modalities,

which may be of value in the selection of patients for alternative treatments.”1130      
 In terms of outcomes, the NIMH  study reported that “there was a consistent

ordering of treatments at termination, with imipramine plus clinical management generally
doing best, placebo plus clinical management worst, and the two psychotherapies in

between but generally closer to imipramine plus clinical management.” 1131 1132 Dr.

1128Krupnick J, Sotsky S, Simmens S, Moyer J, Elkin I, Watkins J, Pilkonis P. The role of the

therapeutic alliance in psychotherapy and pharmacotherapy outcome: findings in the National Institute of

Mental Health Treatment of Depression Collaborative Research Program.J Consult Clin Psychol 64(Jun

1996) 3:532-9.  see also O'Malley S, Foley S, Rounsaville B, Watkins J, Sotsky S, Imber S, Elkin I.

Therapist competence and patient outcome in interpersonal psychotherapy of depression.  J Consult Clin

Psychol 56 (Aug 1988) 4:496-501.

1129Blatt S, Sanislow C, Zuroff D, Pilkonis P. Characteristics of effective therapists: further analyses of

data from the National Institute of Mental Health Treatment of Depression Collaborative Research Program.

J Consult Clin Psychol 64 (Dec 1996) 6:1276-84.  According to the study, “more effective therapists are

more psychologically minded, eschew biological interventions (i.e., medication and electroconvulsive

therapy) in their ordinary clinical practice, and expect outpatient treatment of depression to take longer than

did moderately and less effective therapists.”

1130 Sotsky S, Glass D, Shea M, Pilkonis P, Collins J, Elkin I, Watkins J, Imber S, Leber W, Moyer J, et

al. Patient predictors of response to psychotherapy and pharmacotherapy: findings in the NIMH Treatment

of Depression Collaborative Research Program.  Am J Psychiat148 (Aug 1991) 8:997.

1131Elkin et al. (1989): 971.

1132 For additional research based on data from the NIMH Collaborative study, see; Elkin I, Gibbons R,

Shea M, Sotsky S, Watkins J, Pilkonis P, Hedeker D. Initial severity and differential treatment outcome in

the National Institute of Mental Health Treatment of Depression Collaborative Research Program. J

Consult Clin Psychol 63(Oct 1995) 5:841-7.  and  Agosti V, Ocepek-Welikson K. The efficacy of

imipramine and psychotherapy in early-onset chronic depression: a reanalysis of the National Institute of

Mental health Treatment of Depression Collaborative Research Program. J Affect Disord 43(May 1997)
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Freedman commented on the results of the study by noting, “The observation that
psychological supports as well as particular therapies can aid should signal to all physicians
that the management of proved pharmacotherapies can be assisted by prudent supportive

approaches.”1133 The finding that the combination of pharmacological interventions with
clinical management performed the best is encouraging. It suggests that the combination of
pharmacological and non-pharmacological variables involved in psychedelic psychotherapy
may have additive therapeutic benefits.  

 A recent meta-analysis that included the NIMH data as well as data from other
studies resulted in additional evidence supporting the increased efficacy of psychotherapy

plus pharmacotherapy over psychotherapy alone in the treatment of major depression.1134

Non-significant trends suggesting the value of the combination of pharmacotherapy with
cognitive therapy over either treatment alone were noted in another study in depressed

patients.1135 In 80 patients suffering from bereavement-related depression, the combination
of psychotherapy with pharmacotherapy as compared to either psychotherapy or
pharmacotherapy alone demonstrated a significantly increased retention in treatment, with

non-significant trends toward improved outcome.1136 These studies demonstrate that it is
both potentially promising and methodologically feasible to standardize and evaluate
psychedelic psychotherapy in comparison with different forms of psychotherapy as well as
traditional pharmacotherapy alone or in combination with psychotherapy. Through a series
of comparative studies utilizing standardized psychedelic psychotherapy, it may eventually

3:181-6;  Stewart J, Garfinkel R, Nunes E, Donovan S, Klein D. Atypical features and treatment response

in the National Institute of Mental Health Treatment of Depression Collaborative Research Program. J

Clin Psychopharmacol 18 (Dec 1998) 6:429-34. 

1133Freedman (1989): 983. 

1134Thase M, Greenhouse J, Frank E, Reynolds C, Pilkonis P, Hurley K, Grochocinski V, Kupfer D.

Treatment of major depression with psychotherapy or psychotherapy-pharmacotherapy combinations. Arch

Gen Psychiat 54 (Nov 1997) 11:1009-15. According to the authors of this study, “Whereas combined

therapy was not significantly more effective than psychotherapy alone in milder depressions, a highly

significant advantage was observed in more severe recurrent depressions...Using this method, we found new

evidence in support of the widespread clinical impression that combined therapy is superior to

psychotherapy alone for treatment of more severe, recurrent depressions.”

1135Hollon S, DeRubeis R, Evans M, Wiemer M, Garvey M, Grove W, Tuason V. Cognitive therapy and

pharmacotherapy for depression. Singly and in combination. Arch Gen Psychiat 49 (Oct 1992) 10:774-81.

According to the authors, “Combining cognitive therapy with pharmacotherapy did not markedly improve

response over that observed for either modality alone, although such nonsignificant differences as were

evident did favor the combined treatment.”

1136Reynolds C, Miller M, Pasternak R, Frank E, Perel J, Cornes C, Houck P, Mazumdar S, Dew M,

Kupfer D. Treatment of bereavement-related major depressive episodes in later life: a controlled study of

acute and continuation treatment with nortriptyline and interpersonal psychotherapy.  Am J Psychiat 156

(Feb1999) 2:202-8.
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be possible to identify for specific types of patients the most effective non-pharmacological
variables to use in combination with psychedelic drugs.

Psychedelic Psychotherapy Protocol Design Recommendations: Drs. Jones and O’Brien
In 1993, Sandoz Pharmaceutical Company, in association with the Swiss Academy

of  Medical Sciences, convened a small international conference to commemorate the 50th
anniversary of the discovery of LSD. The conference was intended to honor Dr. Albert

Hofmann, the Swiss scientist who first synthesized LSD.1137 The goal of the conference
was to review the literature on LSD to date, summarize the findings, and suggest possible
future directions for research. Papers presented at the conference were collected into a

book.1138

Dr. Reese Jones, UC San Francisco, one of the pioneers of psychedelic research,
and Dr. Charles O’Brien, University of Pennsylvania,  an expert in psychotherapy outcome
research, joined together to offer a discussion about methodological issues in the design of
psychedelic psychotherapy protocols. Their fundamental point was that, “Measuring
efficacy for combinations of medications and psychotherapy has proven more difficult but
not impossible. Claims that medications such as LSD enhance the effects of psychotherapy

can be evaluated using modern psychotherapy research techniques.”1139 They emphasized
the following eight essential characteristics of an adequate study: 1) specific diagnosis, 2)
severity measures, 3) informed consent about risks v. benefits, 4) placebo control group, 5)
random assignment, 6) standardized psychotherapy, manual guided, supervised with
measured  ‘dose’ of psychotherapy, 7) objective ‘blind’ raters, 8) importance of follow-

up.1140

They recommended a placebo control group, but noted, “An obvious difficulty with
evaluating a treatment such as an hallucinogen is that the patients and the raters will probably
know who is receiving placebo and not the active medication. This may not be entirely
unavoidable. First, there is the possibility of using an active placebo design, as was applied
by Reginald Smart and colleagues when methylphenidate [Ritalin] and LSD were compared
in the treatment of alcoholics. Another possibility is to use a very low dose of the active

medication.”1141  

1137Hofmann A. LSD- My Problem Child. New York: McGraw-Hill, 1980.

1138Pletscher A, Ladewig D. (eds.) 50 Years of LSD- Current Status and Perspectives of Hallucinogens.- A

Symposium of the Swiss Academy of Medical Sciences. Lugana-Agno, Switzerland, Oct. 21-22, 1993.

New York: Parthenon Publishing Group, 1994.

1139O’Brien C, Jones R. Methodological issues in the evaluation of a medication for its potential benefits

in enhancing psychotherapy. in Pletscher A, Ladewig D. (eds.) 50 Years of LSD- Current Status and

Perspectives of Hallucinogens.- A Symposium of the Swiss Academy of Medical Sciences. Lugana-Agno,

Switzerland, Oct. 21-22, 1993. New York: Parthenon Publishing Group, 1994: 214.

1140Ibid., 215.
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As previously noted, Dr. Smart had used ephedrine, a stimulant similar to
methylphenidate, as an active control in his LSD research. Unfortunately, he had found it to
be ineffective as an active control.  This makes it likely that methylphenidate would be
similarly ineffective. Dr. Jones confirmed that  methylphenidate had been ineffective as an
active control in Dr. Smart’s research and noted:

       The Ritalin was not much better than the ephedrine as an adequate
placebo for maintaining a double-blind treatment condition. On the other
hand, either one or the other is probably better than no attempt at all to
have some sort of comparison or control condition.
       How important or imperfect the placebo can be before it becomes a
useless exercise depends a lot on the hypothesis being tested and the
non-drug considerations (setting, etc.) in the experiment and, in the case
of LSD, the dose(s) being investigated. For low doses of LSD (maybe
<75 micrograms or about 50), either stimulant might be more appropriate
than if >100 micrograms of LSD was the treatment condition being
studied.
       The use of a "low" dose of the psychedelic as an active control is a
possible alternative,  particularly if the hypothesis allows for
consideration of a dose-effect function. The trouble is that for many
hypotheses I am not certain we know for certain what a low dose of LSD
really is—i.e. what is the pharmacologic threshold for a certain or

particular treatment  effect? 1142

 
In their article, Drs. O’Brien and Jones suggest a four-arm study with one group

receiving only a placebo, a second group receiving only the psychedelic drug without
psychotherapy, a third group receiving psychotherapy plus placebo,  and the fourth group
receiving the complete package of psychotherapy plus the psychedelic.  They acknowledged
the cost of such a design but suggested that a definitive study of this sort was necessary to
sort out the relative contributions of two treatments, the psychotherapy and the psychedelic,
each of which have their own independent effectiveness, with the possibility of a synergistic

effect.1143 
Though elegant in principle, one problem with this proposed design is the

suggestion that a group of subjects receive only the psychedelic drug without
psychotherapy.  Drs. Ludwig, Levin and Stark made the same suggestion. As noted before,

1141Ibid., 217.

1142personal communication, Dr. Reese Jones, March 14, 2000.

1143Hollon S, Shelton R, Loosen P. Research Considerations in Evaluating Combined Treatment. in (eds.)

Beitman B, Klerman G. Integrating Pharmacotherapy and Psychotherapy. Washington, DC: American

Psychiatric Press, 1991: 372.
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there are ethical complications resulting from exposing a patient with a mental  condition or
disorder to the powerful effects of a psychedelic drug without offering any psychological
counseling or assistance during the acute phase of the psychedelic effects. There is a distinct
possibility that a powerful dose of a psychedelic administered to a patient with a mental
condition or disorder in a clinical research setting could catalyze the emergence of difficult,
problematic emotional material. In a therapeutic context this would be welcomed but the
condition of the patient could significantly worsen if supportive psychotherapy was not
administered. Due to the possibility of significant adverse effects, it would be unethical to
administer a powerful psychedelic drug to a patient with a mental condition or disorder in
the absence of supportive psychotherapy.  For ethical reasons, there should be no
psychedelic-only group. This leaves a three-arm study.

The suggestion that the research design include a group of patients who receive only
placebo medication with no psychotherapy raises both ethical and methodological issues.
Most importantly,  the practical value of a placebo medication group with no psychotherapy
is substantially reduced due to the fact that the subjects receiving the placebo would almost
certainly be able to determine that they had received a placebo and not a full-dose of a
psychedelic drug, breaking the blind.  Furthermore, if there are either approved
pharmacological treatments or psychotherapeutic treatments considered to have some degree
of efficacy for the treatment of the patients’ clinical condition, the ethical aspects of
randomizing subjects to a placebo group would need to be addressed. This would depend
on the severity of the  condition if left untreated for the duration of the experiment. The use
of patients who have failed on standard treatments would help address this ethical issue,
since it is not unethical to randomize subjects who are non-responsive to treatment to a
placebo condition, but then the results of the study would not necessarily generalize to all
patients.   

Assessing the likely value of the information to be gained from a non-blind placebo
group that receives no psychotherapy would help determine whether it is possible to justify
both the expense of including a placebo-only group in a study and the discomfort to be
experienced by those patients who would receive only a placebo but could otherwise be
randomized to a psychotherapy-only treatment group that might offer some incremental
efficacy. On the one hand, the use of a placebo medication group would theoretically help
generate information on the strength of the placebo effect. The extent of the placebo
response could then be subtracted from the response of the subjects in the other groups to
determine the value over and above the placebo effect of psychotherapy-only and
psychotherapy in combination with a psychedelic. On the other hand, the certain failure of
the placebo condition to remain blinded is likely to bias the estimation of the placebo effect.
Even if the placebo effect could be estimated precisely in this context, which it can’t,  this
information is of little practical value, since the placebo effect will always play a role in
whatever treatment is being delivered. In the real world of resource constraints and real
human beings as patients, the arguments for omitting a placebo-only group that would not
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be blind in practice are more compelling that the arguments for including it. 
This leaves a two-arm study in which the psychedelic psychotherapy condition

would be compared to psychotherapy plus placebo. As indicated earlier, this is a higher
standard than comparing psychedelic psychotherapy to a placebo-only group. 

The suggestion that there be a psychotherapy plus placebo group is based on the
assumption that there may be some therapeutic efficacy to the psychotherapy component  of
psychedelic psychotherapy, independent of the drug. The difficulty lies in trying to conduct
a single or double-blind investigation of the psychotherapy-only condition. In the
psychotherapy plus placebo group, an inactive placebo would not be effective in producing
a single or double-blind. As for an active placebo, it might have side effects and a risk
profile of its own that might not be comfortable to patients with a mental condition or
disorder. Even with an active placebo, the chances of creating an effective single or double-
blind seem remote, since the proposed design calls for a full therapeutic dose of the
psychedelic drug.  Even active placebos can be distinguished from full therapeutic doses of
a psychedelic drug by most patients and experimenters.  

In the NIMH Collaborative Study of Depression, no attempt was made to create a
double-blind between the two psychotherapy treatment arms and the pharmacotherapy arms,
yet the groups/treatments were successfully and repeatedly compared with each other in a
succession of studies. This indicates that the lack of a double-blind between the
psychotherapy-only group  and the psychedelic psychotherapy group is not necessarily a
fundamental design flaw when attempting to compare the efficacy of different treatments. 

The core of the recommendation made by Drs. O’Brien and Jones for the evaluation
of psychedelic psychotherapy is the need to compare psychedelic psychotherapy with the
identical psychotherapy without the psychedelic. Whether the psychotherapy-only group is
administered a placebo medication, either inactive or active,  or no placebo at all, will be
discussed in Chapter 5, but is of secondary importance to the fundamental need to compare
psychedelic psychotherapy to the identical psychotherapy without the psychedelic drug. 

Conclusion:  Standards of Proof and the Two-Arm Study 
This chapter’s review of the relevant regulatory, ethical and methodological issues

related to standards of proof and protocol designs for the evaluation of psychedelic
psychotherapy was conducted in order to answer two questions. The first question is
whether the standard of proof normally used by FDA for the evaluation of the safety and
efficacy of new drugs,  a comparison of test drug to placebo, is sufficient for the evaluation
of  psychedelic psychotherapy. The answer proposed in this chapter is that FDA’s normal
standard of proof is sufficient and that there is no justification for imposing a higher
standard for FDA’s review of studies with psychedelic drugs than for other drugs regulated
by FDA. This conclusion is similar to the 1992 recommendation of FDA’s Drug Abuse
Advisory Committee that led to the establishment of FDA’s currently-held policy that there
is no need to impose a higher standard for the approval of research protocols with
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psychedelic drugs than for protocols testing other drugs. 
 The second question analyzed in this chapter concerns the appropriate protocol
design for the evaluation of psychedelic psychotherapy. After careful methodological
analysis, the recommended protocol design is a basic two-arm study, with one arm being
the full-dose psychedelic psychotherapy treatment and the other arm being the
psychotherapy-alone “placebo” treatment.

Does Political Controversy Justify Higher Standards? 
The mere fact of political controversy concerning the medical use of psychedelics

and marijuana  does not provide sufficient analytical justification for the requirement that
higher standards of proof be imposed on this class of drugs. While higher standards for the
review of the medical uses of psychedelics and marijuana cannot be justified due to political
controversy alone,  they may still be required by political factors. As a result,  it may still
make sense for sponsors of the medical use of these drugs voluntarily to design efficacy
trials so that psychedelics are tested against  a psychotherapy-only control group  as well as
against an active control consisting of the best available medicine approved for similar
patient populations.  

  At the February 1997 meeting of the NIH Expert Committee on the Medical Utility

of Marijuana, 1144 Dr. Temple, Associate Director for Medical Policy, CDER/FDA, delivered

a talk entitled, “Clinical Trial Considerations with Marijuana.”1145 Dr. Temple explained
FDA’s official policy that drugs need only be compared to placebo to determine efficacy, but
observed that due to the intense political controversy over the medical use of marijuana, it
would be wise also to compare marijuana against the best available medicine for each
specific clinical indication being treated.  

 Chapter 5  examines how Dr. Temple’s sage advice about the need to take political
factors into account can be translated into specific protocol designs for the evaluation of
psychedelic psychotherapy.  

1144Ad Hoc Group of Experts. Workshop on the Medical Utility of Marijuana: Report to the Director,

National Institutes of Health, February 19-21, 1997.

http://www.nih.gov/news/medmarijuana/MedicalMarijuana.htm

1145This talk has not been published, but Dr. Temple has given out copies of his slides. Quotes attributed

to Dr. Temple are from these slides. Dr. Temple acknowledged the contributions of Dr. Curtis Wright to

the content of his talk.
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CHAPTER 5 
ENHANCED PROTOCOL DESIGNS FOR EVALUATING

PSYCHEDELIC PSYCHOTHERAPY

In Chapter 4,  a standard of proof was proposed for use by FDA in evaluating
psychedelic psychotherapy for approval for prescription use. That standard was the
comparison of psychedelic psychotherapy with the identical psychotherapy without a
psychedelic drug, either with or without active or inactive placebo. In such a two-arm study,
psychedelic psychotherapy would need to be shown statistically more effective than the
identical psychotherapy without the use of a psychedelic drug in order for a psychedelic to
be approved as a prescription medicine. This standard was developed after thorough
consideration of arguments concerning,  1) the high potential for abuse of psychedelics, 2)
the possible impact of the approval of psychedelic psychotherapy on the non-medical use of
psychedelics, 3) ethical concerns related to the value of providing patients with a wider
choice of medications, 4)  ethical concerns about the use of placebo controls in patients in
need of treatment, and 5)  methodological considerations resulting from the practical failure
to achieve a double-blind in studies using psychedelic drugs.

 In this chapter, a proposal  is made for the use of a more rigorous template for the
“adequate and well controlled investigations” required for the evaluation of psychedelic
psychotherapy. This proposal takes yet another factor into account, the political reality of
significant opposition, based on both rational and irrational grounds, against the medical use

of any Schedule I drug, especially psychedelics and marijuana.1146  This chapter begins with
a discussion and critical review of the protocol designs of all currently approved studies
worldwide investigating psychedelic psychotherapy in patient populations. The chapter then
proposes several enhancements and elaborations to the two-arm study design proposed in

1146 The impact of political factors on science and medicine as it relates to psychedelic psychotherapy

research is unavoidable, especially around the time when the front page of USA Today features an article

with the headline, “Feds Crack Down on Ecstasy [MDMA]- Health fears, Organized Crime put drug on

map,”  and the entire second page of the paper is also about MDMA, with the headline, “ ‘Party’s Over’:

Studies show drug causes brain damage.  Leinwand D, Fields G. Feds Crack Down on Ecstasy. USA

Today.April 19, 2000: A1.  In the article, Dr. Alan Leshner, Director of the National Institute on Drug

Abuse, was quoted as saying, “We’re not yet at epidemic proportions, but we are seeing an increase of

Ecstasy and other club drugs in every major city and among high school kids. We’re trying to use science to

get in the way of a potential public health plague.”  Leinwand D, Fields G.  ‘Party’s Over’: Studies show

drug causes brain damage. April 19, 2000:A2.  Needless to say, the science that Dr. Leshner is talking

about is focused on the risks of MDMA and not on its benefits as an adjunct to psychotherapy. Within the

same week, the television news show 60 Minutes II featured as its lead story the use of MDMA by young

people at all night dance parties called raves, presenting the growing popularity of MDMA in alarming and

breathless terms. 60 Minutes II, Tuesday, April 25, 2000.  Finally, a balanced article was written, as a

Time cover story. Cloud J. The Lure of Ecstasy. Time Magazine(June 5, 2000): 62-68.
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Chapter 4.  The recommendation of Dr. Robert Temple, Associate Director for Medical

Policy, CDER/FDA to “over-design,”1147 made in the context of a discussion on  designing
clinical trials to evaluate the medical use of marijuana, is taken to heart.  

The end result is a proposal for a four-arm study,  with three arms used for a dose-
response study of psychedelic psychotherapy. The lowest-dose arm of the dose-response
portion of the study utilizes a sub-threshold dose of the psychedelic drug being tested, thus
serving as the psychotherapy-only control condition with the placebo effect maximized. The
second arm of the dose-response  study is psychedelic psychotherapy utilizing a medium
dose of the psychedelic being tested. The third arm is psychedelic psychotherapy utilizing a
full-dose. The fourth arm is a parallel evaluation of the most effective current treatment for
the clinical indication being studied, permitting a comparison between psychedelic
psychotherapy and the most effective alternative treatment.

This chapter concludes with an analysis of the costs of drug development for
psychedelic psychotherapy. The analysis demonstrates that the proposed criteria for the
design of psychedelic psychotherapy research protocols do not impose an unreasonable
burden on sponsors interested in evaluating these medical uses.

  Chapter 6 concludes the dissertation with a discussion, well in advance of any
practical necessity, of a system of regulatory controls designed to minimize potential abuse,
misuse and diversion of psychedelics if any eventually do become approved as prescription
medicines.

Background: Currently Approved Psychedelic Psychotherapy Studies
As of April 2000, scientific research into the therapeutic use of psychedelic drugs in

patient populations has been approved in three countries: Russia, Spain and the United
States. In January 2000, Dr. Evgeny Krupitsky, St. Petersburg (Russia) Scientific Research
Center for Addictions and Psychopharmacology, began a five-year study in eighty heroin
addicts evaluating the use of multiple (three) sessions of  high-dose ketamine-assisted
psychotherapy as compared to a single session. Dr. Krupitsky is receiving financial support
from two non-profit organizations,  MAPS and the Heffter Research Institute (HRI). Dr.
Krupitsky previously conducted a three-year study demonstrating that a single high dose
session was more effective than an active placebo (low-dose ketamine) in promoting

abstinence and recovery in heroin addicts.1148  1149  On February 7, 2000, the Spanish
Ministry of Health approved a protocol submitted by Jose Carlos Bouso Saiz and Dr. Pedro
Antonio Sopelana Rodríguez, University Autonoma de Madrid, designed to test the use of
MDMA-assisted psychotherapy in the treatment of twenty-nine women who suffer from

chronic post-traumatic stress disorder (PTSD) as a result of sexual assault.1150 1151  This

1147Dr. Temple, NIH Workshop on the Medical Utility of Marijuana, Slide 26, “Remedies, potential.”

1148Krupitsky (1999). 

1149Krupitsky E, Grinenko A. Ketamine Psychedelic Therapy (KPT): A Review of the results of ten years

of research. J  Psychoact  Drug 29 (1997) 2:165-183.
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study, to be funded by MAPS, will be the first government-approved, controlled scientific
study ever conducted worldwide into the therapeutic use of MDMA in any patient

population.1152 In the United States,  Dr. John Krystal and associates at Yale Medical School
published a pilot study in February 2000 showing the effectiveness of ketamine without
associated psychotherapy in temporarily reducing depressive symptoms in seven depressed

patients.1153 Though they generated some promising results, they were conducting a
theoretical investigation of the effects of stimulating various brain neurotransmitters and are
not seeking to develop ketamine for use in depressed patients. Their study received support
from NIMH.  Drs. Pedro Delgado and Francisco Moreno, University of Arizona Medical

1150Farnell, Josep Torrent i. Director, Spanish Agency of Medicine, (AEM-Agencia Española del

Medicamento) Spanish Ministry of Health and Consumer Affairs. Letter to Jose Carlos Bouso Diaz.

Reference # 447.  Spanish Drug Agency Code  Protocol # 99-0309.  February 7, 2000. Administration of

3,4 Methylendioxy-methamphetamine (MDMA) to Women with Chronic Post Traumatic Stress Disorder

(PTSD) as a Consequence of Sexual Assault.  A Dose-Finding Pilot Study. Biological Psychology and

Health Department, Faculty of Psychology. Universidad Autónoma de Madrid, Hospital Psiquiátrico de

Madrid. 

1151Bouso J.  Proposal for a Study with MDMA and Post Traumatic Stress Disorder in Spain. Bull MAPS

9 (Autumn 1999) 3:11-14. http://www.maps.org/news-letters/v09n3/09311bou.html

1152No controlled scientific studies into the therapeutic use of MDMA were conducted before July 1, 1985,

when MDMA was still unscheduled. A collection of self-reported experiences with MDMA before its

scheduling has been published;  Adamson S, Metzner R. Through the Gateway of  the Heart. San

Francisco: Four Trees Publications, 1985. A series of case reports based on treatments conducted prior to

the scheduling of MDMA was published by Dr. George Greer and Requa Tolbert R.N. in Greer G, Tolbert

R. Subjective Reports of the Effects of MDMA in a Clinical Setting.  J  Psychoact  Drug  18 (1986)

4:319-327 (full text: http://www.heffter.org/SUBJREPT.HTML). A subsequent chapter and article described

their method, Greer G, Tolbert R. The therapeutic use of MDMA. in Peroutka S (ed.) Ecstasy: The

Clinical, Pharmacological and Neurotoxicological Effects of the Drug MDMA Norwell, MA: Kluwer

Academic Publishers, 1990.  Greer G, Tolbert R. A Method of Conducting Therapeutic Sessions with

MDMA.  J  Psychoact  Drug 30 (1998) 4:371-379. An additional case report was written by Wolfson P.

Meetings at the Edge with Adam: A man for all seasons?  J Psychoact Drug18 (1986) 4:329-333. An

article discussing a post-treatment non-anonymous self-report survey of  some of the patients who had

undergone MDMA-assisted psychotherapy in Switzerland from 1988-1993 has been published.  Gasser  P.

Psycholytic therapy with MDMA and LSD in Switzerland: Follow-up study on the results of Swiss

research conducted during 1988-1993.  Bull MAPS 5 (Winter 1994-95) 3:3-7.

http://www.maps.org/news-letters/v05n3/05303psy.html  One of the Swiss psychiatrists has published a

book about the therapeutic use of MDMA. Widmer S. Listening Into the Heart of Things: The Awakening

of Love On MDMA and LSD: the Undesired Psychotherapy.Gerolfingen, Switzerland: Basic Editions,

1995. 

1153Berman R, Cappiello A, Anand A, Oren D, Heninger G, Charney D, Krystal J. Antidepressant effects of

ketamine in depressed patients. Biol Psychiat 47 (Feb 2000) 4:351-4.
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School,  expect to begin around September 2000 to investigate the potential efficacy of
psilocybin as a treatment for obsessive-compulsive disorders in an FDA-approved pilot
study involving ten patients. Drs. Delgado and Moreno are receiving  support from MAPS

and HRI.1154 The mechanism of action they are exploring is based on psilocybin’s

pharmacological rather than psychological effects. 1155  
Approvals of additional psychedelic psychotherapy research protocols are likely,

with several projects already in the protocol design and approval process.  Dr. Charles
Grob, Harbor-UCLA, is working with the support of MAPS to design and obtain approval

for a study of MDMA in the psychotherapeutic treatment of cancer patients.1156  Dr. Moshe
Kotler and Dr. Adam Darnell, Ben-Gurion University of the Negev, Israel, are developing a

protocol with support from MAPS to study the use of MDMA in the treatment of PTSD.1157

Dr. Richard Yensen, Orenda Institute, Baltimore, MD,  is working with support  from non-
profit organizations to design and obtain approval for a study of the use of LSD in the

psychotherapeutic treatment of cancer patients.1158 Dr. Franz Vollenweider, University of
Zürich, is working with support from HRI to obtain approval to study the use of

psilocybin-assisted psychotherapy in the treatment of depression. 1159 Dr. Ken Alper,  New
York University, is working with the support of private investors to obtain permission
outside of the United States to study the use of ibogaine in the treatment of opiate

withdrawal.1160 Dr. Moshe Kotler,  Ben-Gurion University of the Negev, Israel is working
with support from a private for-profit company,  Humatech, Inc.,  to obtain permission to

study ibogaine in the treatment of opiate withdrawal.1161 It is possible that other projects are

1154IND # 56,530.  The study was approved in a Sept 17, 1998 letter  from Dr. Cynthia McCormick,

Director FDA’s DACCADP, to Dr. Francisco Moreno, U. of Arizona, pending obtaining an FDA-approved

supply of psilocybin.  Difficulites in obtaining a source of FDA-approved research-grade psilocbyin have

delayed the start of the study, which is now estimated to be begin during Fall 2000. 

1155For the theoretical basis of this research, see Delgado P, Moreno F. Hallucinogens, Serotonin and

Obsessive-Compulsive Disorder. J Psychoact Drug 30 (Oct-Dec 1998) 4:359-366;  Delgado P, Moreno F.

Different roles for serotonin in anti-obsessional drug action and the pathophysiology of obsessive-

compulsive disorder. Br J Psychiatry (1998) Suppl. 35:21-5; Moreno F, Delgado P. Hallucinogen-induced

relief of obsessions and compulsions. Am J Psychiat 154 (Jul 1997) 7:1037-8.  

1156For information on the negotiations with FDA concerning this protocol, see

http://www.maps.org/research/mdma/0699mdma.html.

1157Doblin R. Clinical Research with MDMA and MDE- A MAPS' Conference: Dead Sea, Israel. Bull

MAPS 9 (Winter 1999 /2000) 4:2-9.  http://www.maps.org/news-letters/v09n4/09402dob.html

1158personal communication, Richard Yensen, March 24, 2000.

1159Nichols D. The Heffter Research Institute: New Swiss Program. MAPS 9 (Winter 1999 / 2000) 4:49.

http://www.maps.org/news-letters/v09n4/09449hri.html

1160personal communication, Dr. Ken Alper, March 30, 2000.
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also in the development stages and are being conducted confidentially.

Issues in Developing a Clinical Plan
A Clinical Plan outlines the proposed sequence of studies in humans that the sponsor

of a drug will conduct in order to gather data on the drug’s safety and efficacy.1162 Animal
toxicity studies establishing an acceptable safety profile for the intended use must precede
the Clinical Plan. The studies specified in the Clinical Plan should be sufficient to enable
both the sponsor of the research and the FDA to determine whether the drug should be
approved for prescription use. The Clinical Plan is not set in stone but is modified in
response to the data gathered in each stage of the research. 

Phase I of a Clinical Plan is composed of basic safety studies, usually involving
healthy subjects. Patients are rarely involved as subjects in Phase I studies unless the test
drug has substantial toxicity,  with a risk profile so great that it would be unethical to
administer the drug to anyone but patients for whom the benefits may offset the risks, as is
the case with new chemotherapy drugs. Dr. Lasagna elaborates that, “the purposes  of the
earliest trials in humans are (a) to assess “tolerability” for the drug and ascertain the dose
that produces some sort of discernible effect  (even if only toxic) in humans, and (b) to
obtain information on the absorption, distribution, metabolism and excretion of the drug and

any relationship between pharmacokinetic measurements and clinical effects.”1163  
Phase II is composed of preliminary studies in relatively small patient populations

that explore efficacy as well as safety.  Some of these studies need not be conducted in as
rigorous a fashion as subsequent studies.  Dr. Laska et al. explain, “The purpose of open
trials,  studies without blinding and usually without randomization, is to formulate

hypotheses for later testing as to the role and method of use of the new agent.”1164  
Phase III is composed of larger studies that are intended to be the “adequate and

well-controlled investigations” of safety and efficacy that form the basis of any request to
FDA for approval  for marketing. These studies need to be designed extremely carefully.
Design flaws that introduce bias can invalidate the effort to draw conclusions from the data,
which have been generated at substantial cost.

1161personal communication, Bob Rand, President, Humatech Inc, March 5, 2000.

1162For a detailed discussion of the process of drug development for psychotropic drugs, see, Lasagna L.

Decision Processes in Establishing the Efficacy and Safety of Psychotropic Agents. In (ed.) Prien R,

Robinson D. Clinical Evaluation of Psychotropic Drugs: Principles and Guidelines. New York: Raven

Press, 1994: 13-28. This edited volume was created in association with the National Institute on Mental

Health (NIMH) and the American College of Neuropsychopharmacology (ACNP).  Also, Laska E, Klein D,

Lavori P, Levine J, Robinson D. Design Issues for the Clinical Evaluation of Psychotropic Drugs.  in (ed.)

Prien R, Robinson D. Clinical Evaluation of Psychotropic Drugs: Principles and Guidelines. New York:

Raven Press, 1994: 29-67.

1163Lasagna (1994): 16.

1164Laska et al. (1994): 36.
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 Phase IV studies are conducted after the approval of the compound for marketing.
These studies are designed to expand the knowledge base about issues of safety and
efficacy. With most drugs,  too few subjects are enrolled in the clinical trials that are used as
a basis for approval to ensure that rare reactions and unusual adverse effects have been
identified. Many Phase IV studies are designed to gather additional safety information on a
wider range of patients. With Schedule I drugs, the situation is reversed. Many of these
drugs have been taken recreationally by millions of people, with the scientific literature filled
with reports of rare and unusual adverse reactions. More is known about the safety/risk
profile of Schedule I drugs than about their efficacy,  in contrast to new prescription drugs,
where more is known about their efficacy than about their safety/risk profile.
 
Phase I  Safety Studies—Dose-Escalation Designs

Phase I safety studies examine the effects of doses ranging from well below the
expected therapeutic dose to slightly higher than the expected therapeutic dose. The higher
doses may cause the subjects some mild discomfort but should not result in any temporary
or permanent harm. Since psychedelic research was resumed in the United States in 1990,

basic Phase I safety studies have been completed only for DMT 1165 and MDMA.1166 A
Phase I safety study was approved by FDA for psilocybin and was partially implemented.
The study was halted as a result of the principal investigator moving for family reasons from

the United States to Canada.1167 An FDA-approved safety study of ibogaine was also started

but was abandoned for lack of funds.1168  
The  protocols in the Phase I safety studies with DMT, MDMA, psilocybin and

1165Strassman R, Qualls C. Dose-response study of N,N-dimethyltryptamine in humans. I. Neuroendocrine,

autonomic, and cardiovascular effects.  Arch Gen Psychiat 51 (Feb 1994) 2:85-97;  Strassman R, Qualls

C, Uhlenhuth E, Kellner R. Dose-response study of N,N-dimethyltryptamine in humans. II. Subjective

effects and preliminary results of a new rating scale. Arch Gen Psychiat  51 (Feb 1994) 2:98-108;

Strassman R. Human psychopharmacology of N,N-dimethyltryptamine.  Behav Brain Res 73 (1996) 1-

2:121-4;  Strassman R, Qualls C, Berg L. Differential tolerance to biological and subjective effects of four

closely spaced doses of N,N-dimethyltryptamine in humans. Biol Psychiat 39 (May 1, 1996) 9:784-95.

1166Grob C, Poland R, Chang L, Ernst T. Psychobiologic effects of 3,4-methylenedioxymethamphetamine

in humans: methodological considerations and preliminary observations. Behav Brain Res 73 (1996) 1-

2:103-7. See also Chang L, Grob C, Ernst T, Itti L, Mishkin S, Jose-Melchor R, Poland R. Effect of

ecstasy [3,4-methylenedioxymethamphetamine (MDMA)] on cerebral blood flow: a co-registered SPECT

and MRI study.  Psychiat Res 98 (Feb 200) 1:15-28.

1167personal communication, Rick Strassman, February 4, 1998. Approved August 10, 1994. IND #39258.

A Phase 1 dose- response safety study  to be conducted by Dr.  Rick Strassman, U. of New Mexico Medical

School.  

1168Staff. Data Accrue on “Visionary” agent to interrupt addiction.  Lancet 354 (November 27, 1999):

1883.
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ibogaine were of a similar design. This design consisted of a dose-escalation study in

healthy subjects (not patients).1169 One variation of this design was used in the DMT and
psilocybin studies, both designed and  conducted by  psychedelic researcher Dr. Rick
Strassman.  All subjects were to be administered all four different dose levels of the test
drug or inactive placebo in a randomized,  double-blind manner, with each administration
taking place at least a week apart.  In the DMT study,  all eleven subjects first received two
unblinded sessions in which they received a low dose of DMT  and then a high dose, in
order to prepare them psychologically for the random administration of the full range of

doses used in the blinded portion of the study.1170 The psilocybin study was designed in
almost the same way,  however, all subjects would have first received a  low dose of DMT
and then a high dose of DMT in two non-blind sessions. According to Dr. Strassman, “that
way, we'd see how they did seriously intoxicated for a short trip, before we all committed

to a longer one.”1171 Prior to participating in the double-blind portion of the study,  subjects
would have also received a low dose of psilocybin non-blind, and a high dose non-blind.
Dr. Strassman reported that actual  administration“only got to determining what would be a

high dose and a low dose.”1172  
In another variation of the dose-escalation design, used in the MDMA and ibogaine

studies,  a small number of subjects (six in both studies) received either one or two doses of
the test drug. In the ibogaine study, subjects participated in two sessions spaced at least a
week apart. Subjects were randomly administered in a double-blind manner either a dose of
ibogaine or inactive placebo. In the MDMA study,  subjects participated in three sessions in
which they were randomly administered in a double-blind manner either two slightly
different doses of MDMA (separated by 0.25 mg/kg) or inactive placebo. In both studies, if
no serious adverse effects were noticed after the initial group of subjects had been exposed
to the lowest doses, another group of subjects would be administered incrementally higher
doses. The process of testing new groups at successively higher doses was to continue until
the highest dose was administered. The MDMA study involved nine different doses of
MDMA and 18 subjects. The ibogaine study would have evaluated the effects of a similar
number of different doses in about 50 subjects if it had been completed. Only two different
dose levels were actually administered before funds ran out.

1169Due to a reluctance to introduce drug-naive subjects to drugs with a potential for abuse, subjects in the

MDMA study were required to have had prior experience with MDMA in non-medical settings. In the other

studies, subjects were required to have prior experience with the test drug or similar psychedelics. This

inclusion criterion ensured that no drug-naive subjects would be motivated to use these drugs non-medically

as a result of being first exposed in a clinical research setting.

1170Strassman R, Qualls C. Dose-response study of N,N-dimethyltryptamine in humans. I. Neuroendocrine,

autonomic, and cardiovascular effects.  Arch Gen Psychiat 51 (February 1994) 2:85-97.

1171personal communication, Dr. Strassman, April 5, 2000.

1172personal communication, Dr. Strassman, April 5, 2000.
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In all these Phase I studies, the administration of an inactive placebo was included in
the design. The use of an inactive placebo raises no ethical issues in Phase I studies in
healthy subjects. These subjects are not in need of treatment, therefore no treatment is
denied to those subjects receiving a placebo. Inactive placebos can be effective in producing
a double-blind situation in preliminary dose-escalation studies, though only in the early
stages when the lower doses are being tested.

 In 1996,  Dr. Strassman wrote, “The first stage in the resumption of human
research with psychedelics is complete. This work, taking place in the United States,
Europe and Russia, has established the safety of administering these highly restricted
medications to humans...The nature of the appropriate placebo or control condition in

psychotherapy studies continues to plague investigators.”1173      

Phase II Preliminary Safety/Efficacy Studies- Dose-Escalation Designs 
A Phase II study is designed to initiate research in a patient population that is

hypothesized to benefit from the new drug.  One purpose of the Phase II study is to gather
preliminary information about whether the test drug can be given safely to the particular
patient population being studied. Another purpose is to gather preliminary evidence of
efficacy to aid in the choice of the appropriate therapeutic doses and sample sizes that will be
used in subsequent Phase III studies, if there are to be any.  In the case of psychedelic
research,  other important functions of Phase II studies are to give the therapeutic teams the
opportunity to develop their skills administering psychedelics to patient populations and to
familiarize researchers and regulatory agencies with the specific issues involved in the
design, implementation and interpretation of such protocols. 

The FDA-Approved Psilocybin/OCD Study
Dr. Moreno and Dr. Delgado, University of Arizona,  are currently the only

researchers in the United States with an FDA-approved Phase II protocol permitting the
evaluation of the therapeutic use of a psychedelic drug in a patient population.  Their study
is designed to explore the administration of psilocybin to a maximum of ten patients with

obsessive/compulsive disorder.1174  According to the researchers, “Two important questions
will be addressed in this protocol: 1) do potent 5-HT 2A/2C agonist hallucinogens lead to an
acute decrease in the symptoms of OCD; 2) is a full hallucinogenic dose required to

demonstrate significant reduction in the symptoms of OCD.”1175  
The FDA approved this Phase II study even though the FDA-approved Phase I

1173Strassman R. Issues in Psychedelic Research Introductory Comments: Psychedelic Research Panel,

1996 ITA Conference. BULL MAPS  7 (Winter 1996-97) 1:22-23.  http://www.maps.org/news-

letters/v07n1/07122str.html

1174IND # 56,530. Effects of Psilocybin in Obsessive-Compulsive Disorder.

http://www.maps.org/research/psilo/azproto.html

1175Ibid.,1.
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psilocybin safety study,  proposed to FDA by Dr. Strassman, has not been completed. In
approving the Phase II psilocybin study, the researchers and the FDA had available for
review over100 papers in the scientific literature reporting on data from studies conducted

with psilocybin from the 1950s to the 1970s.1176 These studies have previously established
the safety of the use of psilocybin in humans in the context of controlled clinical trials. As an
added safety precaution designed to reduce the chance that any subjects would have an
adverse psychological reaction to the psilocybin,  FDA required the subjects to have had at
least one experience with a psychedelic drug within the previous ten years. The prior use of
MDMA by subjects was not considered sufficient to qualify for entrance into the study due
to MDMA’s less challenging psychological effects than that of psilocybin and other classic
psychedelics such as LSD and mescaline.

The Phase II psilocybin/OCD study employs a dose-escalation design, though it
differs slightly from the Phase I dose-escalation designs previously discussed. Subjects will
participate in a series of up to four treatment sessions, with two weeks between sessions.
Subjects will be treated individually.  Subjects will be administered a graduated sequence of
a low (0.1 mg./kg), then moderate (0.2 mg/kg), then full dose (0.3 mg/kg) of psilocybin. If
either beneficial or adverse effects are noted, no additional sessions will be administered.
The session with a very low dose of psilocybin amounting to 1/4 of the lowest dose (0.025
mg/kg) will be scheduled randomly after the first 0.1 mg/kg dose.  Depending on the
sensitivity of the subjects, this very low dose will be either below or at the threshold of

detection, with minimal effects if any. 1177 Dr. Moreno reported that the random

1176The researchers reported in their IND application to FDA that, “A vast review of the literature including

101 scientific publications dating back to the 1950s was made available for us from Sandoz

Pharmaceuticals.” Sandoz Pharmaceuticals was the company that patented psilocybin and then kept a data

base on all research conducted with the drug until the middle 1980s, well after their patent expired.

1177 This exact amount of this very low dose of psilocybin, set at .025 mg/kg, will depend on the weight of

the subjects.  For subjects weighing between 60 and 100 kgs (132 to 220 lbs), the dose will range between

1.5 and 2.5 mgs.  Dr. Pahnke wrote in an unpublished paper (Pahnke, W. Report on a pilot project

investigating the pharmacological effects of psilocybin in normal volunteers. Massachusetts Mental Health

Center. Unpublished manuscript.  (1966). 1-5.)  that 5 mgs. had a minimal effect and “was not an adequate

control substance because the experience produced is so minimal that during the sessions both the

experimenters and subjects could distinguish such reactions from those produced by a high dose of

psilocybin.”  Dr. Shulgin (personal communication, April 5, 2000)  reported that in his own self-

experiments, 1.5 mgs had no effect while 3.0 mgs. resulted in only a slight tingling starting at 30 minutes

and lasting until the 4 hour point. Dr. Nichols reported (personal communication, April 5, 2000) that, “My

understanding is that a dose of 2.5 mg would be really hard to detect. I think 1.5 would probably be below

threshold, and 2.5 might be just at or slightly below threshold.”  Dr. Vollenweider reported 

(personal communication, April 7, 2000), “psilocybin at doses between 1 and 2 mg have virtually no

effects. What we found in a pilot study with 3 subjects was that 2 mg produces a very slight increase in

awareness and visual perception, the overall effects were valued to be as  similar as "a glass of wine."
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administration of the very low dose was a protocol change requested by FDA, in order to
“make sure the procedure was blinded so that people did not [automatically] report escalated

effects as the doses escalated.”1178        
One purpose to be served by this very low dose is to permit the informed consent

form to state that the doses will be administered in a randomized, double-blind procedure,
denying the subjects information they could use to predict the order of the doses to be
administered. The second purpose is to make it difficult for the researchers to predict with
certainty which dose they are giving to the subjects since the experimenters, but not the
subjects, are aware that the three above-threshold doses will be administered in predictably
escalating order. In actual practice, the effectiveness of this very low dose in introducing
doubt into the ability of the experimenters to predict which dose will be administered
depends on where in the sequence this dose is randomly administered. Once subjects have
received this very low dose, which both subjects and experimenters will probably be able
to identify by virtue of the absence or minimal nature of any effect, the experimenters can
then predict that the remaining doses will be administered in a sequentially escalating order.

Though it may seem like the function of this very low dose could have been served
equally well by an inactive placebo as by the very low dose of psilocybin, which will be
either unnoticeable or barely noticeable, that is not the case. The important advantage of the
use of a very low dose of psilocybin over the use of an inactive placebo is in maximizing the
placebo effect. Subjects will be informed that they will receive at least some psilocybin on
every occasion. With an inactive placebo, subjects would have been informed ahead of time
that one dose would be inactive. As a result of the very low dose of psilocybin, subjects will
assume that  there is at least the possibility of some effect, however minimal, during each
session. The informed consent form does not state what exact doses will be administered on
any of the four session, only that  some of the doses “may be enough to induce a

hallucinogenic/psychedelic experience, and some of which may not.”1179   
FDA’s recommendation to randomly administer a sub-threshold dose of the

psilocybin within the predictably escalating sequence of low, medium and high doses was
called, “an elegant design” by Dr. Jordi Riba, Area d'Investigació Farmacològica, Institute

de Recerca, Hospital de Sant Pau, Barcelona.1180  This design technique of using a very low
sub-threshold dose to maximize the placebo effect without causing a direct pharmacological
effect will be employed to enhance the psychotherapy control condition in the proposed
four-arm study design that will be elaborated later in this chapter.   

Another advantage, though minor, of using a very low dose of psilocybin instead of

1178personal communication, Dr. Moreno, March 14, 2000.

1179IND # 56,530.Effects of Psilocybin in Obsessive-Compulsive Disorder.  Informed Consent Form.

http://www.maps.org/research/psilo/azconsent.html

1180personal communication, Dr. Riba, April 14, 2000. Dr. Riba is conducting controlled clinical research

in healthy subjects with ayahuasca, a psychoactive mixture from the Amazon used in religious rituals, with

permission from the Spanish Ministry of Health.
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an inactive placebo is that a very low dose can still be plotted on a dose-response graph.
Technically, there is no place to plot an inactive placebo (a zero dose)  since dose/response
graphs plot dose on the x-axis and the response of interest on the y-axis. A zero dose would

need to be superimposed on the y-axis.1181  
One general limitation of the use of a design in which all subjects receive all doses is

the possibility that the effects of one dose will be long-lasting, with a subject not returning
to baseline before the next scheduled session. If this occurs, the data to be gathered about
the effects of the subsequent doses will be contaminated by the long-lasting effects of the
previous dose. The experimenters address this concern in the psilocybin study by stating
that the subjects will not move to higher doses if beneficial or adverse effects are noticed.
This approach eliminates the possibility that the consequences of an earlier dose will be
attributed to a subsequently higher dose. However, if a dose does produce a beneficial effect
and the subject is not administered a higher dose, there is no way to determine if that subject
would have benefited by the higher dose to a greater extent than by the lower dose. Given
that this study is just a pilot study, this is not a serious problem, since any evidence of
beneficial effects will likely result in subsequent studies.

MDMA/PTSD Study by Jose Carlos Bouso, Psychology Ph.D. Candidate
 There is only one Phase II dose-escalation study testing a psychedelic drug in a

patient population currently approved anywhere outside of the United States. That study,
coordinated by Jose Carlos Bouso, Ph.D. Candidate, University Autonoma de Madrid, will
examine the use of MDMA in the treatment of 29 women suffering from PTSD as a
consequence of sexual assault. Five different doses of MDMA will be evaluated, with
sessions conducted individually.  The design of this study differs from the psilocybin/OCD
study in that each subject will participate in only one treatment session and will receive only
one of the five different doses of MDMA being tested or an inactive placebo. 

The first subgroup of four subjects will be administered either the lowest dose (50

mgs) 1182 or inactive placebo. Of these four subjects, three will receive the MDMA and one
will receive the placebo, making the odds of receiving the MDMA (75%) larger than the
odds of receiving the placebo (25%).  If the entire first subgroup safely experiences the
initial dose of MDMA or placebo, the members of a second subgroup will receive either the
next higher dose of MDMA (75 mgs) or an inactive placebo, and so on.  The second (75
mgs), third (100  mgs)  and fourth (125  mgs) subgroups will each be composed of seven

1181personal communication, Dr. Nichols, April 5, 2000.

1182The dosing in this study is not based on  the weight of the subjects in mgs/kg but is uniform for all

subjects in each dose group, regardless of weight. Whether the subjective effects of MDMA actually vary

significantly by weight is a matter of debate and has never been experimentally determined.  As Dr.

Strassman noted (personal communication, April 7, 2000), “We certainly don't use antidepressants based

upon mg/kg oral dosing schedules.“
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subjects, with five receiving the MDMA and two the placebo,  making the chance of
receiving the MDMA (71%) larger than the odds of receiving the placebo (29%). The fifth
subgroup,  receiving the highest dose (150  mgs), will include only four subjects, with three
receiving the MDMA and one receiving the placebo. 

A study designed with a larger percentage of the subjects receiving the MDMA than
the placebo will still be sufficient to introduce an element of uncertainty into whether the
placebo or MDMA will be administered. The unequal allocation of a larger number of
subjects to MDMA than to placebo permits more data about the effects of MDMA to be
gathered from the same size pool of subjects than would equal allocation, which would
result in fewer subjects receiving MDMA. In addition, the disproportionate allocation to
MDMA is sensitive to the desires of the subjects to receive MDMA instead of placebo, since
they can expect to benefit little from being administered the placebo but might benefit from
receiving the MDMA. The use of unequal allocation to treatment or placebo groups is
supported by the International Conference on Harmonization (ICH) guidelines. ICH
Guidelines state, “In any placebo-controlled study, unbalanced randomization (e.g. 2:1,
study drug to placebo) may enhance the safety data base and may also make the study more

attractive to patients and/or investigators.” 1183

 In order to evaluate the effectiveness of this approach in achieving a double-blind,
the subjects as well as the members of the experimental team will record their guesses about
whether the placebo or the MDMA was administered. Due to the unequal allocation of
placebo subjects to MDMA subjects in each group,  this design is more likely to achieve a
single blind than a double blind. Subjects will not be told anything about whether previous
subjects in their group received either the MDMA or the placebo.  In the medium-dose
groups,  where it is somewhat easier for both subjects and experimenters to distinguish
between the MDMA and placebo, the members of the research team will probably be aware
of how many subjects had already been randomly allocated to the placebo. The experimental
team will be able to use that information to improve the accuracy of their guesses about
whether subsequent subjects are administered either MDMA or placebo. In the high-dose
groups, it is likely that everyone will be able to tell whether the subjects had been
administered MDMA or placebo.

Though this study will use an inactive placebo, an active placebo could theoretically
have been chosen. An inactive placebo can be effective in creating a successful double-blind
experiment when very low doses of the test drug are used, but usually fails to do so at
higher dose levels. An active placebo would probably be more effective than an inactive
placebo in creating uncertainty in the minds of subjects who had no prior experience with
MDMA about whether they were administered the MDMA or placebo, but would still be of

limited effectiveness.1184 The major complication with the use of an active placebo is that this

1183ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials, Section 2.1.5.2.5. Other

Design Considerations.

1184In subjects with prior experience with MDMA, the use of active placebo is likely to be ineffective in
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study is in psychologically vulnerable patients. To the extent that the active placebo does
possess a certain side effect profile without at the same time offering any potential
therapeutic benefits, patients who are randomized to the active placebo receive no benefits
and some possibility of a minimal degree of discomfort. Jose Carlos Bouso reported, “I
decided to use an inactive placebo because there is no evidence that amphetamine [one
possible active placebo] benefits patients with PTSD. For me, the first thing is the safety of
the subjects.What reason is there to give amphetamine to subjects without a history of drug

use if they will not obtain any benefit?”1185   
An important therapeutic argument against the use of an active placebo is that all

subjects will be encouraged to explore psychologically difficult and painful emotions related
to their original traumatic event.  This exploration requires a certain amount of courage and
trust. If patients knew that they could be given an active placebo instead of MDMA, the
uncertainty that they would feel when subjective changes started to manifest might cause
them to hold back on entering challenging emotional territory. They could hesitate out of
concern that if they had been administered an active placebo instead of the MDMA, it would
not provide the psychological assistance that might be possible with MDMA. This could
compromise the therapeutic effectiveness of the MDMA and have a counter-productive
effect. Given the sensitivity to the need to do no harm to placebo patients and the desire to
maximize the effectiveness of the therapeutic potential of MDMA,  the use of an active
placebo in patient populations should be considered when such methodologies are the only
way to gather necessary information. Since an inactive placebo can also suffice as a control
condition in this initial dose-escalation study, the use of an active placebo is unwarranted. 

In preliminary dose-escalation studies in patient populations, the randomization of
patients in need of treatment to placebo group, either active or inactive, can be criticized on
ethical grounds where accepted treatments with proven efficacy are available. In this study,
however, the inclusion criteria require that subjects have previously failed on at least one
prior course of treatment.  The use of patients who are non-responsive to treatment reduces
the ethical concern about the use of placebos as well as unproven new treatments such as
MDMA itself which has a level of risk that seems minimial but is not completely known.

The ethical concern about the use of placebos in a patient population is not eliminated

most subjects. In the Phase 1 dose-escalation safety study conducted in Spain, eight subjects with prior

experience with  the recreational use of MDMA were administered on four separate occasions at least a week

apart either 75 mgs of MDMA, 125 mgs of MDMA., 40 mgs of amphetamine, or inactive placebo. Even

when a relatively low dose of 75 mgs of MDMA was used, almost all subjects were able to distinguish

between MDMA, amphetamine and inactive placebo.  The  researchers reported that “Amphetamine was

correctly identified by all but two subjects, and one subject identified MDMA 125 as amphetamine.”  Mas

M, Farre M, de la Torre R, Roset PN, Ortuno J, Segura J, Cami J. Cardiovascular and neuroendocrine

effects and pharmacokinetics of 3, 4-methylenedioxymethamphetamine in humans.  J Pharmacol Exp Ther

290 (Jul 199) 1:136-45.  

1185personal communication, Jose Carlos Bouso, April 7, 2000.
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entirely by requiring subjects to have failed to obtain relief from at least one standard
treatment, since there are numerous psychotherapeutic approaches to the treatment of PTSD,
each with varying degrees of research supporting claims of efficacy. However, as noted in
the protocol, “There does not seem to be much difference between the effectiveness of the
various approaches... Research into PTSD in victims of sexual assault is still in its infancy.
There are few studies with rigorous controls that demonstrate the effectiveness of one
psychotherapeutic approach over another, not only in victims of sexual assault, but in PTSD
sufferers in general.  Therefore, more well-designed studies comparing the effectiveness of
the psychotherapeutic techniques presently available are needed before we can decide which

is best for this type of patient.”1186 1187 
There is only one FDA-approved pharmacological treatment for PTSD, Zoloft,

approved on December 7, 1999.1188  Zoloft has not yet been approved for PTSD in Spain,
but it is available by prescription for other indications and could be prescribed for PTSD.     

The key ethical issue is not whether patients have failed to find relief with all
alternative treatments but whether patients can voluntarily give informed consent to
participate in a study in which they might not receive any treatment for a limited period of
time. The period of time that subjects are asked not to seek other treatments is quite short,
only 30 days prior to their single treatment session. Subjects can seek out other treatments at
any time after their treatment session. As previously discussed in this chapter,  Dr. Temple
and others have made strong ethical arguments supporting the rights of patients to give
informed consent to the possibility of experiencing discomfort resulting from the lack of
symptomatic relief, even when treatments with some degree of efficacy are already available
for those symptoms.  

In this study, stop rules have been decided upon ahead of time for the most likely
adverse effects, calling for the study to be halted if any subject experiences a cardiovascular
crisis or persisting adverse psychological consequences stemming from the experimental
session.  Prompt treatment will be administered in the event of any adverse event.  If the
study is stopped, all the data are analyzed and the study cannot begin again unless both the
Spanish Ministry of Health and the appropriate Institutional Review Board (IRB) decide to

1186Spanish Drug Agency Code  Protocol # 99-0309  Administration of 3,4 Methylendioxy-

methamphetamine (MDMA) to Women with Chronic Post Traumatic Stress Disorder (PTSD) as a

Consequence of Sexual Assault.  A Dose-Finding Pilot Study. 32.

1187In the 10/8/1999  FDA Psychopharmacologic Drugs Advisory Committee meeting held to discuss the

research with Zoloft in the treatment of PTSD, Dr. Charles Marmar, Professor and Vice-Chair, Department

of Psychiatry, UC San Francisco, reported that “ the total N of all patients enrolled in randomized controlled

trials in the world published literature to date, including those assigned to the placebo condition, is only

slightly over 400.” Transcript, FDA Psychopharmacologic Drugs Advisory Committee Meeting 10/8/1999,

29.  http://www.fda.gov/ohrms/dockets/ac/cder99t.htm#Psychopharmacologic%20Drugs.

1188FDA Drug Approvals List for December 1999. http://www.fda.gov/cder/da/da1299.htm   Also see: FDA

Talk Paper  T99-55  FDA Approves Zoloft for PostTraumatic Stress Disorder December 7, 1999.
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permit the study to resume, perhaps with additional safeguards such as refined exclusion
criteria or closer monitoring for possible adverse effects.

Phase III Treatment Studies: High-Dose v. Low Dose 
In the last twenty-five years, there have been only two controlled studies of the

therapeutic use of any psychedelic drug conducted anywhere in the world. Both of these
studies were conducted by Dr. Evgeny Krupitsky, St. Petersburg (Russia) Scientific
Research Center for Addictions and Psychopharmacology.  Dr. Krupitsky’s initial study

evaluated the use of ketamine-assisted psychotherapy in the treatment of alcoholics.1189 His
subsequent study evaluated the use of ketamine-assisted psychotherapy in the treatment of

heroin addicts.1190

Dr. Krupitsky’s study in alcoholics showed a remarkable treatment effect. He
reported, “The results of our controlled clinical trial demonstrated a considerable increase in
efficacy of our standard alcoholism treatment when supplemented by ketamine psychedelic
therapy (KPT): a total abstinence for more than one year was observed in 73 out of 111
(65.8%) alcoholic patients of the KPT group, compared to 24% (24 out of 100 patients) of

the conventional treatment control group (p<0.01).”1191  However, a serious methodological
flaw in the design of this study makes it difficult to attribute the increased rate of abstinence
in the ketamine treatment group to the ketamine treatment alone. At the end of the standard
course of in-patient treatment, all patients were asked whether they wanted to volunteer for
ketamine treatment. The ketamine group was composed of those patients who volunteered,
the control group was composed of those who did not volunteer for the additional ketamine
treatment but received only the standard treatment. This procedure introduced a selection
bias into the study,  since the subjects who volunteered for the ketamine treatment may have
been more highly motivated toward sobriety than those patients who did not volunteer for
this additional treatment.

This methodological flaw was corrected in Dr. Krupitsky’s study with heroin
addicts, which was conducted in a randomized, double-blind, placebo-controlled

manner.1192  At the completion of the standard in-patient treatment program for heroin
addiction, patients were asked to volunteer for an experimental treatment with ketamine.
Subjects who volunteered were then randomized into one of two treatment groups, a high-
dose ketamine treatment group or a control group receiving a low dose of ketamine as an
active placebo. Dr. Krupitsky improved the protocol design in another way by  instituting
the measurement of  abstinence through the use of frequent though non-random urine tests
in addition to reports from the patients themselves, their families and their employers, as

1189Krupitsky (1999).

1190Krupitsky (1997).

1191Ibid., 165.

1192Krupitsky E. Ketamine Psychedelic Therapy in the Treatment of  Heroin Addiction v04 Research

Protocol  http://www.maps.org/research/ketamine/04Kheroin.html
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well as  information about the subjects’ interactions with the Russian health care and

criminal justice systems. 1193  Follow-up data were collected by psychiatrists who were blind
to the dose of ketamine used for KPT.
 Dr. Krupitsky’s choice of a low dose of ketamine as an active control was based on
his view that patients could easily distinguish between a high dose of ketamine and either an
inactive placebo or any active placebo. In order to come as close as possible to a truly
effective double-blind study,  or at least a single-blind,  Dr. Krupitsky decided to use as an
active control a low dose of the same psychedelic being tested. This strategy is consistent
with  ICH guidelines, which encourage the use of dose-response designs when the effects
of the drug make blinding difficult.  ICH Guidelines state, “If the dose-response study is
blinded, it shares with other blinded designs an ability to minimize subject and experimenter
bias. When a drug has pharmacologic effects that could break the blind for some patients or
investigators, it may be easier to preserve blinding in a dose-response study than in a

placebo-controlled trial.”1194 
 Dr. Krupitsky’s strategy to achieve a double-blind study worked in part. Subjects

were not able to determine whether they had received a high or a low dose,  but the

experimental team was able to make this determination in about 90% of the cases.1195 The
disadvantage of using the low-dose ketamine session as the placebo control condition was
that the low  dose was large enough to catalyze some psychological processing, enabling the

low-dose ketamine session to have some therapeutic effects.1196 This was confirmed by
subjects’ scores on the Hallucinogen Rating Scale (HRS), developed by Dr. Strassman to

measure a range of effects of psychedelic drugs.1197 Dr. Krupitsky reported, “The results of
this double-blind randomized clinical trial of KPT for heroin addiction showed that high
dose (2.5 mg/kg) ketamine psychedelic psychotherapy (KPT) elicits a profound, full
psychedelic experience in heroin addicts. On the other hand, low dose KPT (0.25 mg/kg)
elicits "sub-psychedelic" experiences which are very similar to ketamine-facilitated guided
imagery... Patients in the control group were often very much impressed by their

experiences and considered them as useful and therapeutic ones.”1198

1193Dr. Krupitsky is planning to submit his findings for publication to a major international drug abuse

treatment journal by the end of Summer, 2000, at which time two-year follow-up data will have been

gathered on all subjects.

1194ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.3.2 Ability to

minimize Bias. 

1195personal communication, Dr. Krupitsky, March 10, 1999.

1196Krupitsky (1999): 24. 

1197Strassman R.  Subjective effects of DMT and the development of the Hallucinogen Rating Scale. Bull

MAPS  3 (Spring 1992) 2:8-12. http://www.maps.org/news-letters/v03n2/03208dmt.html

1198Krupitsky (1999): 24. 
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 It would have been easier for Dr. Krupitsky to find a statistically significant

treatment difference between a high dose and an inactive placebo.1199 When a low-
dose/placebo condition has some marginal efficacy, it becomes more difficult to find a
statistically significant treatment difference between a high-dose experimental condition and
a low-dose/placebo. However, if a treatment effect can be shown under such conditions, it
can be considered robust. Larger sample sizes can help counteract the statistical difficulties
created when a low- dose/placebo turns out in practice to have some degree of efficacy, but

that is an expensive remedy. 1200 
Despite difficulties stemming from the use of a control condition with some degree

of efficacy,  Dr. Krupitsky reported that, “The rate of abstinence in the experimental (high

dose) group was approximately twice as high as that of the control (low dose) group...1201

KPT with the high-dose of ketamine was significantly more effective [than KPT with the

low-dose of ketamine] within the first six months after the ketamine session.”1202 
 Dr. Krupitsky’s initial study in heroin addicts  demonstrated the effectiveness of a

single high-dose treatment session over a single low-dose treatment session. Though it is
reasonable to assume that a low-dose ketamine session would produce a greater rate of
sobriety than a psychotherapy-only treatment without the ketamine, Dr. Krupitsky’s study
design can be criticized for the lack of just such a control group. In the absence of the
evaluation of the effectiveness of a parallel group receiving psychotherapy alone, it is
doubtful whether FDA would consider this  design to be an “adequate and well-controlled
investigation” proving the effectiveness of ketamine-assisted psychotherapy in heroin

addicts.1203

Phase III Treatment Study:  Single Dose v. Multiple Dose 
  Dr. Krupitsky has recently initiated a new study in heroin addicts designed to

evaluate the effectiveness of single versus multiple KPT sessions.  Specifically, he will

1199In a review that evaluated the use of an active placebo in studies of the effectiveness of tricyclics for

depression., it was found that comparing the active drug to the active placebo resulted in a lower estimate of

the effectiveness of the active drug than when the active drug was compared to placebo. Thompson R. Side

Effects and placebo amplification. Br J Psychiat140 (1982): 64-68.

1200ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.1.6.3

Efficiency, states, “Placebo-controlled trials are efficient in that they can detect treatment effects with a

smaller sample size than any other type of concurrently controlled study.”

1201The rate of abstinence was calculated  as a ratio of the number of subjects who were  abstinent at every

time  point that follow-up data was collected (one month, two months, three months, etc.) to the  total

number  of patients in the group.  

1202Krupitsky (1999): 24.  

1203Of course, FDA might also have concerns about other aspects of the study such as sample size and  the

extent of  independent clinical monitoring that is often required in the primary studies used to demonstrate

safety and efficacy. 
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compare the efficacy of a single high-dose ketamine session followed by two additional
non-drug counselling sessions  to three high-dose ketamine sessions.  All treatment sessions
will be scheduled about four weeks apart.  The inclusion of the two counseling sessions for
the single dose group is intended to equalize the time patients spend with their therapists.
The counseling sessions can be considered psychotherapy-only sessions.    

There is no active or inactive placebo group or low-dose group in the current study.
According to Dr. Krupitsky, the addition of such groups would not have been useful in
evaluating the central hypothesis of the study, whether multiple sessions are more effective
than a single session.  Nor did he think it necessary to show that both treatments were more
effective than an inactive or active placebo condition, since he had already successfully
demonstrated that his treatment intervention was more effective than low-dose ketamine in
his previous study.  Dr. Krupitsky felt confident that his findings of treatment efficacy for
the high-dose session were robust, and didn’t need to be proven again at substantial

expense.1204  
 One possible criticism of Dr. Krupitsky’s decision not to include another control

group in the study of a single session compared to multiple sessions comes from arguments
expressed by FDA’s Dr. Temple. He has pointed out that the lack of a control group in
studies comparing two active treatments means that “such a trial relies on a historical
assumption that is not provable and is often not true, namely, that the trial, as conducted,
had assay sensitivity, i.e., that had there been a placebo group present, the active therapies
could have been distinguished from placebo in that trial....The remedy, in the symptomatic

treatment case, is to do a placebo-controlled or placebo and active drug-controlled trial.”1205

This argument raises an ethical issue. Dr. Temple qualified his remedy as being for the
symptomatic treatment case, for a study treating symptoms that are not in and of themselves
fatal, and do not lead to increased mortality if untreated. However, heroin addiction is a
disease that is potentially fatal. Every addict has a non-zero, empirically determined risk of
addiction-related mortality if the underlying addiction goes untreated. According to Dr.
Krupitsky, “I do not know the exact mortality  rate  for heroin  addicts  in Russia, but  it  is
quite high  (much  higher than in the general population).  Heroin addicts die from
overdoses, hepatitis B  and C,  crime and HIV  (the HIV epidemic is just  starting to develop

in Russia).”1206  As a result of the potentially fatal consequences associated with their
underlying addiction,  it could be considered unethical to ask a subject to participate in a
placebo-controlled trial when there is already a proven treatment (the single high-dose
session) that has a greater chance of being effective than either an inactive placebo or the
low-dose, active placebo treatment. Furthermore, due to the dramatic nature of the ketamine
experience,  the placebo condition would not actually succeed in producing a successful

1204personal communication, Dr. Krupitsky, February 4, 2000.

1205Temple (1997): 617.

1206personal communication, Dr. Krupitsky, March 12, 2000.
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double-blind or even single-blind experiment. 
 Dr. Krupitsky’s decision not to include a psychotherapy-only or low-dose treatment

group or groups is substantially influenced by another factor; ketamine is already an
approved prescription drug in Russia. As a result, Dr. Krupitsky does not need to convince
any regulatory agency to make ketamine available as a prescription drug.  Ketamine is
already available for prescription for his therapeutic practice and research as well as for the
original purpose for which it has been approved, as an anesthetic for use in medical
operations.  If other physicians involved in treating substance abuse patients are impressed
with Dr. Krupitsky’s experimental results, they may administer ketamine-assisted

psychotherapy to their patients within the boundaries of the legal practice of medicine.1207

Dr. Krupitsky’s current design thus seems sufficient as is for his purposes, even though
FDA might not consider it  an “adequate and well-controlled investigation” capable of
providing evidence for the approval in the United States of ketamine-assisted psychotherapy
in the treatment of heroin addiction.

 As the study is now designed, subjects will be randomized to the single-dose group
or to the multiple-dose group several days before the second treatment session, when the
experimental staff contacts the patient to schedule the second treatment session.  This is
close to the last possible moment the randomization could have taken place, immediately
prior to the second treatment session. The randomization is being done several days prior to
the second session so that subjects can come prepared for the type of session they will
actually receive.  Otherwise, all subjects would have had to come prepared for a ketamine
session, including for some the bringing of a friend or relative to assist in their readjustment
to their normal state of consciousness in the hours after their KPT session. 

Dr. Krupitsky had initially intended to break the blind at the beginning of the study,
instead of a few days before the second treatment session. His rationale was that, “I believe
that for the treatments to be most effective, the subjects of the single KPT group should be
psychotherapeutically prepared, should have a special set, special attitude already before
their only KPT session. They should be ready to try to solve their psychological problems,
to accept new life values and purposes, a new meaning of life without heroin within one
KPT session followed by two counseling sessions. For the psychotherapy to be most
successful in the multiple KPT group, the  patients of that group should have another set at
the very beginning: to do all things mentioned above within three KPT sessions where each

next session is a consecutive stage in this process.”1208 
While Dr. Krupitsky  had a solid rationale for preparing each patient as effectively as

he thought possible for the treatments they would actually receive, there were
methodological costs associated with breaking the blind before it was absolutely necessary
by the nature of the protocol design. The possibility could not be eliminated that right from

1207The ability of physicians to prescribe already approved drugs for indications other than the approved

indications will be discussed in more detail in Chapter 5.

1208personal communication, Dr. Krupitsky, April 15, 2000.
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the beginning of the study unconscious or conscious bias would influence the perceptions of
the subjects and  the experimental team about the different chances for sobriety of the
subjects in the two different groups. Dr. Lasagna emphasizes that, “the extent to which
physicians and patients approach a given treatment with either positive or negative bias can

add to or subtract from the ‘intrinsic’ performance of the drug.”1209 Breaking the blind at the
beginning of the study  might have increased the influence of such bias,  even though this
bias would inevitably come into play to some extent, since the blind cannot be sustained
beyond the moment the second session begins, when patients are either administered KPT
or a counselling session. Dr. Laska et al. comment, “As an abiding principle, RCTs [
randomized controlled trials] designed for hypothesis testing should strive for the most
rigorous blinding procedures possible in order to minimize the risk of compromising the
study’s integrity, which inevitably leads to uncertainties about the validity of inferences.”
1210 

Another potential problem with Dr. Krupitsky’s initial preference to break the blind
at the beginning of the study was the possibility that his results might be biased by
differential drop-out rates. These rates may differ between the subjects who know they are
randomized to receive all three ketamine sessions and the subjects who instead know they
are randomized to receive just one ketamine session and two non-drug “placebo”
counselling sessions.  As Dr. Krupitsky  reported in his article on the high-dose versus
low-dose study, “It is important to note that almost 50% of patients in the experimental
group and 60% of subjects in the control group relapsed within the first three months after

KPT.”1211 A greater number of subjects who are randomized to receive the single KPT
session followed by the two counseling sessions may not show up for their second session
since they know they have no possibility of receiving another KPT session. 

Regardless of when the blind is broken,  if the multiple KPT sessions really do have
additive therapeutic effects, it is possible that more of the single KPT subjects will relapse
after the second and before the third sessions, at a higher rate than the subjects randomized
to receive three ketamine sessions.  On the other hand, the KPT sessions are not generally
considered pleasant, so some less motivated subjects in the multiple dose group might
choose to stay away from the intensive self-confrontation they could expect in their second
and third sessions. As Dr. Laska et al. note,  “Excessive dropouts, especially early in
treatment, can seriously impair the validity of an RCT and limit inferences that can be drawn

from the results.”1212 After considering all the arguments for when to break the blind, Dr.
Krupitsky decided  to sustain the blind for as long as possible, breaking it only several days
before the second session.

1209Lasagna (1994): 27.

1210Laska  et al. (1994): 60.

1211Krupitsky  (1999): 24. 

1212Laska E et al. (1994): 60.
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 Subjects who do not complete all three sessions will be replaced in the study with
new subjects who do complete all three sessions. Those subjects who complete the full
course of one high-dose ketamine session and two counseling sessions might be more
motivated than average to achieve sobriety,  either right from the beginning of the study or
because of a more successful than average initial ketamine session.  If there is a differential
attrition rate of the subjects in the control group who are less motivated to sobriety than
average,  the results for the control group could be biased.  An increased rate of sobriety due
to the greater motivation of the subjects who remain in the study for their one KPT session
and two counseling sessions would instead be attributed to the effects of the control
treatment. The effect of this selection bias would be to make it more difficult to demonstrate
a significant treatment effect of the multiple ketamine sessions over the single ketamine
session.  This bias, if it really occurs, would ensure the robustness of any findings of a
significantly improved rate of sobriety between subjects receiving multiple ketamine
sessions as compared to those receiving a single ketamine session.  A second analysis of the
data from an intent-to-treat perspective, in which data from all subjects initially enrolled in
both groups is included with drop-outs considered to have relapsed, would help identify

whether differential drop-out rates are actually a factor biasing the results.1213 

Phase III Efficacy Studies:  Dose-Response Designs
As proposed in Chapter 4,  psychedelic psychotherapy can be adequately evaluated

through the use of a two-arm study,  one arm being a group receiving psychedelic
psychotherapy with a full dose of the psychedelic drug and the comparison control group
receiving the identical psychotherapy without a psychedelic. Though this design is not
blinded,  the efficacy of these two groups can still be sufficiently compared.  As noted in the
introduction to this chapter,  an adequate evaluation of psychedelic psychotherapy may not
be a politically sufficient evaluation.  It may be necessary to add additional controls to the
two-arm design to make any findings of efficacy more robust and incontrovertible.  The
main design element missing in the two-arm study as currently proposed is the lack of a
double-blind between the two test groups.

As discussed throughout this chapter, the combination of the powerful subjective
effects of a full dose of a psychedelic drug along with even the minimal information
contained in an informed consent form ensure that most or all subjects would be able to
distinguish a full dose of the test drug from inactive or active placebo. In addition,
experienced therapists would be able to use their knowledge of the subjective effects of fully
therapeutic doses to determine in most or all cases whether their patients had been
administered the test drug or an inactive or active placebo.  

The most appropriate method to address this problem is the use of a dose-response

1213For a discussion of  issues relevant to intent-to-treat (ITT) analysis, see Lavori P, Laska E, Uhlenhuth

E. Statistical Issues for the Clinical Evaluation of Psychotropic Drugs.  in (ed.) Prien R, Robinson D.

Clinical Evaluation of  Psychotropic Drugs: Principles and Guidelines. New York: Raven Press,

1994.139-160.
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study. Indeed, the ICH guidelines make the following recommendation, “When a drug has
pharmacologic effects that could break the blind for some patients or investigators, it may be

easier to preserve blinding in a dose-response study than in a placebo-controlled trial.”1214

According to Dr. Lyons of the Irish Medicine Board, “demonstration of a dose-response

effect can also offer persuasive evidence of effectiveness.”1215 Dr. Lasagna concurs,
explaining that, “If a dose-response relationship can be demonstrated in an experiment, the
need for placebos is considerably lessened, but this means the trial must be run as a fixed-

dose design.”1216  
 The current two-arm study could be expanded into a dose-response study with the

addition of a third test group receiving psychedelic psychotherapy with a medium-size dose
of the psychedelic drug. These doses can be those determined in prior Phase II dose-
escalation studies. The medium dose would be selected to be well above the threshold for
generating the unique psychedelic changes catalyzed by the test drug but would be a smaller
dose than that used in the group receiving a fully-active dose. The inclusion of both a
medium-dose and a fully-active dose would provide the necessary minimum of two points
in a dose-response relationship. The use of both medium-size doses and  fully-active doses
would stand the best chance of blinding a substantial number of subjects and members of
the experimental team as to which doses the subjects had actually received.

 In addressing the issue of blinding, the medium-size dose also has ethical
advantages. Since the dose would be chosen to have a significant psychedelic effect,  there
would be no ethical concerns associated with randomizing patients in need of treatment to
this group. The medium-size dose group would clearly be hypothesized to be more effective
than a low-dose group as well as the psychotherapy-only control  group.  As noted
previously, one of the advantages of the psychotherapy-only control  group is that it is
hypothesized to have more efficacy than an inactive placebo control group,  since the
psychotherapy-only control  group would offer subjects clinical benefits associated with its
psychotherapeutic components.

The two-arm study proposed in Chapter 4 has now been enlarged to a three-arm
study. The inclusion of a  control group receiving the identical preparation and therapy as
the high-dose and medium-dose groups but without the addition of the psychedelic drug
provides a method to evaluate the contribution of the psychotherapy alone as well as

differing amounts of the psychedelic drug.1217  The inclusion of a psychotherapy-only group
also provides the advantage of eliminating the need to rely on a comparison of the two active
treatments to historical controls.  

1214ICH Draft Consensus Guideline, Choice of Control Group in Clinical Trials. Section 2.3.2 Ability to

minimize Bias.

1215Lyons (1999:) 263.  

1216Lasagna (1994): 26-27.

1217For details on how this might be accomplished with precision, see:  Hollon et al. (1991).
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Phase III Efficacy Studies:  Psychotherapy-Only Control with Sub-Threshold Dose
It may be possible to further improve upon the design of the three-arm study

proposed above through the administration to the subjects in the psychotherapy-only
condition of a sub-threshold dose of the psychedelic drug being tested. This is somewhat
similar to the precedent established by FDA when it reviewed the psilocybin/OCD dose-
response study to be conducted by Dr. Moreno and Dr. Delgado. In that study,  FDA
recommended the use of a sub-threshold or barely-threshold dose of psilocybin as a control
condition instead of an inactive or active placebo. 

In the psychotherapy-only group, the sub-threshold dose would be chosen to be
well below the level of detection so as not to confound the psychotherapy-only condition
with any pharmacological effects. The inclusion of a sub-threshold dose in the
psychotherapy-only group would maximize the placebo effect in the psychotherapy-only
subjects, more so than would the use of either an inactive or active placebo. The use of a
sub-threshold dose of the test drug would make all subjects and experimenters aware that
every subject would receive some amount of the test drug. This would increase the
possibility of a placebo reaction in those subjects receiving the sub-threshold dose, perhaps
increasing the chances that some subjects would catalyze a psychological reaction through
expectation and be blinded as to whether they were in the psychotherapy-only group or the
medium-dose group. More likely than actually blinding subjects,  the use of a sub-threshold
dose might simply increase the sense of possibility that all subjects and experimenters
brought to every session. 

It is likely that most or all subjects receiving the sub-threshold dose would notice an
absence of psychedelic effects and would be able to identify that they had been administered
the lowest dose of the test substance. The ability to break the blind would be somewhat
more likely if an inactive placebo had been administered, since there would be no
expectation of subtle effects from the sub-threshold dose. Another advantage of the
administration of a sub-threshold dose is that it would provide one more point on the dose-
response curve while not confounding the psychotherapy-only group with any appreciable
pharmacological contribution to the treatment.   

The use of an active placebo instead of the sub-threshold dose of the psychedelic in
the psychotherapy-only group might make it difficult for a few subjects and experimenters
to distinguish between the active placebo and the medium dose of the psychedelic.
However, an active placebo would fail in most or all instances to create such uncertainty in
relation to the high dose, which hypothetically has the greatest therapeutic potential and is
the most important condition being compared to placebo. A serious disadvantage from the
use of an active placebo with some side effect profile and no potential therapeutic benefits in
vulnerable patient populations is that it is questionable ethically, especially when the ability
of the active placebo to achieve either a single or double blind is so limited. Most
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importantly, an active placebo above the threshold for detection changes the psychotherapy-
only control and could bias the outcome of the psychotherapy-only condition in
unpredictable ways. As Dr. Lasagna observes, “it is not always possible to guarantee a
priori that the drug or drugs placed in the active placebo will be free of beneficial or

deleterious effect on the parameters under study.”1218

Drs. Hollon and DeRubeis express a preference for a psychotherapy-only condition
that does not involve any placebo, either a sub-threshold dose of the psychedelic, an active
placebo or an inactive placebo.  They  remark, “Such a procedure is seen in this article as
unjustifiable. These combinations involve potential additive or interactive effects derived
from the patient’s or the therapist’s perceptions that the patient is receiving an active
medication. This perception renders this condition non-representative of psychotherapy as it

is typically practiced.”1219 They note that the use of a placebo in the psychotherapy-only
condition makes it  impossible “to determine whether psychologically mediated effects
related to pill taking did or did not occur...The placebo-plus-psychotherapy combination,
though useful in determining the nature of the mechanisms in interaction effects, does not

provide an adequate basis for detecting differential outcome.”1220 Drs. Hollon and DeRubeis
further claim that  in some circumstances, the combination of psychotherapy even with an
inactive placebo could be less effective than psychotherapy alone. They noted that, “a
review of the existing drug-psychotherapy literature points to bidirectionality in the
noncomparability of placebo plus psychotherapy relative to psychotherapy alone. That is,
the combination may sometimes overestimate, but appears more typically to underestimate,
the efficacy of psychotherapy alone... Although it would be inappropriate to conclude at this
time that negative placebo-plus-psychotherapy interactions occur, it would also clearly be

unwarranted to assume, as has been the case, that they do not.”1221

In considering the arguments of Drs. Hollon and DeRubeis, it must be kept in mind
that they are reviewing studies in which the psychotherapy  takes place in small increments
over many weeks. This pattern of interactions is substantially different from the
psychotherapy-only condition, which involves a preparation phase combined with a lengthy
acute intervention phase and then an integrative phase.  In addition, the placebo used in
these studies is taken every day for the duration of the study, just like other psychiatric
medications,  and is likely to be somewhat more effective on average than the sub-threshold
dose in actually blinding the subjects and experimenters.  Drs. Hollon and DeRubeis
speculate that possible mechanisms for an enhanced effect from the use of the placebo are

“positive treatment expectations and response to perceived attention from a physician.”1222

1218 Lasagna (1994): 26.

1219Hollon S, DeRubeis R. Placebo-Psychotherapy Combinations: Inappropriate Representations of

Psychotherapy in Drug-Psychotherapy Comparative Trials. Psychologic Bull90 (1981) 3:467.

1220Hollon, DeRubeis (1981): 468.

1221Hollon, DeRubeis (1981): 473.
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The possible mechanisms for a negative interaction between placebo and psychotherapy are
“reduced motivation to work actively in psychotherapy and the decay of positive treatment

expectations over time.”1223

In the psychotherapy-only group, the sub-threshold dose might indeed generate
some positive treatment expectations, at least for some portion of the treatment session. This
is the main reason for the recommendation that a sub-threshold dose be administered instead
of no placebo at all.  In the studies that Drs. Hollon and DeRubeis review, the subjects
receive psychotherapy delivered by psychotherapists and would receive extra attention from
a physician, who would administer the placebo pill.  In the psychotherapy-only group in the
psychedelic study, no additional treatment providers would administer the pill. It would be
administered by the same therapeutic team that would administer the psychotherapy-only
condition, eliminating this potential positive interaction. There is a possible negative
interaction from a reduced motivation to work actively in psychotherapy as a result of the
subject deciding to let the pharmacological treatment do more of the work. This could be a
factor in a study of traditional pharmacotherapy and psychotherapy. With a sub-threshold
dose of a psychedelic instead of no drug at all, subjects would probably be more motivated
to explore their emotions during the psychedelic treatment session rather than less. The
hypothesis of Drs. Hollon and DeRubeis is that the decay of positive expectations over time
could negatively interact with psychotherapy. Their hypothesis is based on the declining
placebo effect over time, though they admit that there is no evidence that any negative
interaction would be caused. Again, this factor is more relevant for a traditional
psychotherapy/pharmacotherapy study than for an acute psychotherapeutic intervention with
a sub-threshold dose of a psychedelic. 

On balance, a sub-threshold dose of a psychedelic seems most likely to interact
positively with psychotherapy through positive treatment expectations. If anything, this
could increase the efficacy of the psychotherapy-only condition, thus making it somewhat
more difficult to show a  significant treatment effect between the psychotherapy-only
condition and the medium and high-dose treatments. The contribution of the sub-threshold
dose to maximizing the placebo effect, and the ability to plot a third point in the dose-
response relationship, are the principal benefits of combining the psychotherapy condition
with a sub-threshold dose.

Unequal Allocation to Psychotherapy-Only Control Group
The three-arm study design may be further improved through the use of an unequal

allocation of subjects to the psychotherapy-only condition with the sub-threshold dose,  as
compared to the medium-dose and high-dose groups.  Such unequal allocation would
ensure a larger number of subjects in the two treatment groups that are hypothesized to have
greater efficacy than the psychotherapy-only condition with the sub-threshold dose. This
unequal allocation would further improve the ethical aspects of this study by providing more

1222Hollon, DeRubeis (1981): 475.

1223Hollon, DeRubeis (1981): 475.
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patients with what is hypothesized to be more effective treatment.  
The number of subjects that remain allocated to the psychotherapy-only condition

with sub-threshold dose needs to be sufficient not to compromise the ability of that group to
serve as the primary control group for the two active conditions. Though the exact numbers
will need to be determined by the power calculations,  a desirable outcome might be to have
half as many subjects in the psychotherapy-only condition with sub-threshold dose as are in
the other two arms of the study.  Dr. Lieberman et al.  elaborate, “Several strategies have
been used to address the dual problems of need for control and need to minimize placebo
exposure. One such strategy is unequal randomization. If a sample is large enough and the
placebo response rate is fairly well known,  a study can be conducted with only a small

placebo group.”1224

Phase III Efficacy Studies:  Comparison To Currently Accepted Treatment
There is one fundamental enhancement remaining to consider for Phase III efficacy

trials designed to evaluate psychedelic psychotherapy, an enhancement that will make the
studies scientifically adequate and politically responsive. A three-arm study with a
psychotherapy control group receiving a sub-threshold dose,  a medium-dose group and a
high-dose group would generate substantial data sufficient for FDA to evaluate psychedelic
psychotherapy for possible marketing approval. Yet one important possibility would remain
unexamined, that being a comparison study between psychedelic psychotherapy and a
currently approved medication or non-drug psychotherapeutic technique for the same clinical
indication. Given the level of cultural controversy engendered by psychedelics, it is realistic
when considering experimental design issues to consider the potential of political opposition
to the socially sanctioned use of psychedelics as prescription medicines. Even if a full-dose
psychedelic drug could be proven more effective than a  sub-threshold psychotherapy
control group, and perhaps also more effective than a medium dose of the same psychedelic,
the performance of that drug as compared to currently available medications or
psychotherapeutic treatments would still be unclear. 

There is no identifiable public health reason for FDA’s standard of proof for the
approval of psychedelic psychotherapy to be anything more than the usual comparison
against placebo. However, for political reasons a Phase III study should be designed to
demonstrate comparability,  and perhaps even superiority,  to conventional treatment. As
Dr. Temple explained about medical marijuana, “Considering the level of controversy and
societal expectations, I assume the following factors will influence study design: Unlike
most treatments, smoked marijuana may need to show an advantage over alternatives,
including tablet THC  [more accurately, capsule THC], at least in some defined population,
to be considered medically useful by skeptics. NB: Showing superiority to an active
treatment is always difficult; study designs need to optimize the chances of showing such an

effect.”1225 Dr. Temple noted that advantages over other medications could be expressed in

1224Lieberman et al. (1999): 31.
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terms of superior efficacy in all patients,  just in non-responders to other medications or in
some other subset of patients including even experienced marijuana smokers, or as an add-
on drug that enhances the efficacy of currently available drugs. Advantages could also be
expressed in terms of an improved safety profile either in all patients, just in people
intolerant of other treatments, or in experienced marijuana smokers. Advantages other than

safety and efficacy could include ease of use, more rapid response, or patient preference.1226

He further advised,”Choose situations where current therapy is not satisfactory, at least for

some patients; again any benefit seen will then be clearly worthwhile.”1227

The inclusion of both the psychotherapy-only and comparison groups together
permit a rigorous review of the efficacy of the high-dose condition.  If  a study were to be
designed  as a direct comparison of a new and an already accepted treatment, without a
parallel control group,  then “only when the test treatment is superior to the standard in such
a study can the unambiguous interpretation be made that the investigational drug is

effective.”1228 Dr. Tom Laughlen, FDA Team Leader in the Division of
Neuropharmacological Drug Products, the division that will likely review psychedelic
psychotherapy protocols, has commented. “From a regulatory standpoint,  we like to see an
active control arm in a trial to help us in interpreting it, so that if an active standard drug,
which is believed to work, also fails, we are more inclined to discount that study. This is

obviously not a strategy you can use early on in the development of a new indication.”1229

 The addition of a fourth arm testing psychedelic psychotherapy against conventional
treatment also makes an contribution to the ethics of the use of a design that includes a
psychotherapy-only with sub-threshold dose condition. As previously noted, the
psychotherapy-only with sub-threshold dose is not actually  a placebo condition, but it is
hypothesized to be less efficacious that the other two dose levels. As Dr. Lieberman et al.
state, “A placebo may also be justifiable when an experimental treatment (T) is being
compared to a standard treatment (S). Suppose a trial has only two treatments: T and S. If
the trial shows that T > S, or S > T,  the results are interpretable.  But if a two-armed trial
compares S and T and fails to find a difference, the result may mean that neither treatment or
both treatments were effective. In many cases this ambiguity is avoidable if a placebo group

is used.”1230 In these instances, the use of a placebo group increases the interpretability of
the information generated from the entire study, adding value to the study  thereby  reducing

1225Dr. Temple, NIH Workshop on the Medical Utility of Marijuana, Slide 5, “Assumptions.”

1226Dr. Temple, NIH Workshop on the Medical Utility of Marijuana, Slide 7, “ Showing Possible

Advantages.” and Slide 8, “Possible Advantages (Cont’d.).

1227Dr. Temple, NIH Workshop on the Medical Utility of Marijuana, Slide 9, “Choosing Diseases and

Endpoints.”

1228Laska E et al. (1994): 61.

1229Transcript of the October 8, 1999 meeting of the Pharmacologic Drugs Advisory Committee: 145.

1230Lieberman J et al. (1999): 30.
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ethical concerns about randomizing some patients to the placebo group.
Phase III Efficacy Studies: Impact of Subjects Who are Non-Responders to Treatment 

Phase III clinical trials evaluating the efficacy of psychedelic psychotherapy may
have inclusion criteria requiring that subjects have previously failed to obtain symptom relief
with conventional medications or psychotherapeutic treatments.  When patients who have
failed on conventional treatment are included in clinical trials, the use of a four-arm study
design that includes a comparative group receiving conventional treatment needs to be
reevaluated.

The inclusion criteria in the Spain MDMA/PTSD study requires that subjects “have

failed at least one previous treatment for resolving the PTSD.”1231  The psilocybin/OCD
protocol states,  “Subjects must have failed at least one adequate trial of usual care

treatment.”1232  In a June 24, 1999 discussion concerning Dr. Grob’s proposed study of
MDMA in the treatment of cancer patients, FDA’s Dr. McCormick raised the possibility that
only non-responders would be permitted to volunteer for the study. She stated that if the
primary outcome variable was pain, “The clinical trial should include only subjects who are

experiencing non-responsive cancer pain.”1233   If the primary outcome variable was anxiety,
“She [Dr. McCormick] also pointed out that to be eligible, patients would need to have

failed standard anxiolytics[anti-anxiety medications].”1234  
The primary reason that researchers and regulatory agencies decide that clinical trials

should only enroll patients who have failed to obtain relief with conventional medications or
treatments is that a higher degree of risk is acceptable in this class of patients, whose
alternative to the experimental treatment is most likely to be the continuation of the disease
process or symptoms. While the risk of the use of psychedelics in clinical research contexts

is quite low,1235 psychedelics are by legal definition drugs with a high potential for

abuse,1236 and regulatory agencies and researchers are reluctant to expose patients to these
drugs unless there is a substantial need to do so.  An advantage of conducting research with
patients  who have failed on conventional treatment is that the ethical concern about
randomizing subjects in need of treatment to placebo groups would be eliminated, since
effective treatment was not being denied. Dr. Lieberman et al. concur, stating that,

1231Spanish Drug Agency Code  Protocol # 99-0309  Administration of 3,4 Methylendioxy-

methamphetamine (MDMA) to Women with Chronic Post Traumatic Stress Disorder (PTSD) as a

Consequence of Sexual Assault.  A Dose-Finding Pilot Study. Inclusion Criteria: 55.

1232IND # 56,530. Protocol: Effects of Psilocybin in Obsessive-Compulsive Disorder. Inclusion Criteria.

1233McCormick C. Letter to Dr. Grob. July 23, 1999: 2.

1234McCormick C. Letter to Dr. Grob. July 23, 1999: 2.

1235Strassman R. Adverse reactions to psychedelic drugs: A review of the literature. J  Nerv Ment  Dis172

(1984) 10:577-95. 

1236Controlled Substances Act of 1970. 91 P.L. 513; 84 Stat. 1236. October 27, 1970.
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“Placebos can also justifiably be used for patients who are refractory to standard

treatments.”1237

  The studies mentioned above that require subjects to have failed on conventional
treatment are initial pilot studies approved when there were little or no scientific data
supporting claims of efficacy and no clear delineation of the actual degree of risk to the
specific patient population being tested. If initial pilot studies do find some suggestions of
efficacy at acceptable levels of risk,  the risk/benefit ratio may change sufficiently so that
subsequent clinical trials may not need to be restricted to patients who have failed on
conventional medications.  Yet it remains possible that subsequent clinical trials may be
restricted by regulatory agencies to patients considered treatment failures. For an historical
example,  Marinol, a capsule containing synthetic THC, the primary psychoactive
component of marijuana, was approved by the FDA on May 31, 1985 for the treatment of

nausea and vomiting from cancer chemotherapy.1238 It was studied in patients who failed to
find relief with approved medications and is currently labeled for “nausea and vomiting
associated with cancer chemotherapy in patients who have failed to respond adequately  to

conventional antiemetics.”1239

When only subjects who are non-responsive to treatment are included in a four-arm
clinical study design that includes a conventional treatment arm,  it seems reasonable to
assume that these patients will not respond well on average to the conventional treatment.
As a result, the new therapy may compare favorably with the conventional treatment due not
to any inherent advantage in efficacy of the new treatment but to the use of a sample of
patients who are already demonstrated to be non-responders to conventional treatment. A
study with a conventional treatment arm could be considered biased if subjects were selected
for being non-responsive to conventional treatment.

Dr. Temple has also observed that non-responders to conventional treatment may be
more likely on average to show a beneficial effect from  new medication. “A non-responder
population is ‘enriched’ with patients in whom MJ [marijuana] could be advantageous, and
may be better able to show an effect...Non-responders to standard therapy could be studied;

more likely to be able to show benefit of a different or added agent.”1240 
There are several factors that could result in the conventional treatment showing

some efficacy even in patients who have previously failed on conventional treatment. There
are a variety of conventional treatments, so it is possible that the specific conventional
treatment used as a comparative condition may be new to some patients, some fraction of
whom may respond well to it. Even if patients receive the same treatment that has previously

1237Lieberman et al. (1999): 30.

1238http://www.marinol.com/

1239Arky R. (Medical Consultant). Physicians Desk Reference, 52nd Edition. Montvale, NJ: Medical

Economics Company. 1998: 2545.

1240Dr. Temple, NIH Workshop on the Medical Utility of Marijuana, Slide 7, “General Principles” and

Slide 15, “Enrichment.”
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failed to help them, factors such as spontaneous remission, maturation out of the disease or
symptom, improved coping skills, more effective dosing schedule or treatment delivery,
increased placebo effect as a result of being administered the medication or treatment in a
clinical trial,  or regression to the mean may produce some degree of improvement in these

individual patients and in the group average.1241 
The uncertainty about the effectiveness of a conventional treatment arm even in

patients who have previously failed to find relief with conventional treatment makes the
inclusion of a comparative control condition desirable even with a treatment-resistent patient
population. Though some of the treatment-resistent patients might do well with conventional
treatment, it would be likely that they would, on average,  show minimal efficacy from a
treatment that already failed once. This would increase the chances that the high-dose
psychedelic psychotherapy treatment would compare favorably to the conventional treatment
group.  If only treatment-resistent patients are enrolled in the study,  the comparison of most
importance would be between psychedelic psychotherapy and the psychotherapy-alone with
sub-threshold dose “control” group.

 
 Selection of Therapists

In a four-arm study comparing psychedelic psychotherapy with a currently available
treatment, the therapists delivering the comparative treatment do not need to be the same as
those delivering the psychedelic psychotherapy.  The therapists delivering each treatment
should be proficient in the treatment they are delivering and believe in its potential efficacy.
A meta-analysis evaluating 25 different studies comparing the outcomes of two different
psychotherapeutic treatments, cognitive therapy or systematic desensitization, or the
combination of both, revealed that investigators tend to produce studies that demonstrate the

superior efficacy of the treatment they prefer, for which they “had a prior allegiance.”1242

This suggests that having the same therapists deliver two different treatments could result in

a bias in favor of the treatment the therapists prefer.1243 When different therapists are used to
administer different treatments, “such characteristics  as age, gender and professional
experience should be similar across the sets of therapists administering alternative

conditions.”1244

1241For a comprehensive analysis of threats to both internal and external validity of research results, see

Campbell D, Stanley C. Experimental and Quasi-Experimental Designs for Research. Boston; Houghton

Mifflin, 1963.

1242Berman J, Miler R, Massman P. Cognitive therapy versus systematic desensitization: is one treatment

superior? Psychologic Bull 97 (1985): 455 ;  see also Glass G, Smith M, Miller T. The Benefits of

Psychotherapy.Baltimore, MD: Johns Hopkins University Press, 1980: (Table 5-25).

1243In the study by Berman et al., the lead investigators were not always the therapists. The therapists were

often relatively inexperienced trainees.

1244Kazdin A. (1986): 99.
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Finding therapists experienced in the delivery of currently available treatments is not
difficult. Finding therapists with experience delivering psychedelic psychotherapy will be
difficult, since training opportunities do not currently exist and currently practicing
researchers with experience working with psychedelics legally from the 1950s to early
1970s are few and far between. In discussions with FDA concerning Dr. Grob’s proposed
study of the use of MDMA in the psychotherapeutic treatment of cancer patients, the need
for such training was requested through the use of a small pilot study “to allow [members
of] the treatment team to develop their technique in administering the drug and concomitant

therapy.”1245 Dr. McCormick was receptive to this proposal and responded “that a case
could be made for a pilot study with controls, to establish the effect size in order to

appropriately power the main study.”1246

One note of caution in employing different therapists for different conditions is that
Drs. Yensen and Dryer have identified as a potential confound jealous conflicts between
treatment staff delivering LSD therapy to inpatient alcoholics and the staff delivering the

comparison “routine hospital treatment.”1247 These conflicts, which took place only with
inpatients exposed to staff delivering both competing treatments,  can be avoided by having
the different treatments take place in different locations. 

Titration of Dose: Different Strategies for the Two Primary Studies
Two major studies of efficacy are usually required to determine the safety and

efficacy of a new drug.1248 These two studies do not need to be identical in design. One
important variation between the two major studies testing one form of psychedelic
psychotherapy should be the number of doses of psychedelic psychotherapy received by the
patients, using a fixed number in one study and a variable number with upper limit in
another study.  The rationale for the potential value of permitting a variable number of
sessions is that therapists could then match the treatment to the depth and speed at which the
patient is able to resolve issues of relevance to therapeutic outcome.  For example, one study
could involve the administration of two experimental sessions to all subjects while the

1245McCormick C. Letter to Dr. Grob. July 23, 1999: 3.

1246McCormick C. Letter to Dr. Grob. July 23, 1999: 3.

1247Yensen, Donna. (1995): 154.

1248After one form of psychedelic psychotherapy has been approved for one patient population, the use of

that same form of psychotherapy in a different patient population may require only one large-scale Phase 3

efficacy study. FDA Guidance document, Clinical Evidence for Effectiveness, 10. “ (2)  Demonstration of

Effectiveness by a Single Study of a New Use with Independent Substantiation from Related Study Data, (e)

Studies in a closely related disease, (f) Studies in less closely related diseases, but where the general purpose

of therapy is similar.”  However, the Guidance also states, “reliance on only a single study will generally be

limited to situations in which a trial has demonstrated a clinically meaningful effect on mortality,

irreversible morbidity, or prevention of a disease with potentially serious outcome and confirmation of the

result in a second trial would be practically or ethically impossible.” 13. 
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second study could involve the administration of 1-4 studies, to be determined by  mutual
agreement between patient and therapeutic staff.

In FDA’s review of the data submitted by Pfizer for the evaluation of Zoloft in the
treatment of PTSD,  Pfizer’s Dr. Farfel indicated that “subjects were dosed once daily
beginning with  25 mg/dy  in the first week  [dosing was not initially based on mg/kg] and

then continuing flexibly titrated between 50 and 200 mg/dy thereafter.”1249 Dr. Temple
commented about the titration design, indicating that he would have preferred fixed doses.
He said, “I would be curious as to why that design was chosen. If it was chosen to avoid
adverse effect, that would make some sense, but ordinarily I think you would learn more
from a randomization to fixed doses, even if you inched your way up to those doses... Now

you could analyze this to see if there was a dose/response hidden in there.”1250 Dr. Hammer,
a Pharmacologic Drugs Advisory Committee member, made the suggestion that one of the
major studies should have been fixed dose and the other flexible, so as to have gained some
information about dose/response relationships in one of the studies.

The fact that the Zoloft design allowed titration suggests that it should also be
possible to titrate the number of doses of psychedelic psychotherapy a patient receives in
one of the Phase III trials, while holding the number of doses fixed in the other trial.

Estimating Sample Sizes
One consequence of comparing psychedelic psychotherapy to an approved treatment

is that sample sizes needed for determining equivalence are larger than for comparison to
placebo. The addition of a fourth arm would therefore increase the expense of the study not
only by the addition of all the costs associated with the fourth group but also by increasing
sample sizes in all of the groups, especially if the study was powered for superiority rather
than equivalence. Nevertheless, the extra cost of adding the fourth arm of the study provides
the possibility of neutralizing some of the political opposition to the possible approval of the
medical use of a Schedule I drug.  Of course,  psychedelic psychotherapy would need to
demonstrate therapeutic benefits that were equivalent or superior to the more effective
medication already available, at least in some subpopulation of patients.

When the difference in efficacy between treatments is small,  as in the case where
one drug is only marginally more or less effective than the drug  or psychotherapeutic
treatment to which it is being compared, large sample sizes are needed to detect these small
differences. As Dr. A. Lawrence Gould, Merck, Sharp, and Dohme Research Laboratories
noted, “Establishing the effectiveness of a therapy for treating an illness ordinarily requires
demonstrating that the therapy provides a superior clinical result to some alternative course
of treatment such as nothing (or placebo to control for the act of treating) or an alternative

1249Transcript of the October 8, 1999 meeting of the FDA’s Pharmacologic Drugs Advisory Committee:

33.  http://www.fda.gov/ohrms/dockets/ac/cder99t.htm#Psychopharmacologic%20Drugs.  

1250Ibid., 127.
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agent known to be effective. The latter option could require impracticably large sample sizes

if the standard and test therapies have similar effects.”1251 
 A review of studies designed to determine if one form of psychotherapy was

superior to another indicated that, “Both individual outcome studies and large-scale
evaluations of the literature have generated relatively consistent conclusions that alternative

treatments produce few differences in treatment outcome.”1252 This is in part due to
inadequate sample size to detect small differences, since, “occasionally, 25 or more subjects

per group are included, typically the number averages 20 or fewer.”1253  The power of a test
depends on effect size (the size of the treatment effect as determined by outcome measures,
which also depends on the size of the placebo response), sample size,  and alpha (level of

significance, usually .05). 1254  Dr. Kazdin’s analysis of the effect size in 85  studies
comparing the outcomes of different psychotherapies indicated that the average study

involved  53.6 subjects in 3.14 groups,  or 17.1 subjects per group.1255 Fully 75% of the
studies included fewer than 20 subjects per group.  Dr. Kazdin reported that,  “If the
investigator wishes to compare treatment versus no treatment... A sample size of 27 per

group would be needed for the desired power with the median ES [effect size].” 1256

However, “for comparing two treatments [for superiority, not equivalence]...a sample size

of 71 per group would be needed to retain power at the desired level for the median ES.”1257

In the NIMH Treatment of Depression Collaborative Research Program, 250 subjects were
allocated to 4 groups, with an average of 62.5 subjects per group. This study was powered
to evaluate whether any of the four treatments were superior to each other.  Though “there

was a consistent ordering of treatments at termination,”1258 no superior treatment was
identified, suggesting the study may have been somewhat underpowered.

Pfizer’s Dr. Gail Farfel reported that for Zoloft, recently approved by FDA for
PTSD in a protocol design that compared Zoloft to inactive placebo, “the mean number of

subjects in each treatment group was approximately 95,”1259  although as documents

1251Gould A. Another View of Active-Controlled Trials.  Control Clin Trial12 (1991): 474.

1252Kazdin A. Comparative Outcome Studies of Psychotherapy: Methodological Issues and Strategies.  J

Consult Clin Psychol 54 (1986) 1:102.

1253Ibid., 101.

1254Ibid., 102. Dr. Kazdin  notes that, “Because effect size  depends on  within-group variability of the

observations, any facet of the experiment that can reduce this variability can augment power. Attention to

methodological issues such as therapist training, treatment integrity, and selection of a homogeneous set of

subjects are examples pertinent to outcome research that can increase precision of the test.”

1255Kazdin A, Bass D. Power to detect differences between alternative treatments in comparative

psychotherapy outcome research. J Consult Clin Psychol 57 (Feb 1989) 1:138-47.

1256Ibid., 144.

1257Ibid., 144.

1258Elkin et al. (1989): 971.
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obtained from FDA through a Freedom of Information Act request (FOIA) indicate,  only

about 70 subjects per group completed the trials. 1260 1261 In a review of the two clinical trials
for Zoloft that demonstrated efficacy,  Dr.  Charles Marmar,  Professor and Vice Chairman,
Department of Psychiatry, UC San Francisco, noted that “you can see that for the most part

the effects, while meaningful, have been modest,”1262 indicating that sample sizes may need
to be fairly large, especially in a comparison study between MDMA and Zoloft.

Dr. Russell Katz, Director of Division of Neuropharmacological Drug Products,
stated,  “There are conditions where we have considered studies positive or approved drugs
on the basis of fairly small  studies, but in which the treatment has been statistically
significantly different from the control. Of course, the smaller the study, the more likelihood
that there is some bias creeping in or that there is an imbalance is an important characteristic
that you don’t really know how to test for, you don’t even know what they are necessarily.

So we like to see larger studies but there is no specific requirement for numbers.”1263

If a comparative treatment is included as a fourth arm in the Phase III protocol
design, it is possible that high-dose and/or medium-dose psychedelic psychotherapy would
be demonstrated more effective than psychotherapy-only but less effective than conventional
treatment or equivalent but not superior. Such findings could complicate FDA’s review
process. Nevertheless, a comparative treatment arm should still be included because of the
uncertain likelihood of FDA regulatory approval of psychedelic psychotherapy based on a
clinical trial that did not test at least for equivalency if not superiority to a conventional
treatment. 

The Four-Arm Study Proposal
From the perspective of putting psychedelic medications to a thorough and rigorous

test that stands a chance of convincing a skeptical public about the value of psychedelic-
assisted psychotherapy, a four-arm study is ideal.  Such a study would include a high-dose
group, a medium- dose group, a sub-threshold psychotherapy control group, and  the most
effective currently available  medication or psychotherapeutic treatment for the indication
being treated. Powering the study to demonstrate superiority of the high-dose psychedelic

1259 Transcript of the October 8, 1999 meeting of the FDA’s Pharmacologic Drugs Advisory Committee:

32.

1260Brady  et al. (2000).

1261Not all of this data have been published in peer-reviewed journals.  This author obtained  a complete file

of the FDA approval package for Zoloft, through a Freedom of Information Act (FOIA)  request. The

information on completion rates is from an Oct 19, 1999 memorandum from Thomas Laughren, M.D.,

Team Leader, Psychiatric Drug Products, Division of Neuropharmacological Drug Products. Subject:

Recommendation for Approval Action. Approval Package NDA 19839, S026. (about 200 pages)

1262Ibid., 29.

1263Ibid., 147.
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psychotherapy group to the sub-threshold psychotherapy-only group, and equivalence
rather than superiority to the most effective currently available  medication, would require
smaller sample sizes than would powering the study to be able to reveal superiority instead
of just equivalence between the high-dose treatment and the conventional treatment.
However, due to the political advantages of being able to demonstrate superiority, a careful
review of the number of extra subjects required to power for superiority of the high-dose
psychedelic psychotherapy group over conventional treatment should be conducted. If the
sponsor of the research can afford the associated increase in costs, these expenditures
should be incurred.

The four-arm design described above, used in two independent “adequate and well
controlled investigations,” should be sufficient to address the scientific and political

concerns about the approval of a psychedelic medicine.1264 This program of research recalls
the NIMH four-arm Treatment of Depression Collaborative Research Program,  and would
be a rigorous research effort that might help motivate the NIMH to resume its involvement
with the field of psychedelic research. As Dr. Laska et al. highlight, “The NIMH
traditionally has contributed in major ways to the ongoing process of clinical evaluation of
new psychotropic drugs, dating back to the formation of the Psychopharmacology Research
Branch (PRB) in the 1960s,  the Early Clinical Drug Evaluation Unit (ECDEU) program of
the PRB, and including the recently organized Clinical Treatment Research Branch of the
NIMH. These  federal initiatives have done much to shape the research of the past 30 years

involving major drugs in psychiatry.”1265   

Standards of Proof and Protocol Design Criteria: An Unreasonable Burden?
Chapters 4 and 5 have been devoted to a review of regulatory, ethical and

methodological issues involved in the design and evaluation of scientific research into the
medical potentials of psychedelic psychotherapy.  As a result of this review, proposals have
been elaborated detailing specific criteria for the design of psychedelic psychotherapy
research protocols and rigorous standards of proof for the evaluation of data gathered from
any studies that are conducted. 

The underlying unevaluated assumption of these criteria and standards has been that
they are not in and of themselves so expensive to follow that their practical effect would be
to preclude the research and development they are attempting to guide. This issue needs to
be considered since at present, sponsors of research into the beneficial medical uses of
psychedelics and marijuana have been limited to very small non-profit organizations.
Federally-funded studies into the potential benefits of psychedelic drugs ceased over

twenty-five years ago1266 and are not likely to resume any time soon,1267 although some

1264It may also be possible for one quite large multi-center study to be analyzed as two separate studies.

1265Laska E  et al. (1994): 63.

1266Report on ADAMHA Involvement in LSD Research, as cited in Szara, Steven. Are Hallucinogens

Psychoheuristic?  in Hallucinogens: An Update, NIDA Monograph Series # 146 Washington, DC, NIH

289



states have recently allocated money for medical marijuana research.1268  Certainly the
pharmaceutical industry can afford the costs of drug development, but it remains unlikely
that the pharmaceutical industry will become involved in these areas of research.
Pharmaceutical company interest in marijuana is limited to the use of isolated cannabinoids
or marijuana extracts administered in non-smoking delivery systems which can be patented
and which sidestep political opposition to the use of the marijuana plant itself as a

medicine.1269 In regard to psychedelic psychotherapy, limiting factors are the controversy
attached to psychedelic drugs, their lack of patentability, their use in patient populations too

large for Orphan Drug designation,1270 1271 and the economic fact that psychedelic
psychotherapy will compete directly with conventional products for use in patients. As just

Publication # 94-3872, 1994: 39.

1267Personal communication, Shore D. Associate Director for Clinical Research, NIH/NIMH. March 3,

2000.  Dr. Shore  indicated that it seemed unlikely that NIMH would actually fund psychedelic

psychotherapy studies at this time or in the foreseeable future.  

1268California allocated $3 million over 3 years to medical marijuana research, with the first funds to be

distributed in July 2000 (S.B. 847, passed October 1999, Cal Health & Saf Code § 11362.9 (2000)

Marijuana Research Act). San Mateo County, CA  has allocated $350,000 for medical marijuana research,

but is still negotiating with NIDA and FDA over protocol design and approval issues. On March 30, 1996,

Washington State allocated $60,000 for medical marijuana research which went unspent by the Dept. of

Pharmacy and was returned to the general treasury in 1997.  (Downey R. The antidrug mafia makes sure

Washington state keeps off the grass. Seattle Weekly. June 15-21, 2000.

http://www.seattleweekly.com/features/0024/news-downey.shtml )

1269Dr. David Hadorn, North American Medical Director of GW Pharmaceutical company, licensed in

England to grow marijuana for medicinal purposes, reports that the company plans to develop marijuana-

based medicines that are not smoked. Altman L. Company Developing Marijuana For Medical Uses. NY

Times(Monday, April 10, 2000) A8.

1270As just one example, Dr. Bonnie Green, Professor of Psychiatry at Georgetown University Medical

School, President-Elect of the International Society for Traumatic Stress Studies (ISTSS), commented that

any one time, 5% of women and 2-3% of men have PTSD  At the time of a study ISTSS conducted, there

were 4 million women with PTSD. Transcript of the October 8, 1999 meeting of the FDA’s

Pharmacologic Drugs Advisory Committee: 103.    

1271Orphan Drug designation has been obtained for marijuana for AIDS Wasting, based on the 200,000

patient population per year threshold. For indications over 200,000 it is at least theoretically possible to

obtain Orphan Drug designation by making the case to FDA’s Orphan Products Development Office that

the funds required for drug development expenses cannot be recovered from sales within the first seven years

of marketing.  However, only 1 or 2 drugs have been designated as Orphans under this criteria  since 1984,

when the 200,000 patient population threshold was established. personal communication, Dr. Jack

McCormick, Deputy Director, FDA Office of Orphan Product Development, April 14, 2000.  Orphan Drug

Act of 1983.  97 P.L. 414; 96 Stat. 2049. Jan. 4, 1983.

290



one example, the use of Zoloft for PTSD has value primarily in the relief of symptoms,
with symptoms returning in many patients after medication is withdrawn, necessitating

prolonged daily administration.1272 MDMA-assisted psychotherapy is proposed as an
alternative approach to be administered several times to deal with underlying causes, with
the goal of making continued medication unnecessary.

What follows is an analysis of the estimated costs of drug development that might be
incurred for the development of one clinical use of  a psychedelic drug or marijuana. 

A Range of Estimates from High to Low
Dr. Lester Grinspoon, Harvard Medical School, has claimed that it would take over

$200 million to conduct the studies necessary to make smoked marijuana into a prescription

medicine.1273  Dr. Grinspoon considers this sum unattainable, and argues that marijuana
must be legalized for non-medical uses before patients will be able to take full advantage of
its medical uses. Dr. Grinspoon asserts that this estimate also applies to other Schedule I
drugs such as MDMA. 

Fortunately, the sums that Dr. Grinspoon claims will be necessary to bring any
Schedule I drug through the FDA drug development process are drastically overestimated.
Dr. Grinspoon acknowledges that his estimate is derived from calculations made by Dr.

Joseph DiMasi, Tufts Center for the Study of Drug Development.1274 1275 Dr. DiMasi has
reviewed financial information from the pharmaceutical industry in order to determine the
average cost of bringing a new chemical entity (NCE) to market.  In 1991, Dr. DiMasi

estimated that the average cost amounted to $231 million (in 1987 dollars).1276 Dr. DiMasi’s
most recent estimate for the average cost of bringing a drug to market, for 1998,  is $313

million.1277 Estimates from the pharmaceutical industry have run as high as $500 million,

1272The FDA has required Pfizer to submit data from a Phase IV study to examine the long-term use of

Zoloft in PTSD patients, beyond the 12 week period studied in the trials used as the basis for NDA

approval. The December 7, 1999 approval letter from Dr. Russell Katz, Director of the Division of

Neuropharmacological Drug Products to  Margaret Longshor, Director of Regulatory Affairs, Pfizer, states,

“ Since post-traumatic stress disorder is regarded as a chronic disease and continued treatment of patients is

expected beyond several months, we are interested in reviewing the results of a study which addresses the

issue of long-term efficacy. In this regard, we note your November 1, 1999 commitment to submit the

results of  a long-term relapse prevention trial for our review.”

1273Grinspoon L. Speech at NORML National Conference, Washington, DC, February 5, 2000.

1274DiMasi J, Hansen R, Grabowski H, Lasagna L. Cost of innovation in the pharmaceutical industry. J

Health Econ 10 (Jul 1991) 2:107-42.

1275DiMasi J, Hansen R, Grabowski H, Lasagna L. Research and development costs for new drugs by

therapeutic category. A study of the US pharmaceutical industry.  Pharmacoecon7 (Feb 1995) 2:152-69.

1276DiMasi et al. (1991):132.

1277Dr. DiMasi, talk at Harvard Institute for International Development, March 15, 2000.
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though Dr. Nelson Levy, ex-head of research and development at Abott Laboratories

remarked, “That it costs $500 million to develop a drug is a lot of bull.”1278 These sums are
well in excess of Dr. Grinspoon’s estimate, but  they don’t tell the entire story.

Dr. DiMasi’s estimates are not of out-of-pocket costs but include several
components that are not applicable to research and development costs for psychedelics or
marijuana. The first such expense included in Dr. DiMasi’s estimates is the opportunity cost
of the money the pharmaceutical company has invested over the entire course of the life of
the new drug, applying a 9% discount rate. Dr. DiMasi calls this category “income foregone

from investing in development for a period before returns are earned (time costs).”1279  For a
sense of the magnitude of these opportunity costs, when they are subtracted from the 1991

estimate of $231 million,  the cost estimate is reduced to $114 million.1280 The second such
expense is the estimated cost of all the unsuccessful drugs that the pharmaceutical companies
tried to develop but abandoned along the way, with the costs of these failures apportioned to
the number of drugs that were approved. For an example of the magnitude of these failed

efforts, the Office of Technology Assessment has estimated that in general, for every new
drug approved by the FDA, pharmaceutical companies synthesize and screen 5000 chemical
entities, bring 250 into animal testing, five into human testing, and obtain approval from

FDA for only one new medicine.1281

  Dr. DiMasi calculated in 1995  that from a sample of 93 NCE’s “the capitalized
(i.e. out-of-pocket plus time) clinical period costs per approved NCE were $US70, $US98,
$US103 and $US163 million (1993 dollars) for anti-infective, cardiovascular,

neuropharmacological and nonsteroidal anti-inflammatory drugs, respectively.”1282  When
the costs of unsuccessful drugs were subtracted out, the mean capitalized costs [leaving
opportunity cost of the money still in the calculations] “ranged from $US7.1 million (for

topical steroids) to $US66.7 million (for cardiovascular agents) [1993 dollars].”1283

Opportunity costs generally ran about 30-40% of mean capitalized costs, even after

unsuccessful drugs have been subtracted out.1284 While still high, these numbers are no
longer so stratospheric.

There is one final factor that reduces the cost estimates even further. Sponsors

1278Gerth J, Stolberg S. Drug Makers Reap Profits on Tax-Backed Research. New York Times.(April 23,

2000): A1.

1279DiMasi J. Lasagna L.  The Economics of Psychotropic Drug Development. in (eds.) Bloom F, Kupfer

D. Psychopharmacology: The Fourth Generation of Progress.New York: Raven Press, 1995:1890.

1280DiMasi et al. (1991): 132.

1281Pharmaceutical R & D: Costs, Risks and Rewards, Office of Technology Assessment, Washington,

DC, 1993.

1282DiMasi et al. (1995):152.

1283Ibid.,152.

1284DiMasi J, Lasagna L. (1995):1891 (Figure 8).
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seeking to develop a Schedule I drug like marijuana or MDMA into an FDA-approved
prescription medicine have a somewhat ironic opportunity for very substantial cost savings
because government health and anti-drug agencies around the world have collectively been
investing many millions of dollars annually for decades into research seeking to identify the
risks of Schedule I drugs. As Dr. Lasagna has observed, “NIH-supported research

represents a subsidy to pharmaceutical development.”1285  MDMA and marijuana are among
the most thoroughly studied compounds in the world. The data about their risks is in the
public domain as a result of the studies being primarily funded with public money and
published in peer-reviewed scientific journals. There are already over 750 papers in the

scientific literature reporting on some aspect of MDMA.1286 These data can be appropriated
by anyone for submission to FDA as part of a package of evidence demonstrating safety and
efficacy for a particular clinical indication. 

Due to the vast amount of scientific information about the risks of psychedelics and
marijuana, the primary research that remains to be gathered for an evaluation of the medical
use of these drugs is about the efficacy and safety of the drug in the specific patient
population to be treated. The physiological risk profile of the use of the classic psychedelics
such as LSD, psilocybin, mescaline, and DMT is already definitively established as being
well within acceptable limits. Though controversial, the risk profile of MDMA when used
several times as an adjunct to psychotherapy is likely to be acceptable if balanced against

demonstrated benefits.1287 The risk profile of smoked marijuana is the most controversial,

1285Gerth, Stolberg (April 23, 2000).

1286personal communication, Matthew Baggott, April 8, 2000. Mr. Baggott, UC San Francisco MDMA

research team, has been hired by MAPS to catalogue and summarize all published papers on MDMA for

submission to FDA and other regulatory agencies.

1287 The major risk factor associated with MDMA has to do with the reduction of serotonin caused by large

doses of MDMA.  The most sophisticated investigation of MDMA-neurotoxicity, conducted by Dr.Franz

Vollenweider at the University of Zurich, found no evidence for serotonin reductions in several MDMA-

naive subjects who were given a PET scan before and after receiving a moderate amount of MDMA (1.5

mg/kg) in the therapeutic dose range. (Dr.  Vollenweider’s presentation at Conference on Clinical Research

with MDMA and MDE. Dead Sea, Israel. August 31, 1999)  Evidence for any functional consequences in

animals or humans resulting from even massive consumption of MDMA is weak. Concern centers around

several studies that  show statistically significant but clinically insignificant reductions in a few memory

functions in heavy poly-drug users who have consumed large amounts of MDMA.  In the most

comprehensive study of MDMA and memory, funded by NIDA, monthly consumption of amounts of

MDMA up to 440 mgs/month for several years, a monthly amount well  above the therapeutic dose range,

was shown to have absolutely no effect on any memory function tested.  (Bolla K, McCann U, Ricaurte G.

Memory impairment in abstinent MDMA ("Ecstasy") users.  Neurology 51 (Dec 1998) 6:1532-7.)

Recent studies have shown that neurotoxicity is exacerbated by high body temperatures and can be

eliminated by a slight cooling of body temperature.  Seiden and Malberg had found that serotonin cells
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but a reasonable scientific argument can be made that the risk/benefit ratio of smoked

marijuana is acceptable,1288 especially in cases where marijuana is used on a short-term basis

could be protected against neurotoxicity when the researchers lowered the body temperatures of the lab rats.

(Malberg J, Sabol K, Seiden L. Co-administration of MDMA with drugs that protect against MDMA

neurotoxicity produces different effects on body temperature in the rat.  Pharmacol Exp Ther 278 (Jul

1996) 1:258-67.)  The effect of temperature makes data about neurotoxicity that is gathered from people

who take MDMA at raves and exercise vigorously for extended periods of time in high ambient temperature

environments of limited predictive value for estimating the risk of subjects exposed to MDMA in clinical

settings. (Malberg J, Seiden L. Small changes in ambient temperature cause large changes in 3,4-

methylenedioxymethamphetamine (MDMA)-induced serotonin neurotoxicity and core body temperature in

the rat. J Neurosci  18 (Jul 1, 1998) 13:5086-94.)  MDMA’s enhanced risk profile is a direct result of its

use in recreational settings, with use in clinical research settings relatively non-problematic. (Vollenweider

FX, Gamma A, Liechti M, Huber T.  Is a single dose of MDMA harmless? Neuropsychopharm  21 (Oct

1999) 4:598-600). 

1288At present, the risk/benefit ratio for smoked marijuana over the oral THC capsule favors marijuana, due

to its superior efficacy as a result of its route of administration and the synergistic effect of the range of

cannabinoids present in smoked marijuana but not in the oral THC capsule.  This risk/benefit calculation

will change in the next several years when  marijuana extracts delivered in non-smoking delivery systems

become available. The major trade-off between the use of smoked marijuana as medicine and the use of

marijuana extracts delivered in non-smoking delivery systems will probably be between the increased health

risks to the lungs from smoking marijuana  and the increased costs involved with the use of extracts

delivered in patented non-smoking delivery systems. Efficacy will probably be similar, once marijuana

extracts can be delivered sublingually or through the lungs as opposed to the decreased efficacy when

swallowed.  However, FDA does not take economic factors into account when it reviews drugs for possible

prescription use. (personal communication, Dr. Murray Lumpkin, Deputy Center (CDER) Director for

Review Management, February 18, 2000)  One approach to minimizing the health risks of marijuana to the

lungs is the use of more potent marijuana. (Matthias P, Tashkin D, Marques-Magallanes J, Wilkins J,

Simmons M. Effects of varying marijuana potency on deposition of tar and delta9-THC in the lung during

smoking. Pharmacol Biochem Behav 58 (Dec 1997) 4:1145-50.) Another is the use of a simple vaporizer

that heats marijuana to a temperature below the burning point of the plant but at which the cannabinoids

vaporize out of the marijuana. (Gieringer D. Marijuana Water Pipe and Vaporizer Study. Bull MAPS  6

(Summer 1996) 3:59-63. http://www.maps.org/news-letters/v06n3/06359mj1.html/) The tobacco industry

claims a vaporized delivery system for tobacco can eliminate 80% of some carcinogens.  (Nowell R.  RJR

To Test Reduced-Smoke Cigarette. AP Wire, 4/20/2000.) Marijuana-only smokers, even frequent smokers,

have not been shown in epidemiological studies to have a higher risk for lung cancer or an increased

mortality rate than non-marijuana smokers. (Sidney S, Beck J, Tekawa I, Quesenberry C, Friedman G.

Marijuana use and Mortality. Am J Pub Health 87 (1997) 4:585-590).  Marijuana smokers, even frequent

smokers, do not have an increased risk of  chronic obstructive pulmonary disease (COPD).  (Tashkin D,

Simmons M, Sherrill D, Coulson A. Heavy habitual marijuana smoking does not cause an accelerated

decline in FEV1 with age [FEV1 is forced expiratory volume in one second, and is a standard measure of
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such as for the control of nausea associated with cancer chemotherapy.1289

From 1977-1984, the  mean number of subjects enrolled in the clinical trials for
drugs approved by FDA was 1450. From 1985-1993, the mean number of subjects had

climbed to 3400.1290 In a study of 12 drugs approved by FDA from 1994-1995, the lowest

number of subjects in the clinical trials was 1,000, the highest 13,000.1291 To put these
numbers in context, scientific studies already in the peer-reviewed literature report on
clinical investigations of 728 MDMA users, 539 of whom consumed MDMA non-medically
and were compared to 484 controls who had not used MDMA, and 189 of whom were

administered MDMA in research settings.1292 Accurately determining the number of
marijuana users who have been studied in clinical investigations would be time-consuming
but it is probably safe to say the number exceeds 3000.    

 The discussion of sample sizes earlier in this chapter indicated that for protocols

age-related change in lung function].  Am J Respir Crit Care Med 155 (Jan 1997) 1:141-8.)  Marijuana

may increase the risk of head and neck cancers, a very rare form of cancer, with the risk greater in marijuana

smokers who also smoke tobacco and drink alcohol. (Zhang Z, Morgenstern H, Spitz M, Tashkin D, Yu G,

Marshall J, Hsu T, Schantz S. Marijuana use and increased risk of squamous cell carcinoma of the head and

neck. Cancer Epidemiol Biomarkers Prev 8 (Dec 1999) 12:1071-8.)  However, in a recently completed

study not yet published but reported in a National NORML press release, Dr. Daniel Ford, Johns Hopkins

Medical School, found no association between marijuana and head, neck or lung cancers (NORML Press

Release  May 25, 2000 http://www.norml.org/news/archives/00-5-25.shtml). Dr. Ford  was trying to

determine if cancer patients were more likely to smoke marijuana or tobacco, or to drink alcohol as opposed

to healthy, 'control' patients. Dr. Ford said he thought "[T]he association (between marijuana smoking and

cancer) would fall away when we corrected for tobacco use. That was not the case. The association was

never there." Dr. Ford also found that "daily marijuana use for a month or more was not  associated with

increased risk, even among those who never used tobacco." As Dr. Abrams reports, he is  “eager to study

the extract. But he cautions that, as a pharmaceutical product, its cost may discourage many potential users.

"There are always going to be people who are going to perhaps grow their own and use their own

medicine," he says. For that reason, "it's still worthwhile looking at the medical effects of smoked

marijuana."  (Guterman L. The Dope on Medical Marijuana. Chron High Ed(June 2, 2000): A21.)

The health risks from smoking marijuana are not zero. Nevertheless, patients who need to

administer marijuana on a daily basis may face little or no clinically significant increased health risk if they

use higher potency supplies in association with water pipes or vaporizers  It is theoretically possible that

patients may save money through the use of less expensive smoked marijuana instead of commercially

marketed, patented non-smoking delivery systems for cannabinoid extracts. Money they save may be used

on expenditures that improve their health and offset the risks they are assuming. 

1289Hollister L. Commentary: An Approach to the Medical Marijuana Controversy. Drug Alcoh Depend58

(2000): 3-7.

1290Dr. DiMasi, talk at Harvard Institute for International Development, March 15, 2000.

1291Peck C. Drug Development-Improving the Process. Food Drug Law J 52 (1997) 2:163-167.

1292personal communication, Matthew Baggott, April 8, 2000.
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designed to assess superiority of one active drug against another, sample sizes in the range
of 70 per group may be required. For the purpose of these rough financial calculations, 80
subjects per group will be assumed in a study powered to determine if MDMA-assisted

psychotherapy is superior to Zoloft in the treatment of PTSD.1293  The protocol design for
Phase III  “adequate and well controlled investigations” for  safety and efficacy that is
recommended in this chapter is a four-arm study, with an unequal allocation to the
psychotherapy-only control group. This would result in three groups with 80 subjects and
one group with 40, for a total of 280 subjects, in one of the two required “adequate and well
controlled investigations.” Total subjects required in both Phase III efficacy trials for
MDMA, and probably for tests of other examples of psychedelic psychotherapy, would thus
amount to 560 subjects.

The mean US cost per patient in FDA-approved research was $5,342 for 1993,

$5,434 for 1994, and $4,904 for 1995. 1294 In 1996, the mean cost was $6454, in 1997 it

was $7,123 per subject.1295  Phase III studies have been reported to cost as high as $10,000

to $20,000 per subject.1296  These costs include the direct expenses of the study but also
amortize the large overhead of the major pharmaceutical companies. As a result, these per-
subject costs are likely to be substantially higher than the costs that would be incurred by a
more budget-minded non-profit drug development entity. Assuming the cost per subject  can

be brought down to about $5,000,1297 the costs of the major studies required by FDA would

1293Until the effect size and variance of response to MDMA-assisted psychotherapy is determined, sample

sizes cannot be estimated with accuracy. The more pronounced the treatment effect and the smaller the

variation in outcomes, the smaller the sample size needs to be to generate significant results. In order to

reduce variance so as to reduce sample size, a homogenous patient population with a relatively uniform

response should be selected. In the Zoloft studies, there was a substantial difference in response between

men and women.  According to Dr.Katz, Director of the Division of Neuropharmacological Drug Products,

“The effect of the treatment appears to come from essentially completely from women.” (Memorandum,

December 6, 1999 from Director of Division of Neuropharmacological Drug Products to File, NDA 19-

839/S-026.  Obtained from FDA through FOIA request, along with entire approval package for Zoloft.

FOIA Request filed January 20, 2000. Package arrived 4/15/2000.)

The Phase III MDMA studies should be able to avoid this problem through the review of data gathered in

the Phase II trials that will evaluate the effectiveness of MDMA in men and in women. The Phase III trials

can then be designed either with all men, all women, or a combination. With an advantage in uniformity

over the Zoloft designs, it will perhaps be possible to obtain adequate power with  80 subjects in each of

the three treatment groups and 40 in the psychotherapy-alone sub-threshold dose condition. 

1294Parexel’s Pharmaceutical R& D Statistical Sourcebook 1998. Waltham, MA: Parexel, 1998: 47.

1295Dr. DiMasi, talk at Harvard Institute for International Development, March 15, 2000.

1296Gerth, Stolberg (April 23, 2000).

1297 The Phase II MDMA/PTSD dose/response study in Spain will cost $2,000 per subject. The Spain

study involves just one treatment session per subject. It is being administered by a Ph.D. candidate who is
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amount to $2.8 million.  This estimate suggests that a total cost of $5 million might be
sufficient, accounting for low estimates and costs for additional animal and human toxicity
studies that may be required.

Marinol, the oral THC capsule, was approved by FDA for use as an antiemetic for

nausea associated with cancer chemotherapy based on data from 454 patients.1298 Marinol
was approved for the treatment of HIV-associated wasting under the Orphan Drug program

based on data from just 130 patients. 1299  The company reports that the cost of developing
Marinol for AIDS wasting was $5 million, but it is difficult to see where all the money was

spent.1300 In England, the pharmaceutical company that is seeking to develop marijuana
extracts with non-smokable delivery systems has estimated that the cost to bring the first

extract to market in the US is $16 million.1301 A large proportion of that sum needs to be
devoted to the development of the non-smoking delivery system, an expenditure not
required of sponsors seeking to study the use of the marijuana plant itself.  The Institute of
Medicine report on the medical uses of marijuana commented, "the often-cited cost of new
drug development, about $200-$300 million, might not apply, but there are probably

additional costs needed to satisfy the FDA's requirements for a botanical product."1302 For
example, the chemistry, manufacturing and controls portion of an NDA can be particularly
difficult for botantical products but is also rigorous for synthetic drugs. Substantial support
for the medical use of smoked marijuana has already come from  a handful of funders who
have donated approximately $7 million  in support of several state medical marijuana
initiatives, in money that is not even tax-deductible since it was donated for election

campaigns.1303 If there were a clear decision by senior federal officials to let the data from
medical marijuana research be evaluated on its merits,  it should be possible for sponsors
interested in studying medical marijuana to raise sufficient funds to conduct the necessary
clinical trials. As this analysis
indicates, the amount of money that may be necessary to conduct research into the medical
uses of Schedule I drugs, such as marijuana and MDMA, is substantial but is within the
range that the non-profit sector could raise. The proposals made in this chapter for specific

working for little more than living expenses since the study is his dissertation. Under these circumstances, a

cost of $2,000 per subject can be obtained.  This is the lower limit for the cost per patient of any MDMA

protocol.

1298Arky R. (Medical Consultant). Physicians Desk Reference,52nd Edition. Montvale, NJ: Medical

Economics Company. 1998: 2545.

1299Ibid.

1300Joy et al. (1999): 203. 

1301Altman (April 10, 2000).

1302Joy et al. (1999):217.

1303personal communication, Dr. Ethan Nadelmann., April 25, 2000.  personal communication, Dave

Fratello, April 27, 2000.  
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criteria for the design of psychedelic psychotherapy research protocols do not impose an
unreasonable burden on sponsors interested in evaluating these medical uses.

From Research Design to Regulatory Design
Over the next decade and beyond, numerous psychedelic psychotherapy studies will

be conducted. These studies may eventually generate data supporting claims of safety and
efficacy. If such claims can be supported by data, how should psychedelic psychotherapy
be regulated so that it will indeed on balance make a beneficial contribution to public health?

Chapter 6 will conclude the dissertation with a discussion, well in advance of any
practical necessity, of a system of regulatory controls designed to minimize the abuse,
misuse, diversion and impact on non-medical use of psychedelics drugs,  if any eventually
do become approved as prescription medicines.
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CHAPTER 6
               REGULATION OF THE PRESCRIPTION USE OF PSYCHEDELICS

As Chapters 1-3 have demonstrated, qualified researchers can obtain regulatory
permission both in the United States and abroad to conduct clinical trials investigating the
potential medical uses of psychedelics as adjuncts to psychotherapy.  As Chapters 4-5 have
argued, it is possible to design clinical trials that would be considered “adequate and well
controlled” for the evaluation of the medical uses of psychedelics, with the cost of these
trials within the range of what can be raised by the non-profit sector. Therefore, large-scale
Phase III efficacy trials of psychedelic psychotherapy may eventually be conducted
exploring one or more specific clinical indications. If these trials are conducted and do
provide sufficient evidence of safety and efficacy, FDA will be faced with the difficult
challenge of designing a system to regulate the medical use of psychedelic drugs. For the
purposes of this chapter, it will be assumed that one or more psychedelic drugs have been
approved by FDA for one or more clinical indications. This chapter will review the
regulatory options available to FDA under this scenario and will seek to develop a regulatory
framework for the control of psychedelic psychotherapy well in advance of any actual need
to do so. This attempt to design an effective regulatory system for psychedelic
psychotherapy is being made with the intention of demonstrating that the risks of approving
the medical use of a psychedelic drug can be contained so that net benefits to public health
can be realized. 

Four major areas of concern should be considered in the design of a system for
regulating the medical use of a psychedelic drug: misuse (unintentional and/or uninformed),
abuse, diversion, and the potential negative effects of information about approved medical
use on non-medical use patterns. Misuse occurs when medical professionals unintentionally
or negligently deliver psychedelic psychotherapy in a substandard and unskillful manner.
Abuse refers to situations in which the medical professionals entrusted with administering
psychedelic psychotherapy intentionally do so in an inappropriate manner, for instance to

facilitate the sexual abuse of patients.1304 1305 Diversion refers to the illegal transfer of
psychedelics intended for medical use to non-medical purposes, either by theft or through
the actions of manufacturers, distributors, pharmacists, physicians, medical staff or
patients. The effect of information about the prescription use of a psychedelic on non-
medical use patterns depends on the extent to which the information is disseminated through
advertising and media reports and the impact of that information on non-medical use
patterns. 

1304Sadly, this risk is not theoretical. One of the most prominent psychiatrists who worked with MDMA

before it was made illegal subsequently lost his medical license as a result of the sexual abuse of several

patients while they were under the influence of MDMA or ketamine.

1305Dehlendorf C, Wolfe S. Physicians disciplined for sex-related offenses. JAMA 279 (Jun 17, 1998)

23:1883-8.
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The primary mechanisms for control of misuse and abuse by professionals include
“professional self-regulation, regulation by the marketplace, governmental regulation
(through legislation and the promulgation of [local,] state [and federal] administrative

regulations, and tort litigation for professional negligence (“malpractice”).1306 Diversion is

controlled by the Drug Enforcement Administration’s Office of Diversion Control,1307 and
by state authorities such as state medical licensing boards and state law enforcement and

investigative personnel.1308 Advertising about approved drugs is controlled by FDA.1309

Media reports are not controlled.
 The trade-offs to be kept in mind in designing regulatory mechanisms are between
the cost of implementing and monitoring the regulatory systems that are intended to reduce
harm, the value of the harm reduction,  and the extent to which the regulations inhibit the
appropriate medical uses they are supposed to permit, thus reducing benefits.  How these
trade-offs play out in practice will be reviewed briefly by way of analogy.  Specifically, the

regulation of the psychiatric practice of electroconvulsive therapy (ECT),1310 1311 the use of

methadone and LAAM in the treatment of narcotic addiction,1312 1313 and the use of
thalidomide in the treatment of erythema nodosum leprosum (ENL), a complication of

leprosy, 1314 1315 will be explored for regulatory experiences that might be applicable to

1306Benedict A, Saks M. The Regulation of Professional Behavior: Electroconvulsive Therapy in

Massachusetts. J Psychiat  Law (Summer 1987): 248.

130721 CFR 1300-1316 concern DEA regulations for the manufacture and use of controlled substances for

medical and scientific purposes.  

1308Cooper J, Czechowicz D, Molinari S. (eds.)  Impact of Prescription Drug Diversion Control Systems

on Medical Practice and Patient Care. NIDA Research Monograph Series #131.  Washington, DC, NIH

Publication # 93-3507, 1992. 

130921 CFR 202 Prescription Drug Advertising.  For FDA’s most recent statement on direct-to-consumer

advertising, see Guidance For Industry  Consumer-Directed Broadcast Advertisements, August 1999.

http://www.fda.gov/cder/guidance/1804fnl.pdf   and   http://www.fda.gov/cder/guidance/1804q&a.htm

1310NIH Consensus Statement. Electroconvulsive Therapy. NIH Consensus Statement Online 1985 Jun

10-12 [cited 2000, May 1]; 5(11):1-23.

1311American Psychiatric Association Task Force on ECT. The Practice of Electroconvulsive Therapy:

Recommendations for Treatment, Training and Privileging. Washington, DC. American Psychiatric Press,

1990.

1312NIH Consensus Statement. Effective Medical Treatment of Opiate Addiction. 15 (November 17-19,

1998) 6:1-38. National Institutes of Health. http://odp.od.nih.gov/consensus/cons/mental.htm

131364 FR 39810  (July 22, 1999).  Narcotic drugs in maintenance and detoxification treatment of narcotic

dependence; repeal of current regulations and proposal to adopt new regulations.

1314Annas G, Elias S. Thalidomide and the Titanic: reconstructing the technological tragedies of the

twentieth century. Am J Pub Health 89 (January 1999) 1:98-101.
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psychedelic psychotherapy.  The regulation of ECT is reviewed because it, along with
psychedelic psychotherapy, is among the most controversial psychiatric practices of the last
sixty years. The regulation of methadone in the treatment of addiction is reviewed because it
is among the most highly regulated of all medical procedures, and because the treatment of
drug abuse has been proposed as one application of psychedelic psychotherapy. The
regulation of thalidomide is reviewed because the FDA has invoked unprecedented authority

to impose a comprehensive set of controls on its medical use.1316 
This chapter will concentrate on proposals for regulations that can be imposed and

implemented by FDA. A thorough review of the regulatory authority granted by Congress to
FDA and DEA will demonstrate that once a psychedelic drug is approved for one clinical
indication, both FDA and DEA lack the authority to restrict its use for additional clinical

indications.1317 1318 1319 This is true even if that psychedelic drug is placed in Schedule II, the
most restrictive Schedule for prescription drugs. Since neither FDA nor DEA can limit the
range of medical uses for a psychedelic drug once it is approved for medical use for one
indication, the focus of FDA efforts to reduce misuse, abuse and diversion needs to be on
controls over the practitioners who will be permitted to prescribe the psychedelic drug and
on the settings in which this medical use will be permitted to take place. A proposal will be
elaborated for a system of specially-licensed psychiatrists and psychotherapists working
within clinical settings that must meet certain minimum standards. This chapter also
proposes the distribution of psychedelics directly to physicians through the mail from one
centralized production and distribution facility, as well as the establishment of a national

registry of patients that will record information about all treatment sessions.1320 These

1315For a complete overview, see FDA website at http://www.fda.gov/cder/news/thalinfo/default.htm

  Thalidomide Information: FDA Announces Approval of Drug for Hansen's Disease (Leprosy) Side Effect;

Imposes Unprecedented Authority to Restrict Distribution.

131621 CFR 314.520  Approval with Restrictions to Assure Safe Use.

131737 FR 16503 (August 15, 1972) Legal Status of Approved Labeling for Prescription Drugs; Prescribing

for Uses Unapproved by the Food and Drug Administration; Notice of Proposed Rule Making. “Once the

new drugs is in a local pharmacy after interstate shipment, the physician may, as part of the practice of

medicine, lawfully prescribe a different dosage for his patient, of may otherwise vary the conditions of use

from those approved in the package insert, without informing or obtaining the approval of the Food and

Drug Administration.”      

1318Christopher W. Off-Label Prescription: Filling the Regulatory Vacuum. Food Drug Law J48 (1993)

2:247-262. 

1319Henry V. Off-label Prescribing. J Leg Med20 (1999): 365-383.

1320A national registry of patients raises serious concerns about privacy. As will be discussed within this

chapter, such a registry has already been required in patients receiving  thalidomide and GHB.  Exactly how

the privacy rights of these patients are being balanced against regulatory needs to protect against misuse,

abuse and diversion is still being determined. The best practices and compromises reached in these situations

will guide the design of the patient registry for psychedelic psychotherapy.  In the case of GHB, the
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procedures have multiple benefits and will help minimize misuse, abuse and diversion.
The issue of limiting the effect of information/advertising about the medical use of

psychedelic psychotherapy on the non-medical use of psychedelics will be reviewed in light
of the difficulties in estimating what those effects might actually be. The issue will also be
discussed in the context of FDA policies toward pharmaceutical advertising of approved

drugs,1321 and the First Amendment freedom-of-speech issues that FDA has been wrestling
with in its efforts to limit the dissemination of information on unapproved uses (those uses
which do not appear on the FDA-approved labelling of the drug and are known as “off-

label” uses) of approved drugs.1322 1323 A limited “voluntary” restriction on advertising to the
general public will be proposed in the initial phase of the prescription availability of
psychedelic psychotherapy.

The recommendations will be elaborated in some detail and then summarized in the
concluding section.

FDA Authority to Impose Special Restrictions
 The proposals that will be made for controlling the prescription use of a psychedelic

drug as an adjunct to psychotherapy go well beyond the norm for drugs approved by FDA.
This raises the question of whether FDA actually has the authority to impose the standards
that will be recommended in this chapter.  The current statutory authority, or lack thereof,
will be discussed for the following policy options: potential restrictions on off-label uses,
restricting the use of drugs to physicians with special training or registration (specialist-only
approvals), limiting use to certain locations such as hospitals and other in-patient facilities or
out-patient clinics, limiting the methods of distribution,  and creating a national registry of
patients with information about all treatment sessions. Each of these policy options
contributes in varying degrees to the control and minimization of misuse, abuse and
diversion. FDA authority to control advertising as a method of limiting the impact of the
medical use of psychedelic psychotherapy on non-medical use patterns will also be
reviewed.

FDA Authority to Limit Off-Label Prescription  
Limitations on the authority of the FDA to regulate the practice of medicine appear in

the Federal Food, Drug, and Cosmetic Act of 1938.1324  The FDA’s jurisdiction to restrict

pharmaceutical distribution company will keep the list, which will not be made available to the sponsor.

132121 CFR 202 Prescription Drug Advertising. 

1322Washington Legal Foundation v. Henney. Civil Action 94-1306 (RCL)  United District Court for the

District of Columbia. 56 F. Supp. 2d 81; 1999 U.S. Dist.  July 28, 1999, Decided. 

1323Murphy A.  It’s Time  to Make a Good Agency Better: The Food and Drug Administration Act of 1997

and the First Amendment. Food Drug Law J 53 (1998) 4:603-625.

1324Hutt P. Regulation of the Practice of Medicine under the Pure Food and Drug Laws. Speech presented at
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the purposes for which a physician may prescribe any approved drug was further limited as

a result of U.S. v. Phelps Dodge Mercantile Co. in 1946.1325 
Phelps Dodge established that the  FDA’s authority to seize adulterated food was

limited to instances where the food was adulterated when introduced into interstate
commerce and did not extend to food that becomes adulterated afterwards. Phelps Dodge
was interpreted to mean that FDA could not limit the use of a prescription drug after it was

introduced into interstate commerce as long as the drug was neither adulterated1326 nor

misbranded1327 when it was introduced into interstate commerce. This standard required that
neither the shipper (most likely the manufacturer or agent of the manufacturer) nor the
recipient (most likely a wholesale distributor or a pharmacy) intended that the drug be used
for an indication that had not been approved by the FDA.  Since it is the physician who
determines the indication for which a prescription drug will be used, the criteria established
by Phelps Dodge for manufacturers and pharmacists had no impact on physicians.

Two years after U.S. v. Phelps Dodge Mercantile Co.,  Congress passed the Miller

Amendment 1328 which extended the jurisdiction of the FDA to include drugs that become
adulterated or misbranded after introduction into interstate commerce. Congress did not,
however, specifically extend the jurisdiction of FDA to regulate the use of unapproved new
drugs ( i.e., without an approved NDA) after they have entered into interstate commerce.
The Miller Amendment’s silence regarding unapproved new drugs further supported the
view that Congress did not intend for FDA to have such authority. In the Kefauver-Harris
Amendments of 1962,  Congress continued the policy of avoiding restrictions on the
practice of medicine.  Subsequent efforts by the FDA and its allies in Congress to expand

FDA authority to control the off-label use of prescription drugs were unsuccessful.1329

the 72nd Annual Conference of the Association of Food and Drug Officials of the United States, June 19,

1968.  “The legislative history of the comprehensive Federal Food, Drug, and Cosmetic Act of 1938 is

replete with statements that the statute was not intended to regulate the practice of medicine.”  

1325Kessler D. Regulating The Prescribing of Human Drugs for Non-approved Uses under the Food, Drug

and Cosmetic Act, 15 Harv. J. Legis. 693 (1978).  Dr. Kessler indicated that, “Phelps Dodge shocked the

FDA. The original 1906 Food and Drug Act had been interpreted to permit seizure for adulteration that

occurred after interstate shipment.” 

132621 USC §351.

132721 USC §352.

1328Miller Amendment of 1949, 80 P.L. 749; 80 Cong. Ch. 613; 62 Stat. 582.  June 24, 1948.  Chap.

613, § 2.

1329The FDA has long wanted to obtain the authority to regulate some aspects of off-label  uses but has

been unable to do so. In a Notice of Proposed Rule Making, 37 Fed Reg 16,503 (August 15, 1972), the

FDA proposed that it be able to take action when an unapproved use endangered patients or created a health

hazard.  The FDA wanted to be able to revise the package insert to contain a specific contraindication for an

off-label use (as opposed to the current situation where the insert contains information related only to the
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 FDA’s limited authority in controlling off-label uses was acknowledged in an article
written by Dr. David Kessler  and published in 1978, well before he was appointed FDA

Commissioner in 1990.1330 In the article, which focused on FDA authority to regulate the
prescription of drugs for unapproved uses, Dr. Kessler proposed that FDA be given the
power to disapprove certain uses of prescription drugs. Rather than prohibiting all off-label
uses, Dr. Kessler argued that the power to disapprove certain uses would be a more limited
use of FDA authority and would have the least impact on the practice of medicine. 

Dr. Kessler noted that this proposal had some disadvantages related to the difficulty
in choosing the appropriate standard of evidence needed to justify a decision to disapprove a
particular use,  and in the need to avoid undue interference with medical practice.
Nevertheless, the major disadvantage noted by Dr. Kessler to this proposal was that it

would require new legislation.1331

 In 1981, the Fifth Circuit Court of Appeals rejected FDA’s effort to prevent

physicians from prescribing a drug off-label.1332 In 1983, the D.C. Circuit Court stated,
“Congress would have created havoc in the practice of medicine had it required physicians
to follow the expensive and time consuming procedures of obtaining FDA approval before

putting drugs to new uses.”1333  That Dr. Kessler,  an FDA Commissioner particularly adept
at bureaucratic turf-building, was unable during his six years as Commissioner to extend
formally the reach of the FDA regarding control over off-label uses of prescription drugs
illustrates the strong resistance in the medical profession and in Congress to giving the FDA
any such authority.
  In the1997 Food and Drug Administration Modernization Act, Congress explicitly
reaffirmed its rejection of any FDA claim to regulate off-label uses of devices, stating,
“[n]othing in this Act shall be construed to limit or interfere with the authority of the health
care practitioner to prescribe or administer any legally marketed device to a patient for any

condition or disease within a legitimate healthcare practitioner-patient relationship.”1334  FDA
regulations currently state that no prior permission is required of FDA “for the use in the

practice of medicine for the unlabeled indication of a new drug product.”1335  As James Beck

approved indication, 21 USC 352 (f) ), order a manufacturer to obtain and submit data concerning the

unapproved use, and limit the distribution of the drug to physicians with special qualifications or to special

channels such as hospital pharmacies, etc.  Criticism from the American Medical Association  and

numerous physicians forced the FDA to back away from adopting a final version of its proposed rule,

though it announced that it would do so in 40 Fed Reg 15,393 (April 7, 1975).  

1330Kessler (1978).

1331Ibid.,759.  “Although total withdrawal is currently permitted, no provision in the FDCA specifically

grants the necessary authority for disapproval.”   

1332United States v. Evers, 643 F.2d 1043 (5th Cir. 1981).

1333Chaney v. Heckler, 718 F.2d 1174,  (D.C. Cir. 1983). 

1334Food and Drug Administration Modernization Act of 1997. 105 P.L. 115; § 214.
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and Elizabeth Azari state, “FDA never has had the authority to regulate the practice of
medicine; physicians may use legally marketed drugs or devices in any way that they
believe, in their professional judgment, will best serve their patients. Courts have repeatedly

recognized the propriety of off-label use.”1336 

Extent of  Off-Label Prescribing 
Much off-label prescribing is simply the use of a different dosage or dosage

schedule for the same clinical condition for which the drug has been approved and labelled.
Howeever, a substantial amount of off-label use is indeed for entirely different indications.
Though no precise statistics exist, it is estimated that roughly 40% - 60% of all prescriptions

in the United States are for unapproved uses.1337 A 1993 survey of 251 physicians revealed
that 88% used drugs for unapproved purposes and  25% prescribed on a daily basis at least

one drug for an off-label indication.1338  
There are several important public health benefits that accrue from the use of drugs

for off-label indications. Most importantly, it cannot be assumed that every unapproved use
is inappropriate and without medical benefit just because it has not been formally sanctioned
by the FDA. One reason is that the standard of evidence for FDA approval of a drug,

“substantial evidence” involving “adequate and well-controlled investigations,”1339  is much
higher than that required by a physician to justify a decision to prescribe a drug to a patient.
Many millions of dollars must be spent on clinical trials and many years of testing and FDA
review are required before a drug can become approved for a specific indication. On the
other hand, anecdotal reports from just a few patients or medical hypotheses can point to
important and even life-saving new treatments. The value of penicillin, for example, was
discovered through just a few initial anecdotal reports. Nor were controlled experiments
needed to discover some of the therapeutic benefits of aspirin, insulin, barbiturates or

chloral hydrate.1340

 The process of determining exactly what goes on a drug label also supports the view
that off-label uses cannot be assumed to be without medical benefit.  The drug label
represents a compromise between the drug sponsor and the FDA. The drug sponsor has
financial incentives to get the drug to market  as quickly as possible and may not want to

133521 CFR 312.2 (d). Unlabeled indication.

1336Beck J, Azari E. FDA, Off-Label Use, and Informed Consent: Debunking Myths and Misconceptions.

Food Drug Law J  53 (1998) 1:76. 

1337Personal communication. Professor Michael Montagne, Dept.Pharm. Sci., Mass.College of Pharmacy,

Boston, MA. January 21, 1997.

1338Serradell J, Galle B. Prescribing for Unlabeled Indications. HMO Pract. 7 (March 1993) 1:44-7.

133921 USC §355 (1970).

1340Lasagna L. Clinical Trials in the Natural Environment.  in (eds.)  Stiechele C, W. Abshagen W, Koch-

Weser J. Drugs Between Research and Regulation. Darmstadt: Steinfopff Verlag, 1985: 45-49.
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expend the funds or the time to develop scientific data on supplemental uses of the drug. In
addition, one author noted that many of the warnings on labels may be “unsubstantiated,

unexplained, and frivolous.”1341  These warnings may not be appropriate in certain
individual cases, with the physician being in the best position to determine what drug in
what amounts each unique patient should be prescribed. 

There are risks associated with the prescription of drugs for unapproved uses. This
is due primarily to that fact that the physician has far less information on which to base
prescribing decisions for off-label indications as compared to the approved indication. The
FDA can act in an educational capacity to prevent harm to public health through controls on
labeling and public announcements. Other checks on improper prescribing are the tort law
system of civil malpractice suits and state medical licensing boards which can review  the

behavior of physicians in the context of license renewals or disciplinary actions.1342

One arguably counter-productive check on off-label prescriptions is that insurance
companies sometimes balk at covering the use of drugs that are prescribed off-label.
Veronica Henry, a pharmacist and lawyer, comments, “Many insurers and state programs,
such as Medicaid, routinely deny reimbursement for drugs prescribed for off-label
indications...The prevalence of off-label drug use in routine clinical practice argues for
articulation of an explicit national reimbursement policy for off-label uses so that patients

will receive the most medically appropriate therapy.”1343

DEA Authority to Limit Off-Label Prescription  
FDA shares authority with DEA in the regulation of the medical uses of controlled

substances. Though FDA lacks authority to control off-label prescriptions, the Attorney
General has a mandate to prevent the diversion to non-medical uses of controlled substances
approved for prescription use. This authority includes the power to control a drug by
placing it in one of five different schedules (each schedule imposes a specific set of control
mechanisms on the diversion to non-medical uses of drugs in that schedule)  and to transfer

the drug between schedules, based on certain criteria and findings of fact.1344  The Attorney
General is given no specific authority to regulate the medical use of prescription drugs other
than through the controls over drug diversion inherent in each schedule.
 The Attorney General is also authorized “to promulgate rules and regulations and to
charge reasonable fees relating to the registration and control of the manufacture,

distribution and dispensing of controlled substances.”1345  Physicians are specifically

1341Archer A. Guide into Chaos: Resist It.  JAMA 227 (1974): 1397-98.

1342Proposals have also been made to institute formal physician peer review mechanisms for prescribing

off-label. Shapiro C. Limiting Physician Freedom to Prescribe a Drug for any Purpose: The Need for FDA

Regulation, 73 Nw L Rev 801 (1979): 849.

1343Henry (1999): 378.

1344Controlled Substances Act of 1970. 91 P.L. 513; Part B. Authority to Control; Standards and

Schedules. Authority and Criteria for Classification of Substances.
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required to register in order to obtain a permit to prescribe controlled substances. Physicians
can be denied a registration  for certain factors related to the protection of the public interest
and public health and safety. None of these factors speaks directly to prescribing a

controlled drug for an off-label indication or implies that such conduct is inappropriate.1346 
A physician’s registration can be revoked for certain enumerated factors such as

lying on the application, being convicted of a felony related to a controlled substance, or
having his or her State license or registration revoked, suspended or denied. A physician’s
registration can also be revoked if  “[the doctor] has committed such acts as would render
his registration under section 823 of this title inconsistent with the public interest as

determined under such section.”1347 The public interest is defined as the same conditions
required for registration. The only potentially  applicable condition is  “5) such other factors

as may be relevant to and consistent with the public health and safety.”1348

1345Part C. Registration of Manufacturers, Distributors and Dispensers of Controlled Substances. Sec. 301.

Rules and Regulations.

1346Dangerous Drug Diversion Control Amendment.  98 P.L. 473; 98 Stat. 2070, October 12, 1984.  Part

B, Sec. 511.  21 USC 823  (f). These factors [for evaluating the licensing of physicians to prescribe

controlled substances]  include 1) the recommendation of the appropriate State licensing board or

professional disciplinary authority; (2) the applicant’s experience in dispensing, or conducting research with

respect to controlled substances, (3)  The applicant’s conviction record  under Federal or State laws relating

to the manufacture, distribution, or dispensing of controlled substances; 4)  Compliance with applicable

State, Federal or local laws relating to controlled substances; and 5) such other conduct which may threaten

the public health and safety.”

134721 USC 824 (a) (4).

134862 FR 6164 (February 11, 1997). Office of National Drug Control Policy, Administration Response to

Arizona Proposition 200 and California Proposition 215.  DEA cited potential violations of the public

interest in its threats to revoke the registration of physicians who recommend or approve the use of smoked

marijuana in California, as they are authorized to do under Proposition 215, or of physicians in Arizona

who prescribe marijuana, as they are authorized to do under Proposition 200 (even though there is no source

for marijuana by prescription). The position of the Department of Justice is presented in a document

released on December 30, 1996 by Gen. Barry McCaffrey, Director of the Office of National Drug Control

Policy, entitled “The Administration’s Response to the Passage of California Proposition 215 and Arizona

Proposition 200.”  According to the document, “a practitioner’s action of recommending or prescribing

Schedule I controlled substances is not consistent with the “public interest” (as that phrase is used in the

federal Controlled Substances Act) and will lead to administrative action by the DEA to revoke the

practitioner’s registration.”  Attorney General Reno’s threat to revoke physicians’ licenses is predicated on

the fact that marijuana is still in Schedule I and cannot be legally prescribed for any purpose. This is a

fundamentally different situation than a physician prescribing a Schedule 2 drug for an off-label indication.

However, the furor over Proposition 215 is in part a reaction to a clause that permits physicians to

recommend or approve marijuana for a list of clinical indications or “any other illness for which marijuana

307



 Given that Congress never indicated that prescribing off-label is a danger to the
public health and safety, even with Schedule II drugs,  it would appear that DEA lacks the
jurisdiction categorically to prohibit the off-label prescription of controlled substances. Other
than methadone, which is a unique situation discussed below, DEA has refrained from
attempting to prohibit off-label uses of Schedule II drugs until October 1985, when it
unsuccessfully tried to restrict the off-label use of Marinol, a capsule that contained a
synthetic version of THC, the main active ingredient in marijuana. It has not attempted such
restrictions since.

  

The Case of the THC Capsule
Four months after the FDA approved Marinol for prescription use, the DEA

announced its effort to restrict the freedom of physicians to prescribe Marinol for any off-
label uses. Through the publication in the Federal Register of a “Notice of proposed

rulemaking”1349  signed by Mr. Gene Haislip, DEA Deputy Assistant Administrator, Office
of Diversion Control,  DEA attempted to impose a level of restriction for Marinol that did

not exist for any other prescription drug, including methadone1350 or cocaine.1351 DEA

provides relief.” The “any other illness” language carries the same meaning as the right to prescribe a drug

for any off-label indication.

A successful class action suit was filed on January 14, 1997  in the United States District Court

Northern District of California against Gen.  Barry McCaffrey, Attorney General Janet Reno, DEA

Administrator Thomas Constantine, and Donna Shalala, Secretary of HHS. The suit cites First Amendment

freedom-of-speech protection from any revocation of  physician’s registrations and asked for an injunction

against the revocation of any physician’s license on the basis of the threats in the December 30, 1996

position paper.  See:Wells D. Casenote: Conant V. McCaffrey: Physicians, Marijuana, and the First

Amendment. 70 U Colo  L  Rev  975  (Summer 1999). 

1349Changes in Protocol Requirements for Researchers and Prescription Requirements for Practitioners.

DEA. 50 FR 42184 (October 18, 1985).

1350Methadone is approved for relief of severe pain, detoxification treatment of narcotic addiction, and

temporary maintenance treatment of narcotic addiction. The off-label use of methadone for other indications

is not prohibited, though any such use would attract the attention of drug enforcement officials. The off-

label use of methadone for the treatment of narcotic addiction (i.e. the administration of doses in excess of

those approved for listing in the physician package insert)  is prohibited by regulation based on statutory

authority to be discussed later in this chapter.  There can be no dosage-related off-label use of methadone for

severe pain, since there are no specific dosage limits for the use of methadone for severe pain. The label

states, “dosage should be adjusted according to the severity of the pain and the response of the patient.

Occasionally, it may be necessary to exceed the usual dosage recommended in cases of exceptionally severe

chronic pain or in those patients who have become tolerant to the analgesic effect of narcotics.“ PDR

(1998): 2549.

1351Cocaine is approved for “ the introduction of local (topical) anesthesia of accessible mucous membranes

of the oral, laryngeal and nasal cavities.”  PDR (1998): 541. There are no prohibitions on off-label uses.
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announced its view that any off-label use of Marinol would be considered diversion  that
would subject the physician to revocation of DEA registration to prescribe controlled

substances and “other criminal and civil sanctions provided by law.”1352 Since off-label use
encompasses the use in the approved clinical indication of doses and dosing schedules that
differ from those specified in the label, DEA’s effort to restrict the off-label use of Marinol

“could negatively affect medical practice in the care of cancer patients” 1353 as well as limit
potentially beneficial uses of Marinol for other clinical indications.

 DEA cited U.S. treaty obligations under the Convention on Psychotropic

Substances 19711354 and the requirements of the Controlled Substances Act of 1970, as

amended by the Psychotropic Substances Act of 1978,1355 as justification for this
extraordinary action.  The reliance on  international treaty obligations was the best rationale
that DEA could offer, since U.S. law contains no specific authority for DEA or FDA to
prohibit the off-label use of any prescription drug, regardless of the abuse potential of the
drug. 

DEA based its authority on Article 7 of the Convention on Psychotropic

Substances1356 which specified the manner in which signatory nations are to control
Schedule I drugs. The relevant section of Article 7 requires that parties to the Convention
“shall:  a) Prohibit all use except for scientific and very limited medical purposes by duly
authorized persons, in medical or scientific establishments which are directly under the

control of their Governments or specifically approved by them.” 1357 DEA put its emphasis

135250 FR 42184 (October 18, 1985).

1353Joranson D, Gilson A. Controlled Substances, Medical Practice and the Law.  in Schwartz H. (ed.)

Psychiatric Practice Under Fire- The Influence of Government, the Media, and Special Interests on Somatic

Therapies. Washington, DC: American Psychiatric Association Press, 1994: 179.

1354The Convention on Psychotropic Substances (UN Treaty Series. Vol. 1019) was concluded at Vienna,

Austria on February 21, 1971. This treaty was a further expansion of the international system of controls

on drugs and supplemented  the Single Convention on Narcotic Drugs (UN Treaty Series Vol. 520, US

Treaties and other International Agreements. Vol 18 Part 2, 1967:1407), which concluded on March 30,

1961.

1355Psychotropic Substances Act of 1978. 95 P.L. 633; 92 Stat. 3768. November 10, 1978. The

Convention on Psychotropic Substances was not  self-executing and needed to be enacted into U.S. law to

take effect domestically. The Psychotropic Substances Act of 1978 was written to “enable the United States

to meet all of its obligations under the Convention.”

1356US Treaties and other International Agreements. Vol 32 Part 1, 1979-80. Convention on Psychotropic

Substances: 553.

1357The other requirements under Article 7 are that Parties shall  “b) require that manufacture, trade,

distribution and possession be under a special license or prior authorization; c)provide for close supervision

of the activities and acts mentioned in paragraphs  (a) and (b);  d) restrict the amount supplied to a duly

authorized person to the quantity required for his authorized purpose; e) require that persons performing
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on the “very limited medical purposes” requirement.   
Section (a) and the remaining sections of Article 7 do indeed enable the DEA and the

FDA to limit the use of Schedule I drugs to such uses as specifically described in a scientific
protocol subject to pre-approval by the FDA.  The use of any Schedule 1 drug outside of the
parameters of an approved protocol is indeed forbidden.

The argument put forth by the DEA overlooked the crucial fact that Article 7 applies

only to Schedule I drugs.1358 The approval of Marinol for marketing by the FDA  effectively

redefined it as a Schedule II drug.1359 Furthermore, DEA itself had proposed that Marinol be

transferred from Schedule I to II.1360 DEA tried to obfuscate the restricted applicability of
Article 7 by noting that at the time of the Notice of Proposed Rulemaking, Marinol was still
nominally a Schedule I drug in the United States.  DEA claimed that even though the FDA
had already determined that it no longer fit the definition of a Schedule I drug, it remained a
Schedule I drug internationally according to the Convention.

Article 9 of the Convention addresses the issue of controls on the prescription of

Schedule II drugs.1361  No restrictions on the off-label prescription of Schedule II drugs

medical or scientific functions keep records concerning the acquisition of the substances and the details of

their use, such records to be preserved for at least two-years after the last use recorded therein; and f) prohibit

export and import except when both the exporter and importer are the competent authorities or agencies of

the exporting and importing country or region, respectively, or other persons or enterprises which are

specifically authorized by the competent authorities of their country or region for the purpose. The

requirements of paragraph 1 of article 12 for export and import authorizations for substances in Schedule II

shall also apply to substances in Schedule I.”

1358An argument could be made that since THC was still in Schedule I internationally, therefore United

States treaty obligations still required it to keep THC in Schedule I domestically. However, Sec. 101 3 (c)

of the Psychotropic Substances Act of 1978, which formally adopted the Convention on Psychotropic

Substances, states,”Nothing in the Convention will interfere with ethical medical practice  in this country

as determined by the Secretary of Health, Education, and Welfare on the basis of a consensus of the views of

the American medical and scientific community.”  FDA approval of a drug for marketing is indicative of a

consensus of the views of the American medical and scientific community. Therefore, controls over

Schedule I drugs required under Article 7 of the Convention do not apply when FDA has approved the

medical use of a drug.

1359FDA approval for marketing means that the drug in question does have a currently accepted medical use

and currently accepted safety for use under medical supervision.

136050 Fed Reg 42186 (October 18, 1985).

1361Article 9, Prescriptions. 1) The Parties shall require that substances in Schedule II, III, and IV be

supplied or dispensed for use by individuals pursuant to medical prescription only, except when individuals

may lawfully obtain, use, dispense or administer such substances in the duly authorized exercise of

therapeutic or scientific functions. 2) The Parties shall take measures to ensure that prescriptions for

substances in Schedules II, III, IV and issued in accordance with sound medical practice and subject to such
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were mentioned. Article 9 requires only that Schedule II drugs be prescribed  “in accordance
with sound medical practice” and be subject to regulation that  “will protect the public health
and welfare.” 

The Attorney General is charged with ensuring that the United States fulfills its

obligations under international treaty responsibilities.1362 However, the Psychotropic
Substances Act of 1978, which executed US obligations under the Convention on
Psychotropic Substances, contains an unambiguous rejection of the argument that the US
could be forced to place extraordinary controls on the medical use of prescription drugs as a
result of treaty obligations. The Act explicitly states, “nothing in the Convention will
interfere with ethical medical practice as determined by the Secretary of Health, Education
and Welfare [now HHS] on the basis of a consensus of the view of the American medical

and scientific community.”1363 DEA made no attempt in its Notice of Proposed Rulemaking
to explain why it could impose special restrictions on the ability of physicians to prescribe
Marinol for off-label uses when such restrictions ran counter to policies about off-label
prescriptions that were supported by the Secretary of HHS and held by a consensus of the

regulation, particularly as to the number of times they may be refilled and the duration of their validity, as

will protect the public health and welfare. 3) Notwithstanding paragraph 1, a Party may, if in its opinion

local circumstances so require and under such conditions, including record-keeping, as it may prescribe,

authorize licensed pharmacists or other licensed retail distributors designated by the authorities responsible

for public health in its country or part thereof to supply, at their discretion and without prescription, for use

for medical purposes by individuals in exceptional cases, small quantities, within limits to be defined by the

Parties, of substances in Schedules III and IV.

1362Controlled Substances Act of 1970. 91 P.L. 513; Part B, Sec. 201 (d)  “If control is required by United

States obligations under international treaties, conventions, or protocols in effect on the effective date of

this part, the Attorney General shall issue an order controlling such drug under the schedule he deems most

appropriate to carry out such obligations, without regard to the findings required by subsection (a) of this

section or section 202 (b) and without regard to the procedures prescribed by subsections (a) and (b) of this

section.”  This language is intended to permit the Attorney General to rapidly schedule a drug without going

through formal proceedings.

1363Psychotropic Substances Act of 1978. 95 P.L. 633, Sec. 101 (3) (C).  Sec. 101 further states that the

implementation of the Convention shall be “within the framework of the procedures and criteria for

classification of substances provided in the Comprehensive Drug Abuse  Prevention and Control Act of

1970. This will ensure that (A)  the availability of psychotropic substances to manufacturers, distributors,

dispensers, and researchers for useful and legitimate medical and scientific purposes will not be unduly

restricted; (B) nothing in the Convention will interfere with bona fide research activities;”  Explicit limits

were also placed on the potential impact of the Convention on  bona fide research with Schedule I drugs in

Dangerous Drug Diversion Control Amendments. 98 P.L. 473, Part B  Sec. 511, “Article 7 of the

Convention on Psychotropic Substances shall not be construed to prohibit, or impose additional restrictions

upon research involving drugs or other substances scheduled under the Convention which is conducted in

conformity with this subsection and other applicable provisions of this title.”
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American medical and scientific community.  In its proposed rulemaking, DEA
acknowledged that Marinol might have other legitimate applications outside of its approved
use.  DEA therefore proposed that any off-label use be regulated in the same manner as
research with a Schedule I drug, with protocols submitted to FDA and Institutional Review
Boards (IRB) for pre-approval. DEA must certainly have been aware that  the substantial
amounts of time and resources that are required to obtain permission for and  conduct FDA-
approved clinical research would place the use of Marinol for off-label indications beyond
the reach of virtually all individual physicians.

Response to DEA Proposed Controls on Marinol  
Not surprisingly, DEA’s attempt to impose extraordinary and precedent-setting

controls on the prescription of Marinol was met with opposition by the American Medical
Association (AMA) and the American Pharmaceutical Association (APhA), among others.
AMA submitted a comment to DEA that it “vigorously” opposed  “restricting the therapeutic
use of dronabinol [Marinol] ( or any other FDA-approved drug) to the approved

indications.” 1364  AMA argued that labeling of a drug is intended to advise but not restrict
the physician and that the very narrow labeling of Marinol proposed by DEA would have the
seemingly unintended effect of restricting its use as an antiemetic even for cancer patients
who received radiation therapy instead of chemotherapy. AMA further argued that diversion
of Marinol during its period of research had not been a problem, that other mechanisms
existed to control the diversion of Schedule II drugs, that the problems associated with the
diversion of cocaine and various opiates in Schedule II were greater than that with Marinol
yet no extraordinary controls were imposed on those drugs, and that physicians would be

needlessly subjected to criminal prosecution for practicing medicine as they saw fit.1365 The
American Pharmaceutical  Association noted that the DEA’s proposed regulation was
unprecedented and that it would impose an undue risk of criminal prosecution on

pharmacists.1366 
 On January 14, 1986, almost two months after the comments of the AMA, APhA

and others had been received, DEA Diversion Control Deputy Director Ronald Buzzeo
spoke at the annual meeting of the National Association of Pharmaceutical Manufacturers.
He used the opportunity to threaten to wield the DEA’s power to block the proposed
rescheduling of Marinol if agreement could not be reached on the imposition of restrictions

on all off-label indications.1367

1364Staff. F-D-C Reports. (February 3, 1986): 5-6.

1365For a general statement of AMA policy in regard to the use of approved drugs for unlabeled indications,

see;  Cranston J, Williams M, Nielsen N, Bezman R. Report of the Council on Scientific Affairs:

Unlabeled Indications of Food and Drug Administration-Approved Drugs. Drug Info J. 32 (1998) 4: 1049-

1061.

1366Staff. F-D-C Reports. (February 3, 1986): 5-6.
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On May 13, 1986, almost four months after Mr. Buzzeo’s speech,  DEA capitulated.
It announced in the Federal Register that it was withdrawing its proposed rule because the
Administrator, “having considered the requirements of the Controlled Substances Act and
the Convention on Psychotropic Substances and taking into account the comments and
objections, has decided to proceed with the rescheduling of the dronabinol product

[Marinol].”1368

 In a separate Federal Register announcement on the same day, DEA issued a final

rule and statement of policy.1369  In its final rule, DEA formally rescheduled Marinol from
Schedule I to Schedule II and imposed the standard system of controls for any Schedule II

drug without adding the proposed restrictions on off-label prescriptions.1370 DEA noted that
thirteen individuals or organizations had submitted comments responding to its proposal and

that two of the thirteen had requested an administrative hearing.1371

DEA restated its opposition to the prescribing of Marinol off-label in the form of a
non-binding Statement of Policy. This statement of policy noted that Marinol remained in

Schedule I in the Convention of Psychotropic Substances1372 and that  “prescribing which

1367Staff. F-D-C Reports. (February 3, 1986): 5-6.

136851 FR 17494 (May 13, 1986). Withdrawal of Proposal to Change Protocol Requirements for

Researchers and Prescription Requirements for Practitioners. DEA. 

136951 Fed Reg 17476. (May 13,1986).  Rescheduling of Synthetic Dronabinol in Sesame Oil and

Encapsulated in Soft Gelatin Capsules From Schedule I to Schedule II; Statement of Policy. 

1370Ibid. These controls include requirements for registration of anyone who manufacturers, distributes,

delivers, imports or exports Marinol, and procedures governing security, labelling and packaging,

production quotas, inventory controls, record keeping, reports, order forms, prescriptions, importation and

exportation, and criminal liability for inappropriate use.

1371The organizations that requested a hearing were the National Organization for the Reform of Marijuana

Laws  (NORML) and the Cannabis Corporation of American. Also commenting were the American College

of Neuropsychopharmacology, Arkansas Department of Public Health, Committee on Problems of Drug

Dependence, the Pharmaceutical Manufacturers Association, and others.

1372Marinol was eventually placed in Schedule II internationally, but only after a long and rocky road. In

1987, the United States Attorney General petitioned the Convention to transfer Marinol from Schedule I to

II.  In 1989, the WHO Expert Committee reviewed the new data concerning the medical use of Marinol and

recommended that the rescheduling petition be approved. The UN Commission on Narcotic Drugs (CND)

rejected the recommendation and requested that the WHO Expert Committee re-evaluate the scientific data.

In 1990, the Expert Committee completed its review of the latest data and recommended once again that

Marinol be placed in Schedule II.  On May 24, 1991, the United Nations Economic and Social Council

(ESCOR) rescheduled delta-9-tetrahydrocannabinol from Schedule I to Schedule II of the 1971 Convention

on Psychotropic  Substances.  

As an aside, one section of the Expert Committee’s 1990 report is of particular relevance to the

current debate in the United States about whether the acceptance of the medical use of marijuana will “send

the wrong message” and lead to an increase in the non-medical use of marijuana, especially by young
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deviates from the recognized approved medical use must be questioned in keeping with the
United States obligations to prohibit all use except for scientific and very limited medical
purposes.” DEA noted that any physician who prescribed Marinol for off-label uses  “may
subject his or her controlled substances registration to review under the provisions of 21
U.S.C. 823 (f) and 824 (a) (4) as being inconsistent with the public interest.” The Statement
of Policy asserted that DEA will take action “if it is found that such distribution or

dispensing constitutes a threat to the public health and safety.” 1373

In support of its statement of policy, DEA cited a Supreme Court case, US v.

Moore.1374 The legal issue in the case concerned the appropriate statutory basis for the
prosecution of a physician for diversion.  An evaluation of the factual basis of the case
reveals a complete absence of justification for establishing DEA authority to prohibit all, or
even any, off-label uses of Marinol or other controlled drugs.

 Dr. Moore had operated a methadone prescription mill. In a five and a half month
period between late August 1971 and early February 1972, Dr. Moore had prescribed over
800,000 methadone tablets and taken in at least $260,000. Furthermore, Dr. Moore
conducted few physical exams, ordered few tests, ignored the results of those tests he did
order, based his fee on the number of tablets prescribed rather than on services rendered,
kept few records, provided no follow-up or counseling, and operated even after the
revocation of his FDA license to administer methadone maintenance, a license that was
required at the time.  Dr. Moore’s case is one of diversion for non-medical purposes. As
such,  it is not relevant to the situation of physicians who prescribe Marinol off-label for
indications for which a reasonable argument can be made that the prescriptions are medically
justified.

 In a related case, an appellate court held that a physician needed only to have a
“good faith” belief that an off-label prescription was being administered for a legitimate

medical purpose.1375  Clearly, off-label prescription does not equal diversion. DEA’s
statement of policy comes down to an unjustified threat to do that which falls outside its
jurisdiction: control off-label uses of scheduled drugs.  

The lack of teeth in DEA’s statement of policy regarding the off-label prescription of
Marinol was further evidenced in November 1992 in a letter from Dr. Jack Chow, Deputy
Assistant Secretary for Public Health Policy, Office of the Assistant Secretary of Health,  to

people. The Committee considered the possibility that “the official recognition of the therapeutic usefulness

of dronabinol might encourage the ‘medicinal’ use of cannabis and thus its abuse. However, cannabis is

already the most widely abused illicit drug in the world, with an annual seizure figure of 30,000 to 40,000

tons. It is unlikely that such recognition will make a significant difference to the current level of massive

cannabis abuse.”  

137351 Fed Reg 17476. (May 13,1986).

1374United States v. Moore, 423 U.S.122 (1975).

1375United States v. Rosenberg, 515 F. 2nd 190 (9th Cir. 1975).
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Dale Gieringer, Ph.D., Coordinator of California NORML, a marijuana legalization
advocacy group.  Dr. Gieringer had requested that Dr. James Mason, Assistant Secretary of
Health,  explain his assertion that Marinol was a legal substitute for  smoked marijuana for a
variety of clinical indications in the light of DEA’s Statement of Policy regarding possible

prosecution of physicians who prescribed Marinol off-label.1376 According to Dr. Chow, “as
a matter of policy, DEA will not [emphasis in original] revoke a registration or take criminal
action against a physician who prescribes Marinol for medical indications other than nausea
associated with cancer chemotherapy as long as the medication serves a direct, legitimate

purpose in a patient’s care.” 1377 
A likely indication of the standards which the DEA can use to evaluate whether the

prescription of Marinol “serves a direct, legitimate purpose in a patient’s care”  can be
determined by reviewing the standards that the Department of Justice announced it will use
to determine if smoked marijuana or any other Schedule I drug is being appropriately
recommended, approved or prescribed by physicians in California and Arizona pursuant to

voter initiatives passed in 1996.1378  These standards do not focus on what constitutes good

1376Dale Gieringer had requested a clarification of a June 4, 1992 letter from Dr. James Mason, Assistant

Secretary of Health, to Mr. Dennis Peron explaining a policy decision to close to new applicants a program

to provide legal supplies of marijuana to patients approved by the FDA for participation in the

Compassionate IND program. The rationale for closing the program was based on the arguments that the

program did not generate scientific data but just provided marijuana on a compassionate basis and that an

alternative drug, Marinol, was legally available for use as an alternative to marijuana for such uses as the

treatment of AIDS wasting. Though Marinol is currently approved by the FDA for the treatment of AIDS

wasting, it was not so approved at the time of Dr. Mason’s closure of the single patient IND program.

1377Chow J. Deputy Assistant Secretary for Public Health Policy, Office of the Assistant Secretary of

Health, HHS. Letter  to Dale Gieringer, Coordinator of California NORML.  November 30, 1992.  Dr.

Chow replied, ” The DEA policy statement published in the Federal Register on May 13, 1986, (51 Fed

Reg, 1746 [sic] ) states that the DEA  may [emphasis in original] revoke registrations or criminally

prosecute physicians who prescribe Marinol for medical indications outside the approved use associated with

cancer treatment, if such prescription is inconsistent with the public interest. My staff have had several

discussions with DEA on this issue, however, and we have been assured that as a matter of policy, DEA

will not [emphasis in original] revoke a registration or take criminal action against a physician who

prescribes Marinol for medical indications other than nausea associated with cancer chemotherapy as long as

the medication serves a direct, legitimate purpose in a patient’s care. It should be noted that DEA has never

taken adverse action against any physician for prescribing “off-label”  use of Marinol. Physicians who

appropriately prescribe Marinol for medical purposes other than cancer chemotherapy should not be

affected.”

1378The position of the Department of Justice is presented in a document released on December 30, 1996 by

Gen. Barry McCaffrey, Director of the Office of National Drug Control Policy, entitled “The

Administration’s Response to the Passage of California Proposition 215 and Arizona Proposition 200.”

http://www.ncjrs.org/txtfiles/215rel.txt
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medical practice,  but rather enumerate what kinds of evidence may be used to justify
investigation and possible prosecution of a physician for inappropriately recommending,
approving or prescribing marijuana or other Schedule I drugs. The factors include, “a) the
absence of a bona fide doctor-patient relationship; b) a high volume of prescriptions or
recommendations for a Schedule I drug; c) the accumulation of significant profits or assets
from the prescription or recommendation of Schedule I controlled substances; d) Schedule I
controlled substances being provided to minors; e) special circumstances, such as when
death or serious bodily injury results from drugged driving.”  The evaluation of the
inappropriateness of all Schedule II prescriptions is likely to use these same or similar
criteria, perhaps with the exception of the use of such medicines in minors. These criteria
clearly do not categorically preclude off-label prescriptions of Schedule II drugs. 

DEA Rescheduling of Marinol
As of July 2, 1999, the DEA, in cooperation with the FDA, formally reclassified

Marinol from a Schedule II drug to a Schedule III drug.1379 States are now free to do the
same if they choose to do so. While DEA’s decision was perhaps motivated in part to
enhance the medical use of Marinol as an alternative to smoked marijuana, the abuse

potential of Marinol was found, in actual practice, to be minimal.1380 The practical
implications of the rescheduling are that in states that also reschedule Marinol to Schedule
III,  physician-written prescriptions will no longer be required and physicians will be
permitted to phone a prescription into the pharmacy for a patient.  Physicians can prescribe
refills with the initial prescription so that it can be up to five months before another
prescription would be required. From the point of view of off-label prescriptions,  the
rescheduling means that triplicate prescription programs for Schedule II drugs,  in which the
DEA is notified of every prescription,  are no longer required in those states that have these
programs. In those states that do reschedule Marinol to Schedule III, DEA will have no
reporting mechanism capable of directly determining whether or not off-label prescriptions
are even taking place.

137964 FR 35928 (July 2, 1999) Schedules of Controlled Substances: Rescheduling of the Food and Drug

Administration Approved  Product Containing Synthetic Dronabinol in Sesame Oil Encapsulated in Soft

Gelatin Capsule from Schedule II to Schedule III.

1380Calhoun S, Galloway G, Smith D. Abuse Potential of Dronabinol (Marinol).  J Psychoact Drug30

(1998) 2:187-196.  The authors report, “ Cannabis-dependent populations, such as those treated in our

Clinic and seen by the  addiction medicine specialists we interviewed, have demonstrated no interest in

abuse of  dronabinol. There is no street market for dronabinol, and no evidence of any diversion of

dronabinol for sale as a street drug. Furthermore, dronabinol does not provide effects that are  considered

desirable in a drug of abuse. The onset of action is slow and gradual, it is at most only  weakly reinforcing,

and the overwhelming majority of reports of users indicate that its effects are dysphoric and unappealing.

This profile of effects gives dronabinol a very low abuse potential.”
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DEA Quotas 
DEA does have one blunt regulatory instrument it can use to try to limit the total

number of off-label prescriptions of controlled substances. DEA has been given the

responsibility by the Controlled Substances Act,1381 and as a result of U.S. international

treaty obligations,1382  to set annual quotas on the amount of controlled substances that are
produced each year for  “medical, scientific, research and industrial needs of the  United
States, for lawful export requirements, and for the establishment  and maintenance of

reserve stocks.”1383 DEA, with input from FDA,  can initially estimate the quota for the
medical need for a psychedelic drug that is approved for prescription use on the basis of the
indication for which it has been approved, thereby seeking to limit off-label uses on a
macro-level.  However, since off-label prescriptions are a legitimate medical use, DEA
cannot prevent off-label prescriptions at the microlevel. If the demand by physicians for the
psychedelic drug that had been approved for prescription were to exceed the available
supply established under DEA quota, DEA could not refuse to increase the quota for the
subsequent year on the grounds that some portion of the supply was being prescribed off-
label. To prevent increasing the quota, DEA would need to establish that supplies were
being diverted to non-medical uses, a factor independent of off-label prescription. To avoid
an absence of supply between the time one year’s production quotas are completely
distributed and DEA approval for an increased production quota,  sponsors can request
increases mid-year and do not  need to wait until the end of the year.  

DEA’s limited ability to use the quota system to control off-label prescription can be
seen in a historical example that set the standards for DEA’s setting of quotas.  In October
1985, DEA tried to control the diversion of Ritalin by setting a production quota for 1986

that was well below the medical need.1384 Two pharmaceutical companies,  Ciba-Geigy
Corp. and MD Pharmaceutical, Inc., filed formal objections within the alloted 30-day period

and requested a hearing before a DEA Administrative Law Judge.1385  In March 1986,  DEA

138121 U.S.C. 826 § 306, 21 CFR 1303 Quotas.

1382Articles 12, 19-21 of the Single Convention on Narcotic Drugs, Article 16 of the Convention on

Psychotropic Substances. 

138321 CFR 1303.11 Aggregate production quotas.

1384Joranson, Gilson (1994):178. The initial quotas were proposed in  50 FR 40070 (October 1, 1985)

Controlled Substances; Proposed Aggregate Production Quotas for 1986. 

1385”In a letter dated October 29, 1985, MD Pharmaceutical, Inc. (MD) submitted comments and objections

and requested a hearing in the matter of the proposed 1986 aggregate production quota for methylphenidate.

In a letter dated October 30, 1985, Ciba-Geigy Corporation (Ciba-Geigy) did the same.” 53 FR 50591

(December 16, 1988). Ciba-Geigy Corp. and MD Pharmaceutical, Inc.; 1986 Aggregate Production Quota,

1986 Individual Manufacturing Quotas, and 1986 Disposal Allocations for Methylphenidate. Final Rule by

DEA Administrator John Lawn.
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increased the quota, then increased it again in May 1986 but  still refrained from granting a

hearing.1386  In June 1986, MD Pharmaceutical, Inc. again requested a hearing while Ciba-
Geigy requested a hearing and also filed a petition before the U.S. Court of Appeals for the

District of Columbia Circuit seeking review of DEA’s actions.1387 In July 1986,  the DEA
Administrator formally instructed the DEA Administrative Law Judge to proceed with a

hearing,1388 and DEA increased the quota once again.1389  

The outcome of the hearing was an order for DEA to increase the quota yet again.1390

More importantly,  the DEA Administrator reaffirmed the principle that,  “The CSA
requirement for a determination of legitimate medical need is based on the undisputed
proposition that patients and pharmacies should be able to obtain sufficient quantities of
methylphenidate, or of any Schedule II drug, to fill prescriptions. A therapeutic drug should
be available to patients when they need it. To accomplish this a smooth flow of distribution
is required. If there were periods during the year where there were shortages and patients
were not able, because of the quotas, to obtain sufficient methylphenidate to fill their
prescriptions, then the quotas would not be providing for the legitimate medical need in the

United States.”1391 
The key factor in setting DEA quotas is whether there are sufficient supplies to

enable all prescriptions to be filled. Since prescriptions can legitimately be written for both
labeled and off-labeled indications, DEA’s quota system cannot function as an effective
method of controlling off-label use of controlled substances.

State Rescheduling of Controlled Substances to Permit Medical Uses
As mentioned above, the pharmaceutical company that markets Marinol needs to

implement DEA’s federal rescheduling of Marinol from Schedule II to Schedule III on a
state by state basis,  in order to enable physicians and patients to take advantage of the more
relaxed regulations under Schedule III.  Similarly, if FDA approves the medical use of

1386Ibid.

1387Ibid.

1388Ibid.

1389The quota was increased in 51 FR 24590 (July 7, 1986).  Controlled Substances; Proposed Revised

1986 Aggregate Production Quotas.

139053 FR 50591. (December 16, 1988)  Order, “The Administrator hereby orders that the DEA staff

redetermine the 1986 aggregate production quota for methylphenidate so as to provide for the medical,

scientific, research, and industrial needs of the United States, for lawful export requirements, and for the

establishment and maintenance of reserve stocks. It is further directed that pursuant to the agreement entered

into by DEA with the parties to the 1986 hearing conducted before the Administrative Law Judge, any

increase in the 1986 aggregate production quota or to any individual quota shall not be offset by a lowering

of any relevant quota for the year in which the adjustment is made.”

1391Ibid., Paragraphs 19 and 20.
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psychedelic psychotherapy and moves a psychedelic drug  from the federal Schedule I to
Schedule II, States still must decide whether or not to reschedule that psychedelic drug from
Schedule I to Schedule II to permit its medical use in that state.  An example of this process
is the medical use of methadone. The use of methadone as a maintenance treatment for

heroin addiction was first proposed in 19631392 and its  federal regulatory structure was
established by the Controlled Substances Act of 1970.  On May 1, 2000, fully thirty years
after the Controlled Substances Act, the Vermont House of Representatives approved the

use of methadone to treat narcotic addicts,1393 making it the 43rd state to approve the use of

methadone.1394 Seven states still do not permit the use of methadone to treat narcotic

addiction.1395  
Another illustrative example is LAAM, the long-lasting methadone that NIDA

worked to develop for about twenty years and for which Pilot Drug invested substantial

staff time in proactive protocol design and data analysis.1396 Approved by the FDA in 1993,
after 30 months, “LAAM has still not been approved in many of the states with the greatest
number of narcotic treatment programs (e.g. New York, California, Illinois, Pennsylvania,

Florida, New Jersey and Massachusetts.”1397  What happened is that, “following the federal
approvals, the medication must be moved through the state and local regulatory processes.
In the case of LAAM, however, neither the state nor the local agencies were prepared for the
introduction of a new opioid management agent. The extensive and time-consuming
approval process that followed the FDA approval clearly reduced the initial momentum and

enthusiasm for bringing the new medication into the addiction treatment system.”1398  
Psychedelic psychotherapy would be practiced by  individual physicians in private

practice. Even when used in the treatment of drug abuse, psychedelic psychotherapy would
not need to be adopted by state and local treatment systems, which may have entrenched
interests favoring the status quo. Nevertheless, obtaining approval for psychedelic
psychotherapy may still face resistance in many state legislatures, suggesting that there will
be a substantial time-lag between federal approval and widespread implementation. 

1392Henry J. Methadone: Where are we now? Hosp Med 60 (1999) 3:161-164.

1393Sneyd R. House approves methadone treatment plan. Associated Press, May 1, 2000. The bill  “requires

that methadone clinics can only operate at hospitals. It also includes language requiring that alternatives to

methadone, itself an addictive drug, be promoted at the clinics once they're available.

1394Staff. National Alliance of Methadone Advocates (NAMA) Alert. May 3, 2000.  www.methadone.org

1395Mississippi, Idaho, Montana, North Dakota, South Dakota, West Virginia, and  Wyoming.

1396Rawson R. Hasson A, Huber A, McCann M. Ling W. A 3-Year Progress Report on the

implementation of LAAM in the United States. Addiction 93 (1999) 4:533-540.

1397Ibid., 535.

1398Ibid., 538.
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Bifurcated Scheduling
There is one novel regulatory response that avoids the slow state by state process of

moving a  Schedule I controlled substance that has been approved by FDA for medical
purposes from Schedule I to Schedule II. This strategy was first implemented in the recent

scheduling by Congress of the  “date-rape, club drug” GHB.1399 Approved as a prescription

medicine in some countries in Europe,1400 GHB is also being researched within the United
States as a valuable drug in the treatment of narcolepsy, with the filing of a New Drug

Application (NDA) expected in the fall of 2000.1401 Remarkably, Congress placed GHB in
Schedule I and Schedule III simultaneously, with the status of each dose of GHB

determined by the purpose to which the drug is put.1402 All GHB that is used for non-

medical purposes is regulated under Schedule I.1403 All GHB that is manufactured or used in
FDA-approved research protocols is classified under Schedule 1 but the level of controls

that are applied are for drugs in Schedule III.1404 If GHB is approved by FDA for

prescription use, medical supplies will be placed in Schedule III.1405  As President Clinton
commented upon signing the bill scheduling GHB,  “The Act will not impede ongoing
research into the potential legitimate use of this drug to treat the special needs of those
suffering from narcolepsy. Indeed, this Act creates a special exemption that provides that the
manufacture and distribution of this drug for properly approved research purposes will be

subject to the physical security requirements of Schedule III rather than Schedule I.”1406

In exchange for having GHB placed in Schedule III for medical purposes, its

1399Hillory J. Farias and Samantha Reid Date-Rape Drug Prohibition Act of 1999. 106 P.L.172; 114 Stat.

7. February 18, 2000. 

1400Kam P, Yoong F. Gamma-hydroxybutyric acid: an emerging recreational drug. Anaesthesia 53 (Dec

1998) 12:1195-8.

1401Bullion J. President Clinton Signs H.R. 2130 Protecting the Medical use of GHB; Scheduling of

Orphan Medical's Xyrem Defined.  Orphan Medical Press Release.  (February 21, 2000).

http://www.orphan.com/press_releases_detail.dbm?ID=106

1402The FDA official who helped develop this solution was Mr. Mike Klein, formerly of Pilot Drug, then

of DACCADP, and at present with the Controlled Substances Staff.

1403106 P.L 172.  Sec 3 (a) (1) Emergency Scheduling of GHB.

1404Sec 3 (a) (1) (A).  “For purposes of any requirements that relate to the physical security of registered

manufacturers and registered distributors, the final order shall treat such drug, when the drug is

manufactured, distributed, or possessed in accordance with an exemption under section 505(i) of the Federal

Food, Drug, and Cosmetic Act (whether the exemption involved is authorized before, on, or after the date of

the enactment of this Act), as being in the same schedule as that recommended by the Secretary of Health

and Human Services for the drug when the drug is the subject of an authorized investigational new drug

application (relating to such section 505(i)).”

1405Sec 3 (a) (1) (B).

1406Bullion J. (February 21, 2000).
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sponsor, Orphan Medical, has been required to follow  a set of measures to control

diversion of GHB intended for medical purposes.1407  According to Mr. Michael Perez,
Public Relations, Orphan Medical, “We agreed to provide ARCOS [Automation of Reports
and Consolidated Order Systems—a DEA data base for auditing the manufacturing and
wholesale distribution of Schedule II drugs] monitoring of manufacture and distribution,
create a patient registry and track patient usage to make sure it is used within prescribed
amounts without diversion. We kept the regulatory impact on the manufacturer and the
distributor but not on patients. These kind of provisions are not usually required for

Schedule III drugs.”1408 1409

In addition, data that could be used to create a national patient registry must be
gathered. The law states, "(5) That each dispensing practitioner shall maintain for each
prescription the name of the prescribing practitioner, the prescribing practitioner's Federal
and State registration numbers, with the expiration dates of these registrations, verification
that the prescribing practitioner possesses the appropriate registration to prescribe this
controlled substance, the patient's name and address, the name of the patient's insurance
provider and documentation by a medical practitioner licensed and registered to prescribe the
drug of the patient's medical need for the drug. Such information shall be available for

inspection and copying by the Attorney General.”1410

 Ms. Patti Engel, Vice President of Orphan Medical, discussed the individual patient
registry and indicated that they are sensitive to the need to maintain confidentiality of the list.
In addition to tracking patients and treatment outcomes, the list will track the number of
patients, what their current prescriptions are, and how much of the drug has been
dispensed. The list will then linked to DEA to help it determine the quotas on manufacturing

of GHB for medical purposes.1411 Dr. Dayton Reardon, Vice-President of Regulatory
Affairs for Orphan Medical,  explained that due to the concern to protect the privacy of the
patients, the patient registry is not actually being kept by the company itself but by a third

party, the company that handles the distribution of GHB to the pharmacies.1412 Though
Orphan Medical cannot obtain the names and records of the physicians and patients, DEA,
FDA and State Medical Boards retain the right to obtain access to the registry.

Research into the use of GHB for narcolepsy has been completed and the FDA has

1407106 P.L 172. Sec. 4. Authority for Additional Reporting Requirements for Gamma Hydroxybutyric

Products in Schedule III.  

1408personal communication, Michael Perez, Supervisor of Professional Information Services,

Orphan Medical, March 24, 2000.

1409For a review of how one observer analyzed the impact of diversion control regulations on the medical

use of GHB prior to the bifurcated scheduling, see Rohde (2000):138-139.

1410106 P.L 172. Sec 4 (h) (5)

1411personal communication, Ms.Patti Engel, Vice-President for Marketing, March 29, 2000.

1412personal communication, Dr. Dayton Reardon, Vice-President of Regulatory Affairs, June 7, 2000.
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promised a six-month priority review.1413 If FDA does approve GHB for prescription use
for narcolepsy, Orphan Medical still needs to go to the states to have GHB placed in
Schedule III. But it does not have to ask that GHB for non-medical purposes be taken out of
Schedule I.  Placing GHB for medical purposes in Schedule III doesn’t involve asking
legislators to remove GHB from Schedule I, a psychological hurdle that could have made
some state legislators think that they were somehow being asked to be soft on the non-
medical use of GHB. Only Congress can create bifurcated scheduling of this sort. Still,
what Congress did with GHB creates a precedent for the regulation of the potential medical
uses of other Schedule I drugs.  If a convincing case can be made that the medical use of a
Schedule I drug can be sufficiently  controlled, the drug could conceivably be scheduled
lower than Schedule II, simplifying its medical use. Ms. Engel reported that  “it was very
time consuming to get this exemption in the law, to present the data and to attend
Congressional committees. However, the legislators were very willing to listen and to

propose amendments.”1414

State Limitations on Off-Label Prescriptions
States, primarily through their medical licensing boards, do regulate the practice of

medicine.   At least 19 states have chosen explicitly  to recognize in their statutes the legality

of off-label prescriptions in some contexts.1415 Most state statutes are silent about off-label
prescribing, thereby setting no barriers to such uses. Though very powerful, the organized
resistance from the medical community and patient advocates to controls over the
prescription of drugs for off-label uses has not prevailed in every instance. There is one
state, South Carolina, that formally prohibits off-label prescriptions, not just of Schedule II

drugs but of all controlled substances in Schedules II-V. 1416 1417 1418 This provision is so

1413Ibid.

1414personal communication, Ms.Patti Engel, Vice-President for Marketing, Orphan Medical, March 29,

2000.

1415Beck, Azari  (1998): 76.

1416Cooper J, Czechowicz D, Molinari S.  The Impact of Prescription Drug Control Systems on Medical

Practice and Patient Care: A Summary of the NIDA Technical Review. in Cooper J, Czechowicz D,

Molinari S. (eds.)  Impact of Prescription Drug Diversion Control Systems on Medical Practice and

Patient Care. NIDA Research Monograph Series #131.  Washington, DC, NIH Publication # 93-3507,

1992: 2.

1417South Carolina Code §44-53-360 Narcotics and Controlled Substances. Prescriptions.  South Carolina’s

statute reads, “No practitioner shall dispense any controlled substance for any use other than the uses

approved by the Federal Food and Drug Administration or unless an investigation of new drug application

for the substance has been obtained and approved by the Federal agency and a copy thereof filed with the

Department [of Health].  Provided, that the labelling required under federal law to accompany certain drug

products (commonly known as the “package insert”) shall be prima facie evidence of the approved uses for
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broad that the State Board of Medical Examiners has not prioritized the enforcement of this
provision and has not prosecuted any physicians solely for prescribing off-label for several

decades.1419 1420 In 1999, a bill to repeal all restrictions on off-label prescriptions was filed in

the South Carolina State legislature.1421 Although no action will probably be taken in this
legislative session, the bill will be reintroduced in the next session where it will likely

pass.1422  By 2001, off-label prescribing of all controlled substances will probably be legal
throughout the United States.

Off-Label Prescriptions: Implications for Medical Use of Psychedelics and Marijuana
Limits on FDA’s authority to control off-label prescriptions and DEA’s failed efforts

to control off-label prescription of Marinol or set arbitrarily low quotas for Ritalin illustrate
that neither the FDA nor the DEA has the authority to prohibit prescription for off-label
indications, even when a drug is a controlled substance in Schedules II-V. If marijuana or
any psychedelic drug is eventually approved by the FDA for use in treatment of a specific
indication, no restrictions on off-label uses can be imposed under standard FDA procedures
(subject to qualifications discussed below relating to methadone and thalidomide). The
DEA’s and the FDA’s lack of authority to place limitations on off-label uses of prescription
drugs will likely reduce their willingness to approve any potential medical uses of marijuana
or psychedelics, unless some other form of regulation or agreement would ensure that the
prescription use of psychedelic drugs or marijuana would either be limited to the purposes
for which they were proven safe and effective, or would be used with substantial care and

such drug, unless other specifically provided by statute or regulation of the Department or State Board of

Medical Examiners.”

1418Even South Carolina has affirmed the appropriateness of off-label prescription of certain drugs which are

not controlled substances.  South Carolina Code Ann. § 38-71-275 Insurance coverage for certain drugs not

to be excluded from policy definitions.(1999) mandates that insurance companies cannot “exclude coverage

of any such drug used for the treatment of cancer on the grounds that the drug has not been approved by the

Federal Food and Drug Administration for the treatment of the specific type of cancer for which the drug has

been prescribed; provided, that such drug is recognized for treatment of that specific type of cancer in one of

the standard reference compendia or in the medical literature.“

1419personal communication, Aaron Kosloski, General Council, South Carolina Medical Association and

past Council, State Board of Medical Examiners, May 10, 2000.

1420personal communication, Mr. Wilbur Harding, Director, Bureau of Drug Control, SC Department of

Health and Environmental Quality, May 17, 2000.  Mr. Harding indicated that no physician has been

prosecuted solely for off-label prescription during the seven years that he has been in his position. He also

confirmed that the regulations do indeed apply to all controlled substances in Schedules II-V, not just

Schedule II drugs. He was in favor of the bill to eliminate the regulations against off-label prescriptions.

1421S.C. Bill # 959.

1422personal communication, Aaron Kosloski. May 10, 2000.
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discretion when prescribed off-label. 
FDA and DEA cannot prohibit the off-label uses of controlled substances that have

been approved for prescription use unless Congress grants those agencies such authority.
After FDA approves a Schedule I drug for medical use,  each state must also formally
approve the rescheduling of that drug from Schedule I to Schedule II to permit its medical
use within that state. The bills that will need to be introduced in State legislatures
rescheduling a psychedelic drug from Schedule I to Schedule II create a legislative vehicle
that could also be used to propose restrictions on off-label use. The fact that only one State
has ever limited the off-label use of controlled substances, with that limitation likely to be
repealed in the near future,  suggests that it is not likely that off-label prescriptions will be
prohibited in most or all of those states that follow the lead of the FDA and approve the
medical use of a psychedelic drug.  

 The primary focus of regulations to control misuse, abuse and diversion with
respect to psychedelic psychotherapy cannot lie in the control of off-label prescriptions.
Control over off-label prescription, even if it could be implemented,  would not in any case
address the problem of misuse, abuse and diversion from prescriptions written in
accordance with the labeled indication. 

The most fruitful vehicles for regulatory efforts to minimize misuse, abuse and
diversion in psychedelic psychotherapy lies instead in the control of the practitioners
themselves,  in the establishment of minimum standards for the settings in which these
practitioners are permitted to practice, in  limitations on the distribution of the drug, and in
the creation of a national registry of patients. The question to be addressed next is whether
FDA actually has the authority to impose such special restrictions.

Basis of FDA Claims of Authority to Impose Special Restrictions   
 FDA has asserted the authority to impose special restrictions on the use of drugs

that pose special safety risks and also meet the qualifications for designation under the fast

track (Subpart E) and accelerated approval programs (Subpart H).1423    
In 1988,  FDA created the fast track Program (Subpart E) to expedite the

development of drugs for life-threatening or severely debilitating illnesses for which no

adequate medications were available.1424  The definition of “serious and life-threatening

illnesses,” was initially proposed in the “treatment IND” regulations,1425 which provided
access to experimental drugs to patients outside of a controlled trial under certain limited

conditions.1426 In December 1992, FDA created the accelerated approval program (Subpart

142321 CFR 314.520 Approval with restrictions to assure safe use.

1424Procedures for Drugs Intended to Treat Life-Threatening or Severely Debilitating Illnesses. 1988 Interim

Rule. (21 CFR 312.80 through 312.88 (Subpart E).  53 FR 41516 (October 21, 1988).

1425An important additional element in the treatment IND program was that access to unapproved drugs was

permitted only if there were no alternative medicines available.  Investigational New Drug, Antibiotic, and

Biological Drug Product Regulations; Treatment Use and Sale.  52 FR 19466 (May 22, 1987).
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H),1427 which was similar to the fast track program, in order to respond to the dire need for

AIDS medications.1428 To qualify for the accelerated approval program, a drug needed to

show potential to treat some aspect of a condition that is serious or life-threatening.1429 If
there were approved treatments for the condition, the drug could still qualify for the

accelerated drug approval program if it responded to a medical need that was unmet.1430 The
criteria were the same as for fast track drugs. The innovation in the accelerated approval
program was that drugs for serious or life-threatening illnesses for which no adequate
medications were available could be approved sooner than was usually the case in the drug
review process. Approval could be granted “on the basis of adequate and well-controlled
trials establishing that the drug [or biological] product has an effect on a surrogate endpoint
that is reasonably likely, based on epidemiologic, therapeutic, pathophysiologic, or other
evidence, to predict clinical benefit or on the basis of an effect on a clinical endpoint other

than survival or irreversible morbidity.”1431 In the case of AIDS drugs, approval could be
based on reduced viral loads, as opposed to the more difficult and time-consuming standard
endpoint of enhanced survival time.

 As part of the accelerated approval program, FDA designed a regulation that gave
itself the authority to impose special controls on prescription drugs “whose safe and

effective use requires limitations on distribution or use.”1432 Mechanisms of control would
include the option to “(1) restrict distribution to certain facilities or to physicians with special
training or experience, or  (2) condition distribution on the performance of specified medical

procedures.”1433  Though the regulations giving FDA authority to impose special controls on

1426The treatment IND program and the expedited access program were often accompanied by a requirement

that the drug sponsor carry out post-approval studies on various aspects of the performance of the drug.

These studies were called Phase IV studies. Finkel M. Phase IV Testing: FDA Viewpoint and Expectations.

33  FDC L 181 (1978). Mattison N, Richard B. Postapproval Research Requested by the FDA at the time

of NCE Approval, 1970-1984.  Drug Info  J 21 (1987): 309.

1427New Drug, Antibiotic, and Biological Drug Product Regulations; Accelerated Approval. 57 Fed Reg

58942 (December 11, 1992).

1428The accelerated approval program was created in response to pressure from AIDS activists who wanted

the FDA to speed up its approval process for medicines to treat AIDS. The activists justified their call for

changes in FDA procedure by noting that AIDS was a fatal disease for which there were no effective

medications.

1429Lumpkin M. Accelerating Drug Development: Regulatory Initiatives in the US. DIA EuroMeeting

2000, March 9, 2000. Slide 7.  http://www.fda.gov/cder/present/dia-nice2000/dianice1/sld007.htm

1430Ibid., Slide 8.  http://www.fda.gov/cder/present/dia-nice2000/dianice1/sld008.htm

143121 CFR 314.510 

1432 57 Fed Reg 58942 (December 11, 1992) Section IV (B- 6).

143321 CFR §314.520 and 601.41. 
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prescription drugs appear only in the Subpart H section of the regulations, FDA chose not to
limit the scope of these regulations only to Subpart H drugs in the accelerated approval
program that had been approved on the basis of surrogate endpoints. FDA designed its new
powers to apply to all drugs enrolled into the fast track and accelerated approval programs,
as well as to all drugs “that have been studied for their safety and effectiveness in treating
serious or life-threatening illnesses and that provide meaningful therapeutic benefit to
patients over existing treatments (e.g. ability to treat patients unresponsive to, or intolerant
of, available therapy, or improved patient response over available therapy),” regardless of
whether or not the drugs have been formally entered into either the fast track or accelerated

approval program.1434 1435 For example, in September 1997,  FDA approved the medical use
of thalidomide for the treatment of erythema nodosum leprosum (ENL), a complication of

leprosy.1436 FDA claimed authority under the accelerated approval regulations to regulate

thalidomide more extensively than any other drug other than methadone.1437  According to
FDA, “ENL is a serious, severe complication of leprosy for which no good alternative

therapies are presently available for many people with this disease.”1438 FDA announced
“Because of thalidomide’s potential for causing birth defects, FDA invoked unprecedented

regulatory authority to tightly control the marketing of thalidomide in the United States.”1439

FDA’s authority to impose special controls over the use of thalidomide were claimed to stem
from  the Subpart H regulation, even though the approval of thalidomide was not based on

surrogate endpoints but on standard outcome measures.1440 

143421 CFR 314.500 Scope.  57 FR 58942 (December 11, 1992). At 64 FR 402 (January 5, 1999), Sec.

314.500 was amended by removing the phrase ``and antibiotic'', effective May 20, 1999.

1435In addition to the fast track and accelerated approval programs, FDA also has a system of priority

review. Drugs can qualify for priority review  “if they provide a significant improvement compared to

marketed products in the treatment, diagnosis or prevention of a disease, eligibility is not limited to drugs

for a serious or life-threatening disease.” (FDA Guidance- Fast Track Drug Development Programs –

Designation, Development and Application Review. September 1998. Procedural  9.)  The priority review

program is not associated with regulations providing  FDA the authority to impose special restrictions as a

condition of approval.

1436FDA Talk Paper T97-44 Sept. 22, 1997 FDA Issues Approvable Letter to Celgene for Thalidomide,

http://www.fda.gov/bbs/topics/ANSWERS/ANS00820.html                       

143721 CFR 314.520.

1438FDA Talk Paper T97-44 Sept. 22, 1997.              

1439Thalidomide Information Page, FDA/CDER  http://www.fda.gov/cder/news/thalinfo/default.htm

1440 FDA commented, “At least 70-80 percent of patients with ENL responded to thalidomide therapy with

improvements in skin lesions as assessed in double blind, controlled clinical trials, compared to

approximately 25 percent of patients given placebo.”  FDA Talk Paper T97-44 Sept. 22, 1997  FDA Issues

Approvable Letter to Celgene for Thalidomide,

http://www.fda.gov/bbs/topics/ANSWERS/ANS00820.html  
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 In proposing these additions to its regulatory arsenal, FDA may be looking to
Europe as a model. The European Agency for the Evaluation of Medicinal Products, the
organization that regulates pharmaceutical drugs for a population of about 360 million
Europeans, has the legal authority to restrict the prescription of certain drugs to physicians

with special expertise or training and to limit distribution only to hospital pharmacies.1441

FDA’s assertion that it has the authority to impose additional restrictions on certain
drugs is of significance to the regulation of marijuana and the psychedelics.  In the context
of the accelerated approval program, FDA commented that  “drugs for the treatment of
depression and psychosis would be examples of those that could be covered by the

accelerated approval program,” especially if they carried unusual safety risks.1442

Psychedelics have been proposed for the treatment of depression and psychosis,1443 though
only in closely monitored situations that offer the opportunity for prolonged post-treatment
supervision and therapy.  This application might be exactly the type of medical treatment that
is not safe unless there are additional restrictions on use within certain facilities with

specially trained personnel.1444

1441Article 3, part 3 of the Council Directive 92/26/EEC of March 31, 1992, Official Journal of the

European Communities No L 113/5 states that “ the competent authorities may fix sub-categories for

medicinal products which are available on medical prescription only. In that case, they shall refer to the

following classification: ...(c_ medicinal products on restricted medical prescription, reserved for use in

certain specialized areas.”  Article 3, part 3 expands by noting, “Where members provide for the sub-

category of medicinal products subject to restricted prescription, they shall take account  of the following

factors: —the medicinal product, because of its pharmaceutical characteristics or novelty or in the interests

of public health, is reserved for treatments which can only be followed in a hospital environment,—the

medicinal product is used in the treatment of conditions which must be diagnosed in a hospital environment

or in institutions with adequate diagnostic facilities, although administration and follow-up may be carried

out elsewhere, or—the medicinal product is intended for outpatients but its use may produce very serious

side-effects requiring a prescription drawn up by a specialist and special supervision throughout the

treatment.” Richard Kingman, who kindly drew my attention to this feature of the European drug approval

process, reported that this regulation was entirely noncontroversial, and neither the British Medical

Association nor the Royal Pharmaceutical Society of Great Britain included a reference to this section in

their testimony on medical issues before the Select Committee on the European Communities of the UK

House of Lords.  Mr. Kingman speculated that that lack of controversy may have been due to the fact that

the health systems in Europe are “either administered as a public entity or heavily regulated by public

authorities. Thus, if the decision is made that a drug should be restricted to specialist centers, this can

[already] be done by administrative action through the health services, rather than the medicines approval

process.”  Letter of  January 10, 1997. For more information on the European system of drug approval, see

FDA Reform and the European Medicines Evaluation Agency, 108 Harv. L Rev. 2009. June 1995.

144257 Fed Reg 58942 (December 11, 1992) Section IV (B- 6).

1443Grof S.  LSD Psychotherapy.Pomana, CA: Hunter House, 1980.  

1444One example in which a physician requires special training and experience before being licensed to
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 Marijuana for the treatment of AIDS wasting syndrome would be considered a drug
for the treatment of a life-threatening illness, since patients with advanced cases of AIDS
were specifically identified as having immediately life-threatening illnesses. The advent of
protease inhibitors that prevent AIDS wasting would probably limit the use of marijuana
only to patients whose wasting syndrome was not successfully treated with those drugs.
Marijuana for the treatment of nausea and vomiting associated with cancer chemotherapy
would qualify in the subset of patients for whom existing antiemetic medications do not
adequately control the side effects of chemotherapy. Marijuana for the treatment of spasticity
might not qualify,  because spasticity is not life-threatening and the symptoms do not lead to
additional morbidity. Marijuana for the treatment of glaucoma might qualify,  since
blindness is a serious outcome, though the marijuana would need to be the treatment of last
resort,  since there are already other medications approved for glaucoma.

Mr. Eric Katz, Senior Policy Analyst for the US Public Health Service,  questioned
FDA’s assertion of its new authority when he wrote in 1993 that,  “The FDA can and has
imposed such limits [on appropriate uses] on drug labeling but is powerless in this regard

once the drug enters commerce.”1445 FDA promulgated its regulations for the accelerated
approval process despite the fact that a judicial ruling in American Pharmaceutical
Association v. Weinberger  explicitly rejected FDA’s argument that it had statutory authority
to impose restrictions on the distribution of prescription drugs.

The FDA tried to justify the limits it claimed it could impose on prescription drugs in
its accelerated approval program by distinguishing its assertions of statutory authority from

those rejected in the decision in American Pharmaceutical Association v. Weinberger.1446 In
that case, the Court had ruled that the FDA had no right to limit the distribution of a drug
that was safe when used as approved, even though there was a risk of misuse. When
issuing the accelerated approval regulations,  FDA claimed that, “The Court of Appeals
determined that the type of misuse associated with methadone, i.e. misuse by persons who
have no intent to try to use drugs for medical purposes, differed from safety issues
contemplated for control under [the accelerated approval program]... The restrictions under
these provisions would be imposed on the sponsor only as necessary for safe use under the

prescribe a drug is with the use of radioactive drugs in nuclear medicine. These special requirements

however, are imposed not by the FDA but by the Nuclear Regulatory Commission, which has independent

jurisdiction over the use of these medicines.  50 FR 30616 (July 26, 1985), 47 Fed Reg 3228  January 22,

1982) and 47 Fed Red 54376 (December 2, 1982).

1445Katz E. Europe’s Centralized New Drug Procedures: Is the United States Prepared to Keep Pace?  48

Food Drug Cosm L  J 577 (1993): 584.

144637 FR 6940 (April 6, 1972);  37 FR 26790 (December 15, 1972). Both of these regulations  attempted

to control the distribution of methadone but were later withdrawn as a result of the decision in American

Pharmaceutical Assn. v. Weinberger, 377 F. Supp. 824 (D.D.C. 1974), affd. sub. nom., American

Pharmaceutical Assn. v. Mathews, 530 F. 2d 1054 (D.C. Cir. 1976).  
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extraordinary circumstances of the particular drug and use. Without such restrictions, the
drugs would not meet the statutory criteria,  could not be approved for distribution and

would not be available for prescribing or dispensing.”1447 Though somewhat compelling,
this argument sounds similar to the unsuccessful argument made by DEA when it claimed
that Marinol was not safe for distribution unless additional restrictions were placed
restricting any off-label uses. 

According to Mr. Peter Hutt, an attorney with experience litigating the limits of FDA
authority,  FDA may well be overreaching in its promulgation of these regulations, which
might not withstand legal challenge. No test cases challenging FDA’s authority to approve a
drug with special restrictions have arisen, in part because thalidomide is the first instance in
which requirements for specialized training or experience have been formally imposed in the

United States under the accelerated approval program regulations.1448 1449 Legal challenge to
the thalidomide regulations is unlikely due to a widespread public consensus supporting the
fundamental need to prevent fetal exposure to thalidomide. Legal challenge is also unlikely,
since the training that is required to prescribe thalidomide is relatively minimal. Any
physician who wants to participate in prescribing thalidomide can do so without much time

or trouble.1450

Possible Challenges to FDA Authority to Impose Restrictions on Psychedelic
Psychotherapy

  The training that will be proposed in this Chapter for physicians before they will be
permitted to deliver psychedelic psychotherapy will be much more extensive than the
minimal training required to prescribe thalidomide. The limitations on the prescription of
thalidomide had to do with relatively simple but comprehensive precautions to prevent
exposing a fetus to thalidomide. Only physicians who complete this training are permitted to
prescribe it.  The training that will be required for the prescription of a psychedelic drug as
an adjunct to psychotherapy will involve the teaching of a new method of treatment.
Furthermore, this Chapter will propose that the prescription of psychedelic psychotherapy
be limited only to board-certified psychiatrists, excluding general practitioners, neurologists

and all other physicians from prescribing psychedelics.1451 The more extensive nature of

144757 Fed Reg 58942 (December 11, 1992)  Sec 3, (E -  paragraph 20). 

1448personal communication, Peter Hutt, January 16, 1997.

1449Special restrictions have also been placed on the use of the drug Chymopapain, owned by  Knoll.

Chymopapain is used for the treatment of documented herniated lumbar intervertribal discs. FDA has

required that it be used only in a hospital setting by physicians experienced and trained in the diagnosis of

lumbar disc disease and all acceptable treatment modalities including surgery and the management of all

potential complications. Facts and Comparisons, St. Louis: Steven Hebel Publishing, January 2000.

1450Frequently Asked Questions Concerning Thalidomide.  “17. How do physicians/pharmacies enroll in the

S.T.E.P.S. program? Physicians and pharmacies will receive a mailing from Celgene, which will include

instructions on how to register in the program.”  http://www.fda.gov/cder/news/thalinfo/thalfaq.htm 
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these proposed restrictions could increase the incentives for some physicians to file a legal
challenge to FDA’s authority to insist on special training requirements. Legal challenge to
FDA’s authority to impose special restrictions might also come from parties that were
opposed to the medical use of marijuana or psychedelics and saw such special restrictions as
a necessary component of FDA approval of those drugs. Challenge could also come from

parties that were opposed on principle to the expansion of FDA’s authority.1452 FDA’s
authority to impose special restrictions could conceivably be subjected to legal challenge
even by the sponsor, although the incentives of the sponsor would be to support the
restrictions in order to expedite the approval process and to limit misuse, abuse and
diversion of its drug.

The authority claimed by FDA to be able to impose special restrictions on the
potential prescription use of drugs as a result of provisions in the accelerated approval

program remains unchallenged.1453 As a result,  it would be unwise to base any proposed
regulatory framework for psychedelic psychotherapy only on the accelerated approval
provisions, at least until their legal status is clarified. Therefore, a voluntary system of
controls accepted by the sponsor will also be proposed to supplement FDA authority under
the accelerated approval provisions.

Voluntary Limits on the Prescription Use of Psychedelics 
When FDA initially promulgated its regulations for the accelerated approval

program, it made the remarkable statement that  “the restrictions on use will be tailored to the
specific safety issue raised by the particular drug or biological product and agreed to by the

applicant at the time of approval(emphasis added).”1454 The inclusion of the statement about
obtaining the agreement of the applicant points the way to a little-known aspect of FDA
regulation - voluntary agreements signed by the drug sponsor as a condition of getting a
drug approved for marketing. Just how voluntary these agreements are is open to question,

1451Alternatively, a performance test of sorts could be developed to evaluate any physician interested in

prescribing psychedelics. This is not the option recommended for reasons to be discussed later in this

chapter.  

1452Whether these parties would have standing to sue is another issue.

1453FDA’s proposed restriction of prescribing authority of RU-486 to doctors who can perform surgical

abortions may generate a legal challenge, if negotiations between the sponsor, the Population Council, and

FDA do not remove this restriction. According to Dr. Wendy Chavkin, a professor of public health at

Columbia University, “To encumber a drug like this is extremely unusual for the FDA... We have Viagra

that went out in widespread fashion even though there was some suggestion that it might cause serious

cardiovascular events. In contrast, this is a highly studied drug where the safety and efficacy have been

demonstrated. That indicates how the political climate is really interfering in the science.” Stolberg S. FDA

Adds Hurdles in Approval of Abortion Pill. NY Times (June 8, 2000):A18.

145457 Fed Reg 58942 (December 11, 1992), II (D).
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given the asymmetries in the balance of power between the FDA and the sponsor at the time

of NDA review.1455 Most agreements between sponsors and the FDA are specified in the
approval letters, which are made public. How these agreements were reached is much more
difficult to determine.   

 Sponsors of the medical use of marijuana and psychedelics may be willing to accept
a wide range of controls in the context of voluntary agreements, making it possible to
implement a wide range of policy options. If the regulatory controls that  FDA decides to
impose are supplemented by voluntary agreements, as solid a legal framework as possible,
short of new Congressional action, will be created for the enforcement of the restrictions.
Mutual agreements between the FDA  and the sponsors of the medical use of marijuana or
psychedelics offer the best opportunity to create a system of regulatory controls that will
permit  the medical benefits of these drugs to be realized,  while ensuring the minimization
of misuse, abuse and diversion.

Regulatory Authority for Restrictions on Advertising of Approved Medical Uses
Under current FDA regulations, pharmaceutical companies can advertise any of their

approved drugs to medical professionals  or direct to consumers, regardless of whether the
drugs are in Schedule II and considered to have a high potential for abuse or are over-the-

counter drugs with a low potential for abuse.1456 1457 1458 FDA regulations do govern the type
and amount of information that can be communicated, but FDA has no authority to limit
advertising as long as it meets four basic criteria: “1) it is not false or misleading in any
respect..., 2) presents a fair balance between information about effectiveness and risk, 3)
includes a thorough major statement conveying all of the products’ most important risk
information in consumer-friendly language, 4) communicates all information relevant to the

products’ indication in consumer-friendly language.”1459  If FDA were to approve a form of

1455Discussing FDA’s system of obtaining voluntary agreement from sponsors for Post-Approval Research

(PAR, also known as Phase 4 studies), some students of FDA have noted, “the operation of this PAR

system depends primarily on the voluntary cooperation of the sponsoring company... However, this may

suggest more willing compliance by the industry than in fact is the case. According to representatives of the

industry, firms generally agree to PAR as an expediency – failure to do so, they believe, would result in

long delays in approving the drug.” Mattison N, Richard B. Postapproval Research Requested by the FDA

at the Time of NCE Approval, 1970-1984. Drug Info J 21 (1987): 309.

145621 CFR 202 Prescription Drug Advertising.  For FDA’s most recent statement on direct-to-consumer

advertising, see FDA Guidance For Industry  Consumer-Directed Broadcast Advertisements, August 1999.

http://www.fda.gov/cder/guidance/1804fnl.pdf   and   http://www.fda.gov/cder/guidance/1804q&a.htm

1457Council on Ethical and Judicial Affairs of the American Medical Association. Direct-to-Consumer

Advertisements of Prescription Drugs. Food Drug Law J 55 (2000) 1:119-124.

1458Reeves K. Direct-to-Consumer Broadcast Advertising: Empowering the Consumer or Manipulating a

Vulnerable Population? Food Drug Law J 53 (1998) 4:661-679.
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psychedelic psychotherapy, it would have no ability to prohibit the sponsor from advertising
its approved use. If FDA wanted to place limits on such advertising, the limits would need
to be voluntarily accepted by the sponsor.

Even FDA’s authority  to limit the information that pharmaceutical companies can
present to physicians about off-label indications, granted to FDA by Congress in the Food

and Drug Modernization Act of 1997 (FDAMA),1460 1461 1462 has been held to be

unconstitutional  by the Courts.1463 1464 The D.C. District Court ruled, “The government,
however benign its motivation, simply cannot justify a restriction of truthful nonmisleading
speech on the paternalistic assumption that such restriction is necessary to protect the listener

from ignorantly or inadvertently misusing the information.”1465

The issue of concern in regard to advertisements for the medical use of a psychedelic
drug as an adjunct to psychotherapy is whether the public dissemination of that information
will stimulate non-medical use of the substance, with the possibility that some amount of
harm to the public health will result. Alternatively, the medical use of a psychedelic “might
discourage non-medical use by associating the drug with often-painful treatment rather than

with pleasure.”1466 However, advertisements would not be likely to emphasize any
emotionally painful aspects of psychedelic psychotherapy.  Any harmful impact on public
health caused by advertising  would need to be balanced against public health benefits
resulting from the advertising. Ads targeted to the specific patient group for which
psychedelic psychotherapy has been approved can stimulate patient interest in the newly
approved treatment, with successful treatments generating public health benefits. In
advertisements to patient groups, the fear of generating non-medical use seems somewhat
reduced, since legal opportunities that could be covered by insurance are being offered for
the drug treatment. 

1459Consumer-Directed Broadcast Advertisements, August 1999:  2.

1460Food and Drug Administration Modernization Act of 1997. 105 PL 115  §401, Dissemination of

information on new uses.  

146163 Fed Reg 64556-88 (November 20, 1998) Dissemination of information on unapproved/new uses for

marketed drugs, biologics, and devices--FDA Final Rule.

1462Bass I, Kalb P, Berenson B. Off-Label Promotion: Is FDA’s Final Guidance on Industry-Supported

Scientific and Educational Programs Enforceable? Food Drug Law J53 (1998) 2:193-212.

1463Washington Legal Foundation v. Friedman, Civ. No. 94-1306. slip op. (D.D.C. July 30, 1998).

Washington Legal Foundation v. Henney and Shalala, 56 F. Supp. 2d 81 (D.D.C. 1999).. 

1464Gibbs J. First Amendment Limits on Regulating Information: An Initial Reaction to the Washington

Legal Foundation Case.  Food Drug Law J. 53 (1998) 4:597-601.

1465Washington Legal Foundation v. Henney and Shalala, 56 F. Supp. 2d 81 (D.D.C. 1999).   

1466Kleiman M. Proposed Therapeutic Uses of MDMA: Risks and Benefits  in Decisions about Research

Approval and Approval as Medicine. Talk at Conference on Clinical Research with MDMA and MDE. Dead

Sea, Israel. Sept 1, 1999.  http://www.maps.org/research/mdma/israel/kleimantalk.html 
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As discussed in Chapter 4, it  is reassuring to see that there has been a slight decline
in non-medical use patterns for marijuana since 1996 on both state and national levels even
though there has been massive publicity about successful state initiatives legalizing
marijuana’s medical uses.  Of course, it cannot be determined whether these slight declines
would have been even larger in the absence of the substantial amounts of information in the
media about the medical uses of marijuana.

Regardless of what the actual net  public health impact would be of advertisements
about the medical use of psychedelic psychotherapy, FDA is powerless to prohibit the ads.
Any regulations on advertisements of psychedelic psychotherapy would need to be the
subject of a voluntary agreement between FDA and the sponsor. Voluntary agreements can
still be enforced, with companies with products in the development pipeline being especially
unlikely to try to renege or violate agreements with FDA.     

Regulatory Design by Analogy
The next section of this chapter will focus on the regulation of methadone,

thalidomide and electroconvulsive therapy (ECT). The regulation of these medical treatments
will be analyzed in an effort to derive lessons from those cases that may prove instructive in
the design of a regulatory system for psychedelic psychotherapy. These lessons will be used
as a basis for the elaboration of a  regulatory system for psychedelic psychotherapy that will
follow the analysis of these cases.  

Restrictions on Medical Practice: The Methadone Exception
The major exception to the limitations in FDA and DEA authority to regulate the

practice of medicine is the unusually detailed and intrusive regulation of the medical use of

methadone in the treatment of narcotic addiction.1467 Virtually every aspect of the use of
methadone in the treatment of narcotic addiction has been regulated,  including specific
restrictions on dosages, patient selection and retention, time limits for short-term and long-
term detoxification, criteria for take-home dosages, facilities for distribution, organizational
structure, training of staff, staff/patient ratios, frequency and type of urine or blood testing
of subjects, required counseling and health services, recordkeeping, HIV counseling
requirements, and so on. 

The legal justification for this exceptional set of regulations is that FDA and DEA are
acting under special authority granted by Congress to the Secretary of Health and Human

Services and the Attorney General,  as part of the Controlled Substances Act of 1970.1468

The relevant section of law was very simple, stating that “The Secretary of Health,

146721 CFR 291 Drugs Used for Treatment of Narcotic Addicts.  291.501 Narcotic drugs in the maintenance

treatment of narcotic addicts. 291.505 Conditions for the use of narcotic drugs; appropriate methods of

professional practice for medical treatment of the narcotic addiction of various classes of narcotic addicts

under section 4 of the Comprehensive Drug  Abuse Prevention and Control Act of 1970.   

1468Controlled Substances Act of 1970. Title 1, Sec. 4 Medical Treatment of Narcotic Addiction.
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Education and Welfare, after consultation with the Attorney General and with national
organizations representative of persons with knowledge and experience in the treatment of
narcotic addicts, shall determine the appropriate methods of professional practice in the
medical treatment of the narcotic addiction of various classes of narcotic addicts, and shall

report thereon from time to time to Congress.”1469 These methods of professional practice

have been elaborated in a series of federal regulations over the years.1470   
The 1970 statute applies only to the treatment of narcotic addiction. In the context of

the Act, a narcotic drug was defined primarily as a derivative of opium or cocaine.1471 As a
result, the statute contains no legal authority for regulations governing any other prescription
use of methadone, such as in the treatment of pain, for which physicians can and do
prescribe as they deem necessary.  Importantly, the statute does not specifically mention
methadone as the only treatment of narcotic addiction. It refers only to “the medical
treatment of the narcotic addiction of various classes of narcotic addicts.” Nor does the
statute define “medical treatment” in any way. 

This statute has important implications for the use of psychedelics to treat heroin or

cocaine addiction, a use that has been proposed for ibogaine,1472 LSD,1473 ketamine,1474 and

1469Ibid.

147037 FR 6940 (April 6, 1972); 37 FR 26790 (December 15, 1972); 41 FR 28261 (July 9, 1976); 41 FR

17962 (April 29, 1976) ; 42 FR 46698 (September 16, 1977); 42 FR 56897 (October 28, 1977);45 FR

62694 (September 19, 1980); 48 FR 41049 (September 13, 1983); 52 FR 37046 (October 2, 1987); 54 FR

8954 (March 2, 1989); 54 FR 8973 (March 2, 1989);  54 FR 50226 (December 4, 1989). 58 FR 495

(January 6, 1993); 58 FR 38704 (July 20, 1993—this concerned the addition of LAAM as a drug to be used

in the treatment of narcotic addiction).  A recent development is described in 64 FR 39810  (July 22, 1999),

“The Secretary of the Department of Health and Human Services (the Secretary) (DHHS) is proposing to

revise the conditions for the use of narcotic drugs in maintenance and detoxification treatment of opioid

addiction. The proposal includes the repeal of the existing narcotic treatment regulations enforced by the

Food and Drug Administration (FDA), the creation of a new regulatory system based on an accreditation

model under new 42 CFR part 8, and a shift in administrative responsibility and oversight from FDA to the

Substance Abuse and Mental Health Services Administration (SAMHSA). This proposal follows a study by

the Institute of Medicine (IOM) and reflects recommendations by the IOM and several other entities to

improve narcotic addict treatment by allowing for increased clinical judgment in treatment. The proposal is

also part of DHHS's Reinvention of Government review.”  The most recent proposal for new regulations is

65 FR 125895 (May 4, 2000), Opioid Drugs in Maintenance and Detoxification Treatment of Opiate

Addiction; Conditions for the Use of Partial Agonists Treatment Medications in the Office-Based Treatment

of Opiate Addiction.

1471Controlled Substances Act of 1970. Sec 102 (16).

1472Mash D, Kovera C, Buck B, Norenberg M, Shapshak P, Hearn L and  Sanchez-Ramos J. Medication

Development of Ibogaine as a Pharmacotherapy for the Treatment of Drug Dependence.  Ali S. (ed.)

Neurochemistry of Drugs of Abuse- Cocaine, Ibogaine and Substituted Amphetamine. Ann  N Y Acad

Scien 844 (1998): 274-292.
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MDMA.1475 As a result of these statutes,  FDA already has sufficient regulatory authority to
control virtually every aspect of the use of any psychedelic when used in the treatment of
narcotic addiction. FDA can even impose special restrictions on the use in the treatment of
narcotic addiction of ketamine, which is already an FDA-approved prescription drug used as
an anesthetic. FDA authority would not extend to the use of psychedelics in the treatment of
addiction to marijuana, stimulants or depressants, all of which are mentioned in the Act but
are explicitly defined in non-narcotic categories, or for the use of psychedelics in  the
treatment of alcoholism or tobacco addiction, since neither alcohol nor tobacco is covered by
the Controlled Substances Act of 1970.

One additional law, the Narcotic Addict Treatment Act of 1974,1476 grants authority
to the Attorney General  and the Secretary of Health and Human Services to regulate the
treatment of narcotic addiction. This law defines detoxification treatment to be the use of a
narcotic drug for a period of 21 days or less, and maintenance treatment to be the use of a
narcotic drug for a period in excess of 21 days. While the Controlled Substances Act only
permitted the regulation of the medical treatment of narcotic addicts, the Narcotic Addict

Treatment Act of 1974 extended controls to the registration of the treatment providers.1477

The language of the Narcotic Addict Treatment Act of 1974 is more specific than that of the
Controlled Substances Act and clearly applies only to the use of narcotic drugs in the
treatment of narcotic addiction. There is no statutory authority to require special registration
of practitioners approved to use non-narcotic drugs (e.g. psychedelic drugs) in the treatment
of narcotic addiction, nor is there any authority to require that practitioners of psychedelic
psychotherapy in the treatment of narcotic addiction be  “determined by the Secretary to be
qualified (under standards established by the Secretary)” to engage in such treatment.

1473Savage C, McCabe O.  Residential psychedelic (LSD) therapy for the narcotic addict. A controlled

study.  Arch Gen Psychiat 28 (Jun 1973) 6:808-14.

1474Dr. Krupitsky’s current research into the use of ketamine in the treatment of heroin addicts is described

in Chapters 4-5. see also  Krupitsky (1999).  

1475No clinical trials into the use of MDMA in the treatment of heroin or cocaine addiction have been

submitted to regulatory authorities. However, there are numerous anecdotal reports of the effectiveness of

MDMA in helping to treat cocaine and heroin addiction. 

1476Narcotic Addict Treatment Act of 1974. 93 P.L. 281; 88 Stat. 124. May 14, 1974.  

1477Ibid. Sec 303. 21 USC §823 (g) The Secretary is required to determine whether the practitioner is

”qualified (under standards established by the Secretary) to engage in the treatment with respect to which

registration is sought”  and whether the practitioner will “comply with standards established by the

Secretary (after consultation with the Attorney General) respecting the quantities of narcotic drugs which

may be provided for unsupervised use by individuals in such treatment.”  The Attorney General is required

to determine if the practitioner will comply with “standards established by the Attorney General respecting

(A) security of stocks of narcotic drugs for such treatment, and (B) the maintenance of records (in accordance

with section 307) on such drugs. 
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IOM and NIH Review of Methadone Regulations 
A systematic review of the regulations governing the medical use of methadone was

requested of  the Institute of Medicine (IOM) in 1992 by the U.S. Public Health Service.1478

The IOM report, published in 1995,  noted that  no evaluation of the “underlying
assumptions or long-term consequences of the regulations”  had been conducted in over
twenty years  and concluded that the regulations “put too much emphasis on protecting
society from methadone, and not enough on protecting society from the epidemics of

addiction, violence and infectious diseases that methadone can help reduce.”1479   
The IOM report also noted that “there is no compelling medical reason, in the

committee’s view, for regulating methadone differently from all other medications approved

by FDA, including Schedule II controlled substances.”1480 Nevertheless, the IOM report
concluded that there were other benefits of the increased regulation of methadone such as
helping to “maintain community support for methadone treatment programs... encourage
comprehensive care and provide guidance to state authorities, hospitals, and medical

practitioners.”1481

The IOM report noted that regulations were the principal mechanism by which the
FDA, NIDA and DEA  controlled the medical use of methadone in the treatment of
addiction, even though the legislation left to the discretion of the agencies all decisions about
the appropriate mechanisms of control. The IOM report found that the regulations were
frequently too rigid and  recommended the consideration of alternative mechanisms such as

clinical practice guidelines and quality assurance systems.1482 The Committee felt that these
alternative mechanisms were not sufficiently developed to justify immediate implementation,
but urged that they be considered for possible future use.

The  statement that emerged from the 1997 NIH Consensus Conference on
methadone also noted the excessive nature of the regulation of methadone and proposed

educational approaches for the improvement of treatment practices.1483 1484 The NIH
Consensus statement concluded,

1478Rettig R, Yarmolinski A, eds. Federal Regulation of Methadone Treatment.Washington, DC:  Institute

of Medicine, National Academy Press, 1995.  

1479Ibid.,3.

1480Ibid.,4.

1481Ibid.,5.

1482Ibid., 222-226.

1483Morey S. NIH Consensus Panel Advocates Increased Access to Treatment for Opiate Addiction. Am

Fam  Phys  58 (September 1, 1998) 3:786-787.

1484 The Consensus statement was widely publicized. It was reprinted in JAMA 280 (December 8, 1998)

22:1936-1943.
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         Of critical importance in improving methadone maintenance therapy
(MMT) of opiate dependence is the recognition that, as in every other
area of medicine, treatment must be tailored to the needs of the individual
patient. Current federal regulations make this difficult if not impossible.
By prescribing MMT procedures in minute detail, FDA regulations limit
the flexibility and responsiveness of the programs, require unproductive
paperwork,  and impose administrative and oversight costs greater than
necessary for many patients. Yet these regulations seem to have little if
any effect on quality of MMT care. We know of no other area where the
Federal government intrudes so deeply and coercively into the practice of
medicine. For example,  although providing a therapeutic dose is central
to effective treatment and the therapeutic dose is now known to be higher
than had been previously understood, FDA’s regulations discourage
such higher doses. However well intentioned the FDA’s treatment
regulations were when written in 1972,  they are no longer helpful. We
recommend that these regulations be eliminated. Alternative means, such
as accreditation, for improving quality of MMT programs should be
instituted. The U.S. Department of Health and Human Services can more
effectively, less coercively,  and much less expensively discharge its
statutory obligation to provide treatment guidance to MMT  programs,
physicians and staff by means of publications, seminars, Web sites,
continuing medical education and the like. 
        We also believe that current laws and regulations should be revised
to eliminate the extra level of regulation on methadone compared with
other Schedule II narcotics.  Currently, methadone can be dispensed only
from facilities that obtain an extra license and  comply with extensive
extra regulatory requirements. These extra requirements are unnecessary
for a medication that is not often diverted to individuals for recreational
or casual use but rather to individuals with opiate dependence who lack

access to MMT programs.1485

Methadone Program Variables and Patient Outcomes
Research has been conducted into which attributes of methadone treatment programs

are related to treatment outcome.1486 1487 One study evaluated 17 clinics in the New York

1485Effective Medical Treatment of Opiate Addiction. NIH Consensus Statement 15 (November 17-19,

1998) 6:19-20. http://odp.od.nih.gov/consensus/cons/mental.htm

1486Ball J, Ross A. The Effectiveness of Methadone Maintenance Treatment: Patients, Programs, Services,

and Outcomes. New York: Springer-Verlag, 1991.

1487Langendam M, Van Brussel G, Coutinho R, Can Ameijden E. Methadone Maintenance and Cessation

of Injecting Drug Use: Results from the Amsterdam Cohort Study. Addiction95 (2000) 4:591-600.
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City area with a sample of 1,179 patients treated over a two-year period from January 1,

1989  to December 31, 1990.1488 Controlling for patient variables, reduced heroin use
during the first year of treatment was associated with “greater director involvement in patient
care and more experience [of the director].” Reduced cocaine use during all years was

associated with greater counselor availability and overall assessment of counseling. 1489

In addition to specific findings, the study concluded with the general observation
that, “programs should have means for measuring key indicators of program quality on a
regular basis and for relating those indicators to patient progress in treatment and outcomes.
Because all programs within a given treatment modality need similar measures, the federal
and state/provincial certifications agencies should take the lead in developing, in cooperation
with the programs, practical self-evaluation protocols that would allow programs to monitor
their internal quality indicators and make adjustments as required to maintain chosen quality

standards.”1490 

Regulating Methadone: Lessons for Psychedelic Psychotherapy
The regulation of methadone suggests that careful thought should be given to the

advantages and disadvantages of restricting psychedelic psychotherapy to specialized
treatment facilities. As both the IOM and NIH reports indicate,  overregulation can have a
negative impact on overall public health. The primary regulatory reform that is being
proposed for the use of methadone in the treatment of narcotic addiction is the shift from
clinic-based administration to office-based treatment. Advantages of permitting methadone
patients to be treated in physician offices include, “(1) distributed geographic access, (2)
avoidance of the stigma associated with attending methadone clinics, and (3) an increased

ability to treat comorbidity in this high-risk population.”1491  According to one estimate,
“methadone maintenance is restricted by federal and state regulations to large specialized

clinics that serve fewer than 20% of the heroin-dependent population.” 1492  
If psychedelic psychotherapy is required to be practiced only in facilities that meet

certain minimum standards, this may indeed reduce access and increase the costs of the
treatment, further reducing access. On the other side of the ledger,  restricting psychedelic
psychotherapy to facilities that meet minimum standards would probably result in increased
patient safety, enhanced treatment outcomes and increased public acceptability for legal

1488Magura S, Nwakeze P, Kang S-Y, Demsky S. Program Quality Effects on Patient Outcome during

Methadone Meaintenance: A Study of 17 Clinics. Subst  Use Misuse34 (1999) 9:1299-1324.

1489Ibid., 1314.

1490Ibid., 1317.

1491Weinrich M. Provision of Methadone Treatment in Primacy Care Medical Practices- Review of the

Scottish Experience and Implications for US Policy.  JAMA 283 (March 8, 2000) 10:1346.

1492McNeely J, Drucker E, Hartel C, Tuchman E. Office-based methadone prescribing: acceptance by Inner-

City Practitioners in New York City.  J Urban Health77 (March 2000) 1:96.
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access to such treatments.
There are several essential differences between psychedelic psychotherapy and

methadone maintenance programs that reduce the costs to patients from restricting treatments
to facilities that meet certain minimum standards. The main distinction between the
treatments is that patients receiving methadone maintenance do so on a daily basis for
extended periods of time. In contrast, psychedelic psychotherapy will likely be administered
one to several times, with several weeks or longer between treatment sessions. Psychedelic
psychotherapy patients suffer less hardship if they need to travel even long distances to the
nearest treatment facility, while travel time is a very important factor to methadone patients.
The relatively few treatment sessions with psychedelic psychotherapy as compared to daily
methadone maintenance further reduce the overall impact of increased costs associated with
treatment in a facility that meets certain minimum standards for facilities and staff. 

Careful weighing of the costs and benefits of imposing regulations that govern the
details of the practice of psychedelic psychotherapy must also be a consideration. The
finding in methadone patients of a positive association between treatment outcome and
greater counselor availability raises the question of whether there would be any benefit in
mandating a certain minimum number of hours of patient interaction with psychedelic
psychotherapy treatment staff. The temptation to micromanage the delivery of psychedelic
psychotherapy should be tempered by the realization that  both the IOM and NIH reports
pointed to excessive regulations on the use of methadone as hindering actual patient care.
Detailed regulations specifying exactly how the psychedelic psychotherapeutic treatment
should be delivered should be used only after there is a demonstrated need for these
regulations.

The suggestion that self-evaluation protocols be developed for methadone providers
is worth implementing in the regulation of psychedelic psychotherapy. The task of creating
these protocols  would ideally become a responsibility shared by FDA and the
sponsor/pharmaceutical company seeking to develop the practice of psychedelic
psychotherapy.

Restrictions on Medical Practice: The Thalidomide Example
 FDA explained its placement of special restrictions on thalidomide by noting,
“Because of thalidomide’s potential for causing birth defects, FDA invoked unprecedented
regulatory authority to tightly control the marketing of thalidomide in the United States. A
System for Thalidomide Education and Prescribing Safety (STEPS) oversight program has
been initiated that includes limiting authorized prescribers and pharmacies, extensive patient
education about the risks associated with thalidomide and a 100% patient registry. This
oversight program is designed to help insure a zero tolerance policy for thalidomide

exposure during pregnancy.” 1493   
In order to prescribe thalidomide, physicians must participate in the educational

1493CDER Thalidomide Information Page, http://www.fda.gov/cder/news/thalinfo/default.htm
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component of the STEPS program and register with that program. The educational and
registration programs are administered by Celgene Corporation,  the pharmaceutical

company marketing thalidomide.1494 All patients, male and female, must comply with
rigorous contraceptive procedures, even though it is not known if thalidomide can be found
in sperm and, if so, whether it would cause birth defects. Male patients must wear condoms
during intercourse, and will be given written and oral warnings. Female patients must use

two forms of contraceptive simultaneously.1495  Female patients need to obtain a written
report from a physician stating that a negative pregnancy test was conducted within 24 hours
of starting the medication. Pregnancy testing  for female patients will continue weekly for
the first month, then biweekly or monthly thereafter depending on the regularity of their
cycles.  All patients must register with the pharmaceutical company and participate in patient
surveys. 

Bruce Williams, Vice President, Celgene Corporation,  explained the Thalidomide
Fetal Exposure Prevention Program. He reported that,  “Key elements of the program are as
follows: patient and physician education, pharmacy registration, counseling on effective
contraception, regular pregnancy testing protocols, informed consent, prescribing
guidelines, and a controlled distribution system. In addition, all patients will be listed in a
registry and followed up with a confidential survey to track compliance and fetal

exposures.”1496 1497

Of special note is the fact that FDA’s thalidomide regulations contain no prohibition
or statement against off-label prescription, due in part to the wide range of conditions it may

treat.1498  Pressure on FDA to restrict off-label use came from an organization of victims of
thalidomide. Randolph Warren, Chief Executive Officer, Thalidomide Victims' Association
of Canada,  expressed the view that the  “association's position is that thalidomide should
only be licensed for the medical condition for which it is approved; for each new intended

1494Celgene has prepared a booklet about thalidomide called Thalomide- Balancing the Benefits and the

Risks. http://www.celgene.com/CelgeneN2.nsf/Media/pdf/$FILE/Balancing.pdf

1495The regulations that concern the patient’s private sexual behavior cannot actually be monitored. They

serve instead to provide a set of clear guidelines for safe behavior. 

1496Thalidomide- Potential Benefits and Risks. An Open Public Scientific Workshop Sept 9-10, 1997.

Executive Summary.  http://www.fda.gov/oashi/aids/thalexe.html 

1497Celgene has actually obtained a patent of some sort for its monitoring system. personal

communication, Mr. Ken Restack, Director of Medical Services, Celgene, June 8, 2000.

1498Ibid. Executive Summary.  Dr. Woodcock explained that “a rapid resolution of symptoms of erythema

nodosum leprosum (ENL) has been reported in patients administered thalidomide, and it is being evaluated

for treating life-threatening diseases such as graft vs. host disease, AIDS wasting, and malignancies.

Thalidomide also may be useful in treating immunologic disorders such as systemic and discoid lupus,

Behcet's disease, Sjogren's syndrome, Crohn's disease, and rheumatoid arthritis. Additional conditions for

which thalidomide is being considered for study include a range of dermatological conditions, macular

degeneration, tuberculosis, and aphthous ulcers.”
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use, the drug should be required to undergo a new application.”1499 FDA, though
sympathetic with the concerns  of the Thalidomide Victims' Association of Canada,  had no
authority to restrict off-label uses and did not make any effort to limit such uses.  

Dr. James Allen, Vice President for Science and Technology, American Medical
Association, also opposed restrictions on off-label uses. A summary  of Dr. Allen’s
comments prepared by FDA indicated that, in his opinion, “physicians will be concerned
about a system that is too restrictive or onerous in terms of paperwork and time required.
Dr. Allen feared that such a system would likely be circumvented instead of used. In
addition, most physicians feel strongly about having the flexibility to prescribe a drug "off-
label" if they believe it to be the treatment of choice for their patient. Another potential
problem lies in developing a system for selecting and accrediting physicians to prescribe
thalidomide. Dr. Allen believed that the issue of accreditation needs careful discussion. Also
problematic for physicians would be a requirement to write a specific diagnosis on a
prescription, which physicians would likely view as a breech of doctor/patient

confidentiality.”1500

In order to ensure that all possible precautions are taken to prevent thalidomide from
causing any additional birth defects,  FDA has taken legal action  “against distribution of

thalidomide through buyers' clubs and other illegal venues.”1501 Dr. Guillermo
Bierzwinsky, Director, Drug Control Directorate of Mexico,  reported that in Mexico, where
thalidomide has been licensed since 1988 for ENL, “The drug is manufactured at a single
plant and directly distributed to infectious disease physicians and dermatologists.

Thalidomide is not sold in drugstores.”1502 Dr. Leo Yoder,  American Leprosy Mission,  has
prescribed thalidomide for more than 20 years. He stated that “there have been no known
cases of birth defects in the United States from the use of thalidomide for ENL, although
some have occurred in other countries where controls and monitoring plans have been less
stringent.” William Zellmer, M.P.H., Vice President, American Society of Health-System
Pharmacists, expressed the opinion that  “pharmacists should be reimbursed for this
additional patient counseling function by the drug manufacturer, and that the compensation

should be "built in" to the cost of the drug.”1503

Ken Restack, Director of Medical Services for Celegene, explained that the patient

registry is being operated by a third party, not by the company itself.1504 Celegene pays for
the recordkeeping project through a contract with the Sloan epidemiolgoical research

1499Ibid. 

1500Ibid. 

1501Ibid. 

1502Ibid. 

1503Ibid. 

1504personal communication, Ken Restack, June 8, 2000.
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organization, which is affiliated with a major university,  The Sloan researchers maintain the
registry and also  can intervene directly with patients and physicians if the safety protocols
are being violated. The registry is considered a research project and has had to be reviewed
and approved by an Institutional Review Board. Mr. Restack noted that  to protect the
privacy of the patients, the company receives reports only with coded identification numbers
instead of names. FDA retains the right to review the patient registry if it chooses to do so.

  Thalidomide has been on the market for a year and a half, has been prescribed to
about 4-5,000 patients, with no reported cases of birth defects.  However, some physicans
and patients have complained that they find the program too onerous and time-consuming.
As a result, the registration system is in the process of being simplified to reduce the
paperwork burden on physicians and to limit the extent of the information on pregnancy-
related side effects given to women who are not fertile. Roughly 80% of the patients use

thalidomide for cancer treatment, and these patients tend to be past the childbearing stage.1505

Regulating Thalidomide: Lessons for Psychedelic Psychotherapy
Several features of the regulation of thalidomide are worth considering in a

regulatory system for psychedelic psychotherapy.  The features of most relevance are the
requirement of special education for the prescribers,  distribution of the drug only to
approved prescribers and only by mail direct from the manufacturer, and the registry of all
patients treated, with long-term follow-up data gathered on all patients. 

Of special note is that the regulatory system for thalidomide is being revised to
reduce excessive precautionary practices. Tbe willingness of FDA to reconsider its
regulations after they have been tested in practice reduces the long-term costs of erroring on
the side of caution in the design of the initial restrictions on the prescription use of
controversial drugs with special risks.

Restrictions on Medical Practice: The Electroconvulsive Therapy Example
 Of all the psychiatric treatments that have been developed over the last 50 years,
electroconvulsive therapy (ECT) might be the only one that is more controversial than
psychedelic psychotherapy. ECT  is a treatment used primarily for  patients suffering from
“delusional and severe endogenous depressions, acute mania, and certain schizophrenic

syndromes.”1506 The ECT treatment as practiced today involves the passing of a brief electric
current through the non-dominant side of an anesthetized patient’s brain, generating a

seizure without causing physical harm to the patient.1507 The treatment is generally repeated

six to twelve times, with two to three treatments per week. 1508 When first introduced in

1505personal communication, Ken Restack, June 8, 2000.

1506Electroconvulsive Therapy. NIH Consensus Statement Online 1985 Jun 10-12 [cited 2000, May 1];

5(11): 4.  http://odp.od.nih.gov/consensus/cons/051/051_intro.htm

1507Fink M. Meduna and the Origins of Convulsive Therapy. Am J Psychiat141 (1984) 9:1034-1041.

1508Electroconvulsive Therapy. NIH Consensus Statement Online. 
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1938 in Italy by Drs. Cerletti and Bini, “ECT was given without the benefit of anesthesia or
muscle relaxants...[it] was frightening to behold and  a severe ordeal for both patients and

staff.”1509 Dr. Max Fink, ECT’s foremost proponent and scholar, has remarked, “Belief that
ECT affects the brain arouses primitive fears that the soul of the individual, one’s inherent
individuality and uniqueness, is affected. And the treatment is portrayed by the media as it
was first perceived—patients being forced to receive treatment against their will, suffering
massive bodily convulsions with consequent fractures and severe confusion, and used by

Svengali-psychiatrists to control the excited and aggressive behavior of  “maniacs.””1510

The public controversy over ECT and the strong reactions to its medical use have
resulted in a situation in which ECT has been subjected to a wide variety of regulations.
Federally, the machines used to induce the seizures have been regulated by FDA as medical

devices.1511 On the state and local level, ECT has been regulated by at least 43 jurisdictions,

with most regulations focusing on requiring written informed consent prior to treatment.1512

1513 1514 In California and Texas, the legislatures went so far as to specify a detailed list of

exactly what needed to be included in the informed consent form.1515 1516 Other regulations
primarily concern “procedures to determine the competency of a patient to consent,
limitations on the use of ECT in minors, the competent patient’s right to refuse treatment,

and the need for concurrence on the appropriateness of ECT by a second psychiatrist.”1517

ECT was prohibited entirely within Berkeley, California.1518 The ordinance was

1509Lebensohn Z. The History of Electroconvulsive Therapy in the United States and Its Place in American

Psychiatry: A Personal Memoir. Comp  Psychiat 40 (May/June 1999) 3:176-177.

1510Fink M. Impact of the Antipsychiatry Movement on the Revival of Electroconvulsive Therapy in the

United States. Electroconvulsive Therapy.  Psychiat Clinics  Nor Am 14 (1991) 4:793.

1511Ibid., 796.

1512Leong G, Eth S. Legal and Ethical Issues in Electroconvulsive Therapy.  Psychiat Clinics  Nor Am 14

(1991) 4:1007-1020.

1513Taub S. Electroconvulsive therapy, malpractice, and informed consent. J Psychiat  Law(Spring 1987):

7-54.

1514Slovenko R. The right of the mentally ill to refuse treatment revisited. J  Psychiat  Law (Fall 1992)

407-434.

1515Cal. Welf.& Inst. Code §5326.2  and Tex. Health § Safety Code §578.003 Consent to Therapy.

1516 If psychedelic psychotherapy becomes approved by FDA, the use of informed consent forms would not

be necessary since the treatment would no longer be considered experimental. In practice, an informal

consent process is a key component of the preparation each patient receives for the treatment sessions. The

therapist works to help each patient develop a voluntary intention to experience whatever emotions may

arise during the session. The patient’s ability to accept the psychological processes that are catalyzed is an

important contributing factor in treatment outcome.

1517Leong, Eth (1991).
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subsequently overturned by the Court of Appeals which ruled it unconstitutional, stating,
“by enacting an outright, unconditional ban on the administration of  ECT within its own
borders, Berkeley has created an apparent conflict with the state legislative statutory scheme
and its guarantee to all mentally ill persons of a “right to treatment services which promote

the potential of the person to function independently.”1519 
Reporting of Each ECT Treatment Session

In Texas, 1520 California, 1521  and Massachusetts,1522 regulations were issued
requiring reports on all ECT treatments to be submitted for review to state authorities.  The
legal issue of whether the California statute unconstitutionally infringed on the privacy of the
patients receiving ECT was evaluated and rejected by one author, who concluded,  “to
invalidate ECT laws on nebulous privacy or liberty grounds and pave the way for an
untoward increase of this potentially devastating treatment would not only deprive the
mentally ill of a fairly won political victory, but would exalt the form of individual rights

over its substance.”1523 No statutes requiring the reporting of information about ECT
treatment sessions have been overturned on privacy grounds. 

In California, a review of the records of 18,627 patients who received a total of
99,425 treatments between 1977 and 1983 indicated that ECT was administered in a safe

manner, but at a per capita rate that was roughly half of that in Massachusetts.1524 The author

1518Berkeley City Ordinance 5504, adopted November 2, 1982. The ordinance prohibited the “administration

of electric shock treatment to any person within the City of Berkeley.”

1519Northern California Psychiatric Society et al. v.  Berkeley,  178 Cal. App. 3d 90, 223 Cal. Rptr. 609

(1986).    

1520Tex. Health & Safety Code 578.007 Reports.  (b) A report must state for each quarter: (1) the number

of patients who received the therapy, including:  (A) the number of persons voluntarily receiving mental

health services who consented to the therapy; (B) the number of involuntary patients who consented to the

therapy; and (C) the number of involuntary patients for whom a guardian of the person consented to the

therapy;  (2) the age, sex, and race of the persons receiving the therapy;  (3) the source of the treatment

payment;  (4) the average number of nonelectroconvulsive treatments; (5) the average number of

electroconvulsive treatments administered for  each complete series of treatments, but not including

maintenance treatments;  (6) the average number of maintenance electroconvulsive treatments  administered

per month;  (7) the number of fractures, reported memory losses, incidents of  apnea, and cardiac arrests

without death;  (8) autopsy findings if death followed within 14 days after the date of the administration of

the therapy; and  (9) any other information required by the department.  

1521Cal. Welf. & Inst. Code §5326.15  Reports are to be submitted quarterly to the local mental health

director, who is to forward a copy to the State Director of Mental Health. 

1522Massachusetts Mental Health Regulation 181 (effective May 1, 1973).  Repealed, no reporting

requirement at present.

1523Whitcomb D. The Regulation of Electroconvulsive Therapy in California: The Impact of Recent

Constitutional Interpretations. Golden Gate L Rev 18 (Summer 1988) 2: 494.
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speculated that “the laws in California governing ECT administration are so complex and
cumbersome that it is likely that many physicians truly do not know what to do to avoid

running afoul of the law.”1525 1526  
In Texas,  2583 reports about 15,240 treatment sessions that were administered

between September 1993 and April 1995 were reviewed.1527 The report concluded that ECT
was generally safe and effective but that “ECT in Texas is performed by a small minority of

psychiatrists and is unavailable to many patients who need it.”1528 The report noted that
patients in state hospitals were underrepresented in the sample and that, “reasons may be
found in Texas’s complex consent process, which makes it extremely difficult for a
psychotic or incompetent patient to qualify for the treatment without extensive guardianship
procedures. This problem is not new; incompetent patients have often been denied ECT,

even as a treatment of last resort.”1529 1530

The regulation of ECT in Massachusetts required that detailed reports be submitted
to the Massachusetts Department of Mental Health (DMH) about each treatment that took

place in DMH-licensed facilities.1531 In a study comparing standards of practice for ECT as

1524Kramer B. Use of ECT in California, 1977-1983. Am J  Psychiat 142 (October 1985) 10:1190-1192.

1525Ibid., 1192.

1526The current regulations (Cal. Welf § Inst. Code §5326.15) have been simplified and only require the

reporting of the numbers of patients treated, in four categories, 1) involuntary patients who gave informed

consent, 2) involuntary patients deemed incapable of giving informed consent who received treatment

against their will, 3) voluntary patients who gave informed consent, and 4) voluntary patients deemed

incapable of giving informed consent. The requirement to report patient demographic data, side effects, and

funding source have been eliminated. The detailed description of what the informed consent form needs to

include has not been changed. §5326.2  Information for Informed Consent.

1527Reid W, Keller S, Leatherman M, Mason M. ECT in Texas: 19 Months of Mandatory Reporting. J

Clin Psychiat 59 (January 1998) 1:8-13.

1528Ibid., 8.

1529Ibid., 11.

1530Fortunately, the issue of obtaining consent from incompetent patients for psychedelic psychotherapy  is

simple to resolve. For all foreseeable treatments, voluntary consent to participate from a patient competent

to give that consent would be a required prerequisite for treatment. Unlike ECT, which is done to the

patient, psychedelic psychotherapy is done by the patient. The therapists can create a safe, supportive and

insightful environment, but the hard work of acknowledging, accepting and integrating inner emotions and

cognitions can only be accomplished by the patient.  If a patient cannot fully comprehend that a wide range

of powerful emotions can be catalyzed by psychedelic psychotherapy and cannot fully assent to the

challenge of experiencing those emotions, the treatment could prove counterproductive. Psychedelic

psychotherapy is intended only for patients who can and do voluntarily consent to receive the treatment.

1531These reports were required by Massachusetts Mental Health Regulation 181 (effective May 1, 1973).

These regulations do not appear in a search of current  Massachusetts State regulations, suggesting that the
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specified by the American Psychiatric Association1532 with detailed reports submitted to the
DMH about all treatments that took place from 1977-1980,  Drs. Benedict and Saks found
that approximately 90% of patients received treatment that was not in accord with at least

one aspect of the consensus standards.1533  It was apparent from the study that no DMH
official monitored the ECT reports that were sent in.  As a result, nobody attempted to
increase the use of consensus standards. During this same time period in Massachusetts,
there seemed to have been virtually no malpractice litigation related to ECT  that could have
served as a vehicle to draw attention to the consensus standards. The authors reported that,
“the great majority of variables that might be expected to have something to do with the
likelihood of proper ECT administration were not significantly related to that behavior...
Many potential sources of transmission or enforcement of correct treatment practices—
professional association membership, training and education, and informal peer review—
statistically and sometimes literally had no relationship to compliance with the

consensus.”1534  They  found that, “those who reported that they felt that their practice had
been informed by the medical literature do in fact tend fairly strongly to behave more in

accord with recommended practice.”1535 
Among the most important factors in reducing misuse of any medical intervention

are providing the health care providers with adequate training and continuing education
combined with a monitoring and feedback loop so that deviations from acceptable practice
can be corrected.  The  study by Drs. Benedict and Saks of the use of ECT in Massachusetts
provides evidence that reporting systems without review and feedback are ineffective in
regulating professional practice. The authors speculate that both the medical professionals
and the public would benefit most from proactive “methods aimed at improving medical
practice through education and feedback rather than from methods designed to detect

inappropriate treatment which has already occurred.” 1536

Training of ECT Practitioners
In light of the heated controversy over the use of ECT by the psychiatric profession,

it would be logical to assume that  comprehensive educational programs were offered to

regulation was repealed sometime after 1987, when Drs. Benedict and Saks published their paper.

1532American Psychiatric Association, Task Force Report 14: Electroconvulsive Therapy.  Washington,

DC: American Psychiatric Press, 1978.  The APA has since updated its standards for ECT, American

Psychiatric Association Task Force on ECT. The Practice of Electroconvulsive Therapy: Recommendations

for Treatment, Training and Privileging. Washington, DC: American Psychiatric Press, 1990.

1533Benedict A and Saks M. The Regulation of Professional Behavior: Electroconvulsive Therapy in

Massachusetts. J Psychiat Law (Summer 1987): 247-275. 

1534Ibid., 262.

1535Ibid., 269.

1536Ibid., 270.
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psychiatrists interested in learning how to administer ECT. Such an assumption is,
however, incorrect.

 In 1986, Dr. Max Fink wrote an editorial stating, “Formal training in ECT is not
generally available. Few postgraduate psychiatric training programs include convulsive
therapy in the curriculum. Therapists are usually trained by preceptorship, or, from time to
time, in 1- or 2-day training sessions designed to meet continuing medical education training
credits, organized at meetings of the American Psychiatric Association or in private
hospitals. These sessions are in lecture format and, while practical issues are discussed, are
poor substitutes for “hands-on” experience... There is a call for the development of
certification procedures, with guidelines, training programs, and certification tests. No such

programs exist in the U.S. or in some other western countries informally surveyed.” 1537

In 1995, nine years after Dr. Fink’s editorial, another editorial in the same journal
but by a different author discussed deficiencies in the training of ECT practitioners. Dr.
Martin Klapheke noted, “I am concerned that we lack clear national standards for privileging
in ECT. The American Psychiatric Association (APA) Task Force Report on ECT (1990)
developed acceptable standards for training in ECT during psychiatric residencies. The Task
Force, however, implied that these same criteria are appropriate for granting privileges for
the independent practice of ECT, even though the graduating resident may have
administered only the minimum 10 ECT under supervision... I am reluctant to certify their

competence to independently practice ECT.”1538 Dr. Klapheke went on to propose three
levels of privileging: supervised practice of ECT; independent practice of ECT; and

supervisor of the practice of ECT.”1539  Privileging for the supervised practice of ECT
would require didactic instruction amounting to four hours of lectures. Privileging for the
independent practice of ECT would require 50 ECT sessions under supervision, in at least
ten different patients including some that were high-risk, plus the management of ten
patients through pre-ECT examination, ECT sessions and post-ECT period. Privileging for
supervisor of the practice of ECT would require administration of 100 ECT sessions in at
least 20 patients, some high-risk.  Dr. Klapheke concludes by stating, “unless we develop a
consensus regarding national standards for privileging in ECT, we are inviting—even

provoking—greater government regulation.”1540   
In 1996, the Royal College of Psychiatrists conducted an audit of the practice of

ECT in England and Wales.1541 This was the third in a series of audits, with the first having
taken place in 1981 and the second in 1991. The results were disappointing. The auditors

1537Fink M. Training in Convulsive Therapy. Convul  Ther 2 (1986) 4:227-228.

1538Klapheke M. Privileging for ECT. Convul  Ther11 (1995) 1:57.

1539Ibid., 57.

1540Ibid., 58.

1541Duffett R, Lelliott P. Auditing electroconvulsive therapy. The third cycle. Br J Psychiat 172 (May

1998): 401-5.
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concluded, “Although some aspects of ECT administration had improved since the last audit
in 1991, overall only one-third of clinics were rated as meeting College standards... Only
about one-third of clinics had clear policies to help guide junior doctors to administer ECT
effectively... Twenty years of activity by the Royal College of Psychiatrists and three large-

scale audits have been associated with only modest improvement in local practice.”1542

In 1998, Dr. Richard Hermann and associates from the Malcolm Weiner Center for
Social Policy, Kennedy School of Government, studied the characteristics of physicians
who perform ECT. They concluded, “Improving the quality and consistency of ECT
training in medical school, residency, postdoctoral fellowships, and psychiatric board
examinations would lead to the development of a broader  clinical consensus regarding ECT

and could narrow variability in its use.”1543 Also in 1998, Dr. Carl Salzman editorialized that
the lack of research with ECT was causing  an  “ambivalence among American psychiatrists

toward this efficacious and safe treatment.”1544 He explained, “Rigorously designed
multisite collaborative studies, using modern research techniques, of ECT’s efficacy and

predictors and correlates of response, relapse, and maintenance do not exist.”1545

In 1999, four years after Dr. Klapheke’s editorial, Dr. Barry Kramer published an
article in which he also criticized the lack of formalized training for ECT. He observed,
“Sixty years after its introduction into psychiatric practice, training in electroconvulsive

therapy (ECT) is often minimal and standards are lacking.”1546 Dr. Kramer offered an
outline for a six-hour course of instruction. He also quoted a powerful Lancet editorial about
ECT which warned, “If ECT is ever legislated against or falls into disuse it will not be
because it is an ineffective or dangerous treatment; it will be because psychiatrists have

failed to supervise or monitor its use adequately.”1547

Regulating ECT: Lessons for the Regulation of Psychedelic Psychotherapy
A succession of the major advocates for ECT are in agreement that the lack of

rigorous  training programs has had deleterious consequences for the field. Dr. Klapheke’s
warning that the failure of professional self-regulation can lead to the imposition of

1542Ibid., 401.

1543Hermann R. Ettner S, Dorwart R, Hoover C, Yeung E. Characteristics of Psychiatrists Who Perform

ECT. Am J Psychiat 155 (July 1998) 7:893.  See also Hermann R, Dorwart R, Hoover C, Brody J.

Variation in ECT Use in the United States. Am J Psychiat152 (June 1995) 6:869-875;  Rosenbach M,

Hermann R. Dorwart R. Use of Electroconvulsive Therapy in the Medicare Population Between 1987 and

1992. Psychiat  Serv48 (December 1997) 12:1537-1542.

1544Salzman C. ECT, Research, and Professional Ambivalence.Am  J  Psychiat155 (January 1998) 1:1.

1545Ibid.,1.

1546Kramer B. A Teaching Guide for Electroconvulsive Therapy. Comp  Psychiat 40 (Sept/Oct 1999)

5:327.

1547Editoral. ECT in Britain: a shameful state of affairs.  Lancet 2 (1981): 1207-1208.
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governmental regulation is a reminder that the approval of psychedelic psychotherapy
should be accompanied by the simultaneous development of formal educational and
certification programs for treatment providers. For psychedelic psychotherapy to have the
best chance of becoming an accepted treatment modality within modern psychiatry,  a strong
and sustained emphasis must be placed on the development of a comprehensive program of
educational certification that is established right from the beginning of the emergence of this
treatment. 

Regulations in Massachusetts, California and Texas mandated reporting to state
health officials of information about all ECT treatments administered within those states.
Practitioner compliance with these regulations demonstrated that it is possible in practice to
require and obtain the filing of a report about virtually every instance in which a specific
psychiatric treatment is delivered. The regulations have also demonstrated that valuable
information can be gathered from the review of the reports that are collected.

The lessons for psychedelic psychotherapy from the regulation of ECT are that by
building a solid foundation of education,  training, continued research, and carefully
monitored treatments through a national registry of patients,  it may be possible to bring
about the eventual acceptance of psychedelic psychotherapy as a legitimate and socially
beneficial therapy.

 
The Design of a  Regulatory System for Psychedelic Psychotherapy

The concluding portion of this chapter will offer a series of recommendations for the
design of a regulatory system for psychedelic psychotherapy to reduce misuse, abuse,
diversion and the negative effects of information about medical use on non-medical use
patterns. The recommendations are briefly summarized at the conclusion of the chapter. The
actual details of the regulatory system will require taking into account the specific
knowledge gained during clinical trials that may lead to the approval of some form of
psychedelic psychotherapy.  Information gathered from a review of the ongoing regulation
of GHB, thalidomide, methadone and electroconvulsive therapy as well as other highly
regulated prescription medicines will also be needed. Nevertheless, some general outlines of
a regulatory system can be proposed at this time. 

The operating principle in these proposed regulations is that the reintroduction of
psychedelic psychotherapy into FDA-approved  socially sanctioned contexts is a delicate and
bold endeavour that should be conducted with substantial and deliberate care. These
regulations respond to one aspect of the government’s diversion control strategy, which has
been described as follows, “Rather than find and punish the small number of wrongdoers,
the government's  attitude is often to restrict access to the drug and thereby penalize the

innocent patient.”1548 This reality suggests the importance of prioritizing prevention of

1548Angarola R, Minsk A. Regulation of Psychostimulants: How much is too much?  in Schwartz H. (ed.)

Psychiatric Practice Under Fire—The Influence of Government, the Media, and Special Interests on

Somatic Therapies. Washington, DC: American Psychiatric Association Press, 1994: 63-84.
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misuse, abuse and diversion,  if need be increasing the expense and limiting access to
patient care, at least in the initial stages of the introduction of psychedelic psychotherapy into
medical practice.  This strategy is reinforced by the willingness of FDA to consider the
relaxation of initial restrictions and procedures that have proven in practice to be excessive,

as is in process with the regulation of thalidomide.1549

Immediate Implementation of Phase IV Studies: A Voluntary Agreement
As this chapter has demonstrated, neither FDA nor DEA can or should limit off-label

prescription of approved medications. In view of the extremely wide range of possible
therapeutic applications that have been researched or claimed for psychedelic drugs over the
decades, the lack of limits on off-label prescriptions could result in such widespread
experimentation that it could be difficult to control misuse, abuse and diversion. From a
strategic perspective, the sponsor and the FDA may find common ground in a mutual
agreement to make NDA approval contingent upon the implementation of a large-scale Phase
IV study in one or two thousand patients with the approved clinical indication, requiring at

least several years to complete. 1550 According to FDA regulations, Phase IV studies could

include studies in which a different dose or dosing schedule was being tested.1551 The
primary advantage to the sponsor of conducting a Phase IV study is that patient treatments

could proceed anywhere in the country under the authorization of an FDA IND.1552

1549personal communication, Ken Restack, June 8, 2000.

155021 CFR Sec. 310.303  Continuation of long-term studies, records, and reports on certain drugs for

which new drug applications have been approved. 

155121 CFR 312.85  Phase 4 studies. Concurrent with marketing approval, FDA may seek agreement from

the sponsor to conduct certain postmarketing (phase 4) studies to delineate  additional information about the

drug's risks, benefits, and optimal use. These studies could include, but would not be limited to, studying

different doses or schedules of administration than were used in phase 2  studies, use of the drug in other

patient populations or other stages of the disease, or use of the drug over a longer period of time.

1552FDA does not often give INDs for approved drugs. Yet Mr. Mike Klein, FDA Controlled Substances

Staff, was of the opinion that some sort of arrangement would be possible to permit post-approval

treatments to take place under the auspices of the FDA while state rescheduling efforts were taking place.

He explained, “There are circumstances in which an IND is needed for an approved drug product and is

certainly recommended. When the information that is going to be sought from a clinical study is likely to

present new safety concerns, such as, in a new at-risk population, or when an approved drug is being

developed for a new therapeutic indication, an IND is needed.  The safety profile and risk of exposure in

these different groups is not the same.  Other circumstances where an IND is needed is when the

information being sought will be used to promote, advertise or market the drug, or will be incorporated into

the product labeling.”  personal communications, Mr. Mike Klein, June 1, 2000 and June 8, 2000.  If the

clinical trials conducted for MDMA  in the treatment of PTSD administered only one or two doses to the

patients, a reasonable case could be made that the risks and benefits of administering several additional
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Without such FDA approval, no treatments could take place in any state until the state
legislature had passed a special bill rescheduling the psychedelic drug to permit its medical

use. Trying to have such bills passed is likely to be a lengthy and exhausting process.1553

The primary advantages of a Phase IV study to the FDA is that the sponsor would be able to
meet patient needs more quickly and would be focused on implementing a study in which
the only treatment that would be permitted would be in the approved patient population.

Conducting a large Phase IV study immediately after FDA approval would also
facilitate the efforts of the initial core group of researchers to teach their therapeutic
techniques to new practitioners. A clinical research setting would provide the most
controlled context within which to train new treatment providers. In a Phase IV study
conducted under an IND,  the delivery of the therapy would need to be monitored to ensure
compliance with a treatment manual. A Phase IV study would incorporate individual training
and monitoring of all new treatment providers, with evaluation and feedback loops
permitting standards of care to be maintained.

 During the conduct of the Phase IV trial,  the sponsor would be able to work
gradually on a state by state basis to have the approved drug rescheduled so that it could
eventually be prescribed independent of a Phase IV study. The sponsor’s lobbying effort
could be conducted with the assistance of local patients and treatment providers involved in
the Phase IV study.  Research could also be initiated during this period into the treatment of
additional patient populations under the auspices of new FDA-approved IND protocols.

The Phase IV study will be conducted under a carefully designed and monitored
protocol.  The regulations that follow are designed for the eventual administration of MDMA
outside of the Phase IV study.

Training of Treatment Providers: Who Can Administer Psychedelic Psychotherapy?
What limits if any should be placed on which treatment professionals will be

permitted to assume primary responsibility for the administration of psychedelic
psychotherapy, initially in the context of the Phase IV study and ultimately beyond?  When
FDA approves a drug for prescription use, any physician is legally permitted to prescribe

that drug for any indication.1554 For example, internists frequently prescribe psychiatric

treatment episodes per patient drug were still unknown and should be studied in the context of a new IND.

1553Congress did place the medical use of GHB in Schedule III when it placed its non-medical use in

Schedule I, thus expediting state action to approve its medical use. Similar bifurcated scheduling by

Congress is not likely for any of the classic psychedelics or MDMA. The later drugs are already in Schedule

I and  thus do not require the attention of Congress, unlike GHB, which had previously been unscheduled.

In addition, the medical uses of the classic psychedelics or MDMA will be more controversial politically,

since the therapeutic mechanism of action of the classic psychedelics and MDMA, when used as adjuncts to

psychotherapy, is directly related to their psychedelic effects, unlike GHB, which has a therapeutic effect on

sleep patterns through the use of non-psychedelic doses.
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medications such as Prozac even though they have not received training in psychiatry in

medical school or in a psychiatric residency.1555 However, psychedelic drugs as adjuncts to
psychotherapy are unlike standard medical treatments, since their healing potential depends
more on the context in which they are administered and on the psychotherapeutic skill of the
prescriber than on the mere fact that they are administered. If any physician, regardless of
training in the management of psychological processes, were able to prescribe a newly
approved psychedelic drug,  potentially tragic cases of misuse and abuse would be more
likely than if prescribing practices were limited to some class of prescribers with specialized
training.

 Two different sets of skills are required of the prescriber in order to assure that
psychedelic psychotherapy is administered safely and effectively. First, the prescriber
should be able to evaluate the physical risks that the patient may be exposed to during the
course of therapy and determine whether these risks can be managed. In general, the
principal physical risks that psychedelics can pose are an increased heart rate and blood
pressure and a slight possibility of trggering a seizure in seizure-prone patients. Physicians
of any specialty should be qualified to assess these physiological risks. Though heatedly
debated, perhaps specially trained and tested clinical psychologists, social workers and other

psychotherapists could also assess these risks.1556  Second, the prescriber needs to manage
psychological risks and assess the psychological character of the patient.  Psychedelic
psychotherapy, with any of the classic psychedelics or even with MDMA, can bring
unconscious conflicts to the surface and can leave patients worse off unless these
experiences are handled skillfully. While it is true that the biological orientation of modern
psychiatry leaves many psychiatrists ill-trained in verbal psychotherapy, psychiatrists more
than any other medical specialists are trained in diagnosing and treating the full range of
mental conditions. 

Rather than restricting use to a preexisting class of physicians, a specially-designed
performance test of sorts might be developed that could be open to all physicians, perhaps to
all licensed psychologists and therapists and maybe even to religious professionals or other
people licensed in the healing or counseling professions. In their detailed examination of
whether prescribing privileges for a limited class of psychoactive drugs should be extended
to clinical psychologists with additional training in pharmacology,  Phyllis Coleman, J.D.

155437 FR 16503 (August 15, 1972) Legal Status of Approved Labeling for Prescription Drugs; Prescribing

for Uses Unapproved by the Food and Drug Administration; Notice of Proposed Rule Making.” Once the

new drug is in a local pharmacy after interstate shipment, the physician may, as part of the practice of

medicine, lawfully prescribe a different dosage for his patient, of may otherwise vary the conditions of use

from those approved in the package insert, without informing or obtaining the approval of the Food and

Drug Administration.”  

1555Kramer P. Listening to Prozac.New York: Penguin, 1997.  

1556Coleman P, Shellow R. Prescribing privileges for psychologists: Should only “Medicine Men” control

the medicine cabinet. J Psychiat  Law (Fall/Winter, 1990): 269-318.
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and Dr. Ronald Shellow conclude, “Based on training and intellectual orientation,
psychologists and other nonphysician professionals are simply not prepared to prescribe

medicine.”1557 1558 In addition, State laws sometimes preclude psychologists from
administering a drug to a patient. For example, California’s Business and Professions Code
states, “The practice of psychology shall not include prescribing drugs, performing surgery,

or administering electroconvulsive therapy.”1559 
Even if a performance test were limited only to physicians, psychiatrists more than

any other speciality would come to the test with substantially more training and practical
experience than other physicians in the management of the types of psychological
phenomena that psychedelic psychotherapy can generate.  Due in part to the complexity of
designing and implementing an effective test, this option is not recommended for the initial
introduction of psychedelic psychotherapy into medical practice. Another consideration is
that the initial practitioners of such a controversial new practice as psychedelic
psychotherapy should be as socally sanctioned as possible, with psychiatrists bringing the
most credibility to the table.    

For an added margin of safety with psychedelic psychotherapy, only board-certified
psychiatrists with prior training in the diagnosis and treatment of mental disorders (and
special training in the delivery of psychedelic psychotherapy, to be discussed in more detail
below)  should be allowed to be the treatment professionals with primary responsibility for
the delivery of psychedelic psychotherapy. Psychiatrists should have primary responsibility
for initial diagnosis, review of patient risk factors, the decision whether or not to treat each
individual patient, and the actual writing of each prescription.   These restrictions can be
enforced by the sponsor though the mail-order distribution system, to be discussed later in
this chapter.

Unfortunately, granting monopoly privileges to any class of treatment professionals
can result in self-serving abuse of those privileges.  If clinical psychologists ever do obtain
permission from state regulatory agencies to prescribe a limited class of psychoactive drugs,

1557Ibid., 269.

1558 However, some limited prescribing authority has already been given in some states to ob/gyn

practitioners, pediatric nurse practitioners, psychiatric  nurse practitioners, optometrists, naturopathic

doctors, physician  assistants, advanced registered nurse practitioners, clinical nurse  specialists, nurse

midwifes, midwifes, nurse practitioners, and doctors of  homeopathy. Restrictions include dispensing from a

limited formulary (doctors  of homeopathy), restrictions based on National Speciality Scope of practice

(clinical nurse specialist and pediatric nurse specialist), dispensing only in accordance with Pharmacy Board

rules via a signed dispensing procedure and  under the authority of a job description (PAs) or a nurse

protocol (psychiatric nurse practitioner) and the like. In addition to medical doctors, full prescribing

authority has been given in  most states to doctors of osteopathy, dentists, veterinarians, and  podiatrists.

Survey of Pharmacy Law, 1999-2000. Chapter XXV. Dispensing Authority.  Park Ridge, Il: National

Association of Boards of Pharmacy, 1999: 70-73.

1559Cal Bus & Prof Code $ 2904 (2000).
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the primary responsibility for psychedelic psychotherapy that this chapter recommends be
restricted to psychiatrists should be expanded to include clinical psychologists. If approved,
the prescribing practices of psychologists should be closely monitored to determine whether
they are in fact able to identify patients with risk factors that would make psychedelic
psychotherapy contraindicated.

An important distinction can and should be made between permitting only
psychiatrists to assume primary responsibility for patient treatment and the prescription of
psychedelics, and permitting treatment professionals with other qualifications to be involved
in treatment care as part of the treatment team. Clinical psychologists and other professionals
trained and licensed to provide psychotherapeutic services can be as effective as
psychiatrists in providing psychotherapeutic guidance during a psychedelic session.
Therefore, entrance into the special training and certification program for psychedelic
psychotherapy, to be directed by the sponsor,  should not be limited just to psychiatrists,
but should be open to all treatment professionals trained and licensed by their state to
provide psychotherapeutic or counselling services. The prescribing psychiatrist will
nevertheless retain responsibility for ensuring that the prescription is administered in a
manner that meets professional standards, and thus would be held responsible in cases of
malpractice. The prescribing psychiatrist would need to approve all treatment professionals
who would work under his or her authorization.

If a treatment facility is large enough to require a director, that director need not be a
psychiatrist.  As was seen in the studies linking favorable outcomes of methadone
maintenance patients with  “greater director involvement in patient care and more experience
[of the director],” the  director of a clinic can have a substantial impact on treatment
outcome. Yet there seems nothing inherent in the role of director that requires a medical
degree. A strong case could be made that training in clinical psychology would better
prepare someone to be a director of a psychedelic psychotherapy treatment center than the
neurobiological training that most psychiatrists currently receive.  As long as there is a
psychiatrist in charge of all diagnoses, decisions to treat,  and prescribing,  the position of
director need not also be a psychiatrist. For an interesting parallel, FDA does not require that
the principal investigator on an IND evaluating the safety and efficacy of a new drug be a

physician.1560 Still,  FDA must be satisfied that all medical aspects of the protocol, such as
the medical examination, prescribing, and medical procedures that may be conducted during
the experimental sessions, are being adequately attended to. 

Training of Treatment Providers: Special Education Requirements
A special education requirement for psychedelic psychotherapy treatment providers

will ensure a minimum level of training and expertise. Some of the virtues of a performance
test,  such as the individualized grading and evaluation, can be incorporated into this special

1560Cocchetto D, Wallace J. Qualifications of investigators for clinical investigations conducted under an

IND: A discussion paper. Drug Info  J 26 (1992) 167-173.
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training program. The responsibility for providing this special education lies with the
sponsoring organization that obtains FDA-approval for psychedelic psychotherapy.  From a
legal liability perspective, the sponsor must design a training program that provides the
psychiatrist, who has primary responsibility for the prescription, with sufficient information
about the proper use of the psychedelic drug. Then, “by providing adequate warnings about
drugs to prescribing physicians—those best able to understand and assess risks, and explain
options and consequences to patients—companies successfully insulate themselves from

malpractice liability.”1561           
If the FDA approves one form of psychedelic psychotherapy, it will only be after

safety and efficacy have been demonstrated, probably in two large multi-site studies in
which at least  300  people will have received the test drug at least once and perhaps several
times. The sponsor would probably have available several experienced therapeutic teams
who could direct the training program. They could serve as core teachers to others interested
in learning how to administer psychedelic psychotherapy to their patients.  The sponsor
would also have a written, well-tested treatment manual describing the key elements of the
entire treatment process. The manual would contain details for conducting the psychedelic
sessions as well as the non-drug psychotherapy sessions for preparation and integration.

  The core group of initial researchers/teachers along with the treatment manual
would become the basis of the educational seminars that the sponsor would offer to train
and certify future practitioners. The sponsor could charge the trainees a fee for the training
or could offer the training for free. Though the design and depth of these educational
seminars will need to be responsive to the specific form of psychedelic psychotherapy
approved, a crude outline can be proposed. These seminars should be substantially longer
than one weekend in length. The first seminar should last at least a week or more. It should
be followed by a period of several weeks or months for reflection,  integration and reading
of assigned materials. The program could conclude with a final training session lasting
another week or more. The training should include supervised treatment sessions, at least
two in which the trainee is acting as an assistant to an experienced teacher who is working
with a patient, and another two in which the trainee assumes primary responsibility for
patient care under the direct supervision of a more experienced teacher. Eventually, there
could be different levels of training for the different people involved in a treatment facility
such as the director, the primary therapists, and support staff.  There should be continuing
education requirements in order to keep the certification active. 

    
Should Trainees be Required to Have a Self-Experience?

One perennial issue in the field of psychedelic psychotherapy is whether therapists
interested in administering psychedelics to patients should be required to participate in at
least one training session in which they self-administer a psychedelic drug.  The collective
wisdom of virtually all psychedelic therapists is that this sort of self-experience is

1561Coleman, Shellow (1990): 293.
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necessary.1562  It  provides a degree of insight and requires an element of courage, both of
which contribute to increasing the therapist’s subsequent effectiveness in assisting patients
as they navigate through difficult inner landscapes while under the influence of a
psychedelic drug. Nevertheless, despite the genuine benefits of personal experience, it is
still entirely possible that a talented therapist without such experiences could effectively
assist patients who are undergoing psychedelic psychotherapy. Furthermore, there is
something deeply troublesome about requiring a trainee to have a drug experience that
should be totally voluntary. Requiring a personal experience might also drive skeptical or
cautious people away from the training program, at a time when such people could provide
important checks and balances to the enthusiasms of the newly forming treatment specialty. 

Rather than requiring that all trainees have a personal experience with the approved
psychedelic drug,  a graduated license should be created, with a basic version for those who
choose not to self-administer the drug and a basic plus version for those who do choose to
do so. Each license should have identical prescribing privileges. Some patients may prefer
to be treated by therapists who have had their own experiences, while other patients may not
have a preference. Over time, the monitoring of treatment outcomes through the patient
registry system (to be discussed below) will permit a quantitative analysis to be conducted to
determine whether practitioners who have had their own psychedelic experiences are more
effective therapists than practitioners who choose not to have such experiences. 

In practice, it is likely that the vast majority all people who seek training in
psychedelic psychotherapy will choose to have a self-experience session at some point
during the training program.  From a regulatory perspective, these training sessions should
be part of a special IND that permits the gathering of data on the use of the approved drug in
“healthy” trainees.  It would be difficult to consider these training sessions as legal off-label
prescriptions, since no psychiatric condition is being treated.

Minimum Requirements for the Location of Psychedelic Psychotherapy
One basic regulatory decision is whether psychedelic psychotherapy should be

restricted to use in a hospital, to a dedicated treatment facility like a methadone clinic, or to
multi-purpose facilities that meet certain minimum standards. Another option is to make no
restrictions on location,  with treatment providers authorized to administer psychedelic
psychotherapy anywhere of their choosing.  The decision on location is dependent in large
part on the characteristics of the treatment session itself.  It will be assumed that psychedelic
psychotherapy is delivered to one patient at a time in individual sessions. Though group
sessions can also be therapeutic, the initial clinical trials with psychedelic psychotherapy are
likely to involve individualized treatment, as will the subsequent Phase IV trials. Even with
individual treatment sessions, pre-treatment preparation sessions and post-treatment

1562Masters R, Houston J. Varieties of Psychedelic Experience. New York: Dell, 1966: 131. The authors

outline the training of the guide, stating as a requirement that, “the guide has experienced the drugs and so is

able to understand the experience of the subject.”
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integrative sessions can be organized on a group basis if the treatment professionals choose
to do so.

Characteristics of the Treatment Session
For the classic psychedelics such as LSD, psilocybin, mescaline and ibogaine, the

treatment session is likely to last 6-10 hours. Sessions with MDMA are usually shorter,
lasting 4-6 hours. Sessions with DMT or ketamine can last only an hour or two. In patient
populations, the sessions are likely to involve the emergence of difficult emotional material
that can prolong the length of the session and require post-session reflection and integration
to maximize therapeutic outcome. 

Ideally, the treatment should take place in a private room with attached bathroom.
Patients should not have to enter any public spaces to reach a bathroom. With the maximum
amount of privacy, patients will be able to focus their energies inwards.  The treatment room
should be sufficiently insulated from distracting noises from outside and should permit
patients the freedom to make noises associated with emotional release such as moaning,
crying and yelling.  Prerecorded music should be available as an option during the treatment

session to facilitate emotional release.1563

 In order to maximize the therapeutic potential of the treatment session, to allow
sufficient time for follow-up and integration in a private and protected environment, and to
ensure that patients return to their homes thoroughly grounded, patients receiving any of the
long-lasting psychedelics as well as MDMA should be required to spend the night in the
treatment facility. Some psychedelic psychotherapy sessions can last quite a long time and
leave the patient exhausted, physically and emotionally.  The treatment facility should
therefore be furnished so that the patient could spend the night comfortably in the treatment
room, or in a room nearby.  Visits from significant others near the end of the treatment
session can often deepen and clarify emotions and insights that the patients have been
wrestling with. These contacts also provide a way to channel the energy of the patients’
treatment sessions back into their daily lives. The treatment room should permit at least one
family member or close friend the ability to stay the night as well.

Minimum Requirements for Treatment Facilities
 Requiring that psychedelic psychotherapy take place only in a hospital setting will

impose substantial financial costs. The only justification for requiring that psychedelic
psychotherapy be limited to hospitals is enhanced safety for the patients. The medical
emergencies that can conceivably occur during a psychedelic session that might be treated
most effectively in a hospital are heart attack and stroke. Seizures, though also possible
during a psychedelic session, are short-lived, rarely result in any significant long-lasting
injury,  and almost never require hospital treatment. 

Psychotic reactions to psychedelic psychotherapy are also possible. Such reactions

1563For a discussion about the role of music in psychedelic psychotherapy, see Bonny H, Savary L. Music

and Your Mind—Listening with a New Consciousness. New York: Harper and Row, 1973.
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can for the most part be treated as easily outside a hospital as inside. The management in
patient populations of difficult emotional experiences is generally handled by therapists
through verbal reassurance and encouragement to patients to move through their emotions
rather than trying to stop any emergent psychological processes. As a last resort,  additional
medication such as tranquilizers can be administered. The only advantage of a hospital
location is that patients with a violent psychotic reaction who could not be handled by their
therapists could be more rapidly subdued by hospital staff, who would probably show up
sooner than would emergency medical personnel.

The historical record of psychedelic research1564 1565 indicates that these adverse
outcomes are so rare as to make the restriction of psychedelic psychotherapy to hospitals
unnecessary and excessive.  After reviewing the number of adverse effects in about 5000
patients who had taken LSD or mescaline more than a total of 25,000 times, Dr. Sidney
Cohen concluded,“reports of untoward events occurring in connection with the experimental

or therapeutic use of the hallucinogens have been surprisingly infrequent.”1566  The Harvard
psilocybin research project, in which none of the experimental sessions took place in a
hospital, reported a reassuring degree of safety,  with the absence of any heart attacks,

strokes or violent psychotic reactions.1567

Due to the virtual absence of heart attacks, strokes and violent psychotic reactions
during  psychedelic sessions, no specialized medical equipment, such as a medical crash
cart, need be required in the treatment facility.  Requiring prior screening of psychedelic
psychotherapy patients by a licensed physician to determine whether patients have any risk
factors for heart attack, stroke or violent psychotic reaction that would make psychedelic
psychotherapy contraindicated is a sufficient precaution against these adverse events.

Requiring that treatment be restricted to specialized treatment facilities offers several
advantages. Dedicated facilities will likely incorporate physical features that will maximize
the effectiveness of the psychedelic psychotherapy. The costs involved in creating such
treatment facilities will likely limit their number,  making them easily monitored by
regulatory agencies.  However, dedicated facilities such as methadone clinics require a large
number of patients to sustain themselves financially. While it is possible and even desirable
that certain treatment providers will develop a specialty in the provision of psychedelic
psychotherapy, the practice of psychedelic psychotherapy is likely to develop gradually and
initially be focused primarily on patients with the approved clinical indication. Requiring that

1564Strassman R. Adverse reactions to psychedelic drugs: A review of the literature.  J  Nerv Ment  Dis172

(1984) 10:577-95.

1565Cohen  S. Lysergic acid diethylamide: side effects and complications.  J.Nerv Ment.Dis130 (1960): 30-

40. 

1566Ibid. 

1567Leary T, Litwin G, Metzner R.  Reactions to psilocybin in a supportive environment. J Nerv  Ment

Dis137 (1963): 561-573.
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psychedelic psychotherapy take place within a dedicated facility  will impose too large a
financial burden on the treatment providers and their patients. 

A middle ground between dedicated treatment facilities and no regulations on
facilities is to require licenses and minimum standards for treatment facilities in which
psychedelic psychotherapy will take place, but permit the facilities to serve multiple
purposes. Dedicated treatment facilities may develop, but they would not be mandated. The
requirement of certain minimum standards will help facilitate patient care, and the
requirement for licensing of facilities will assist regulators in monitoring the facilities and
treatments. This is the recommended regulatory option.  

Patients may face increased monetary costs in terms of higher fees and longer travel
times if psychedelic psychotherapy is required to be delivered only in sponsor-licensed
facilities that meet certain minimum standards. These costs do not outweigh the value of the
additional safety, comfort  and therapeutic context provided by facilities that meet these
standards.  The social controversy over the medical use of psychedelics argues for a
regulatory system that emphasizes the elimination to the extent possible of potential adverse
effects resulting from substandard treatment.  It therefore seems wise to restrict  psychedelic
psychotherapy to locations that meet certain minimum standards.  In practice, it should be
possible to meet the minimum standards for facilities in some private offices that have the
requisite features. Therapists may not want to remodel their offices into a dedicated single-
use facility for delivery of psychedelic psychotherapy, nor should they be required to do so.

These facilities should be inspected and licensed by the sponsor, at least in the first
phases of the implementation and integration of psychedelic psychotherapy into medical
practice. Licensing facilities could also be a matter for state regulatory agencies, or even the
FDA, though staff time for this purpose may be unavailable. The incentives of the sponsor
to enforce the minimim standards are mixed. More treatments result in  more income.
However,  substandard treatments could result in a backlash, trigger lawsuits, hinder
rescheduling on the state level, or even result in the withdrawal of FDA approval for the

drug treatment.1568 On balance, the incentives of the sponsor are to emphasize long-term

1568For example, Janssen Pharmaceutical announced on March 23, 2000 that as of July 14, 2000 it would

cease marketing Propulsid (cisapride) Tablets and Suspension, for the treatment of Gastroesophageal reflux

disease (GERD) and several other indications. Propulsid had been associated with an unacceptably high

incidence of serious cardiac arrhythmias and deaths that were not reduced even after labeling changes and

educational programs offered by the sponsor.  After July 14, 2000, Propulsid will be available only to

patients who had failed on all available alternative treatments, only within the context of an FDA-approved

IND that had also been approved by an IRB, and then only to patients with a limited set of indications.

Prescribing physicians were limited to those who were  board-certified in a few limited medical specialties.

FDA Talk Paper T00-14, Janssen Pharmaceutical Stops Marketing Cisapride in the US. March 23, 2000

http://www.fda.gov/bbs/topics/ANSWERS/ANS01007.html,  FDA Medwatch  "Dear Healthcare

Provider"Letter, Propulsid Tablets and suspension, Jansen Pharmaceutical, April 12, 2000.

http://www.fda.gov/medwatch/safety/2000/propul1.htm
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consequences and implement its licensing and training responsibilities in a diligent and
serious manner.

No Restrictions on Facilities 
The least restrictive regulatory approach would be to have no requirements for the

facility, leaving the choice of treatment location entirely up to the treatment provider.
However, since off-label prescriptions cannot be restricted, there is the possibility of
significant amounts of misuse and diversion, along with appropriate medical use. The
absence of limits on the location of treatment could result in the use of psychedelic
psychotherapy for a variety of indications in public settings, though probably relatively quiet
locations. This situation could seem close to legalization to unsympathetic observers, even
though rational arguments can be made for the therapeutic utility of  administering
psychedelic psychotherapy in natural settings. As Dr. Horgan and associates have observed,
misuse and diversion are interrelated categories. They comment,  “Sometimes the difference
between drug diversion, which is the focus of law enforcement, and drug therapy, which is
in the realm of health professionals,  is fundamentally related to standards of care accepted
in the medical community. Systematic attention to prescribing and diversion patterns for
controlled substances could heighten collective and individual awareness among

practitioners regarding the proper use of those drugs.”1569

 If no licenses were required for the facility, enforcement authorities would not be
able to identify treatment locations and would have a much more difficult time monitoring
treatments. Although regulations governing the training and licensing of treatment
professionals, with monitoring of their prescribing practices,  are more important than
controls over the location of treatments, the latter is also an important regulatory instrument.
In view of the need to integrate psychedelic psychotherapy carefully and slowly into
accepted medical practice, the no-restrictions option should be rejected.

 
Staffing Requirements

Psychedelic psychotherapy treatment sessions can last six to eight hours, sometimes
even longer. As a result,  the therapist will probably need at some point in time to leave the
treatment room for food, to go the bathroom, or just to take a break. In order to maximize
the therapeutic environment and  minimize the possibility of panic reactions, at no time
should a patient in an altered state of consciousness be left alone in the treatment room, even
if it seems that the patient is not working through difficult emotions at that moment.
Therefore,  it should be required for there to be at least two treatment professionals in the
treatment facility, though not necessarily in each treatment room, during all active portions

1569Horgan C, Prottas J, Tompkins C,Wastila L, Bowden M. A Research Agenda for Prescription Drug

Diversion Control.  in (eds.) Cooper J, Czechowicz D, Molinari S. Impact of Prescription Drug Diversion

Control Systems on Medical Practice and Patient Care. Washington, DC: NIDA Research Monograph

Series #131. Washington, DC, NIH Publication #93-3507. 1992: 311.

360



of a treatment session, defined as the period after the administration of the dose, after the
peak of the experience, and close but not exactly back to baseline. This requirement will
ensure that if one therapist leaves the treatment room for personal reasons,  another
treatment professional can remain with the patient. One of the treatment professionals can be
in training and not yet specially certified by the sponsor or licensed by the state, reducing the
salary costs if both treatment professionals were required to be licensed. Requiring the
presence of two treatment professionals in the facility also makes patient management easier
in the unlikely event of a temporary psychotic reaction or medical emergency.  While this
regulation will increase the cost of the treatment, it will add a margin of safety and also
provides an opportunity for the training of additional treatment professionals.  

Though extremely rare, there have been incidents in which a psychiatrist delivering
psychedelic psychotherapy sexually abused several patients.  The loving and trusting
feelings that can be induced by MDMA can make patients more vulnerable to sexual
pressure. One method of reducing the opportunities for sexual abuse is to require that
therapists work in teams, with two treatment professionals required to be present  in the
room with the patient during the active phase of the treatment session. The presence of a
female nurse when gynecological and obstetrical examinations are to be conducted by a male

physician is a response to a somewhat similar concern,1570 though the duration of the exam
and the double-staffing takes only a matter of minutes as opposed to the multiple hours of a
psychedelic session.  Requiring two treatment professionals in the treatment room with a
patient during the active phase of the treatment session would substantially increase the cost
of the treatment.  A less expensive regulation is simply to require two treatment
professionals present in the treatment facility when psychedelic psychotherapy is
administered,  permitting one of the treatment professionals to be working with other
patients or on other matters. While this is less than a perfect solution to the potential problem
of sexual abuse, it balances risk reduction with cost. If there are two patients being treated,
three treatment professionals will be required so that one therapist can take a break and still
leave someone with each patient.   

An additional safeguard could be a requirement that all treatment sessions be
videotaped. However, such a system could make some patients uncomfortable. It also raises
issues of the storage and handling the tapes, as well as the possible need for cameras in
multiple locations of the treatment facility including bathrooms. Unless a need for such
monitoring becomes evident, it need not be required.

Many psychedelic therapists prefer a male/female co-therapist team, under the
rationale that this provides the patient with the best opportunity to catalyze emotions and
issues that have to do with their relationships with members of either sex. However,
requiring male/female co-therapist teams would be a burdensome inconvenience in terms of
scheduling and should not be required.

1570This response is not required by regulatory agencies but is a practice recommended  by insurance

companies seeking  to avoid the costs of possible lawsuits.  
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Since patients will be required to spend the night in the treatment facility,  overnight
staffing is another issue to consider. Patients who have just experienced a powerful
psychedelic experience should not remain overnight in the facility by themselves. If a family
member or friend decides to join the patient, a member of the treatment staff should still
remain in the facility overnight. The person fulfilling this function need not be a licensed
therapist.  This job can be filled by a student, intern, or anyone else capable of taking care of
the physical safety of the patient in case of fire or other emergency or responding to requests
from the patient for food, assistance in going to the bathroom or other similar sorts of non-
medical, non-therapeutic services. One of the treatment professionals will be on-call
throughout the night and all the next day. This requirement for overnight stay makes the
facility resemble an in-patient treatment facility more so than a physician’s office for out-
patient care.

A post-session follow-up interview with at least one of the treatment professionals
should be scheduled for the morning after the session. After the follow-up interview, the
patient can depart for home when both treatment staff and patient agree that it is safe for the
patient to do so. 

Distributing the Drug Only Through the Mail
The system of distributing the drug only through the mail offers numerous

advantages to control misuse, abuse and diversion.1571 The sponsor or a third party that
directs the distribution and patient registry can ensure that only trained and certified
practitioners will have access to the drug by shipping only to people on the list of trained
and certified practitioners. Distribution through the mail enables the sponsor, independently
or through a third party,  to establish and maintain a direct channel of  communication with
all the psychiatrists who will be prescribing psychedelic psychotherapy to their patients. The
sponsor or third party is in an excellent position to collect reports about all treatment
sessions for research, monitoring and feedback purposes. If reports are late, additional
supplies can be placed on hold.     

Distribution by mail also saves the sponsor the substantial amount of money that
would have been needed to stock pharmacies. There are about 63,000 retail pharmacies in
the United States. Supplying them all or even a small fraction of them would result in over

manufacturing and over distributing.1572 By removing the drug from all pharmacies, one
possible spot for diversion has also been avoided. While it is possible that some shipments
may get lost in the mail, packages can fairly easily be traced. The total quantity of drug in
each package sent to a physician can be limited to a one, two, or three week supply,
reducing the amount that would be lost or stolen if a package is lost in the mail.

1571A similar proposal has been made for the distribution of marijuana for medical purposes, though in this

case the proposal is to mail the marijuana directly to the patients rather than the doctors. Hollister L.

Commentary: An Approach to the Medical Marijuana Controversy. Drug  Alcoh  Depen58 (2000) 6.

1572personal communication, Ms.Patti Engel, March 29, 2000.
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Distribution by mail does not directly address the issue of diversion by the
physician, for personal use or personal profit.  Among medical specialities, psychiatrists are
a relatively high risk group. Self-reported substance abuse and dependence are at the highest

levels among psychiatrists and emergency physicians, and lowest among surgeons.1573

Emergency medicine and psychiatry residents show higher rates of substance use than

residents in other specialties.1574 Distribution by mail, with all shipments kept in a central
data base, permits the easy  identification of those psychiatrists who are ordering well over
average amounts, with some level triggering an inquiry by the sponsor. Diversion by
physicians can be made somewhat more difficult by requiring a patient registry and the filing
of reports on each treatment session, though no system is entirely foolproof.

100% Patient Registry
A reporting system that gathers information on every psychedelic psychotherapy

patient and every treatment session should be implemented, similar to data being gathered
about thalidomide and ECT in some states,  and as will be collected if and when GHB
becomes FDA-approved. This system would be designed to monitor the delivery of a new
and controversial treatment as it moves from use in the highly controlled clinical research
context to the less controlled use in the practice of medicine. The relative transparency of
prescribing practices to the sponsor as well as the FDA and the DEA permitted by such a
system can have a powerful impact in reducing inappropriate prescriptions, in a manner
similar to the triplicate prescription systems used in some states for the prescription of
controlled substances. Unfortunately,  it is likely that the reporting system will  also have a

chilling effect to some degree on appropriate prescriptions.1575 This tradeoff seems worth
accepting in order to facilitate the approval and acceptance of a controversial treatment. 

A concern expressed by Dr. Allen, AMA’s Vice-President for Science and
Technology,  in response to the patient registry required by the thalidomide regulations,
was that even writing a diagnosis on the patient record could be an invasion of doctor/patient

confidentiality.1576 This issue  needs to be looked at carefully. The most useful patient
registry would require information on diagnosis, both to track the extent of off-label
prescriptions and to gather data on treatment outcomes for patients with a variety of clinical

1573Hughes P, Storr C, Brandenburg N, Baldwin D, Anthony J, Sheehan D. Physician substance use by

medical specialty.  J Addict Dis  18 (1999) 2:23-37. 

1574Hughes P, Baldwin D, Sheehan D, Conard S, Storr C. Resident physician substance use, by specialty.

Am J Psychiat 149 (Oct 1992) 10:1348-54.

1575Weintraub M, Singh S, Byrne L, Maharaj K, Guttmacher L. Consequences of the 1989 New York State

Triplicate Benzodiaqsepine Prescription Regulations, in (eds.) Cooper J, Czechowicz D, Molinari S.

Impact of Prescription Drug Diversion Control Systems on Medical Practice and Patient Care.

Washington, DC: NIDA Research Monograph Series #131. NIH Publication #93-3507, 1992: 279-293.

1576Thalidomide—Potential Benefits and Risks. An Open Public Scientific Workshop Sept 9-10, 1997.

Executive Summary.  http://www.fda.gov/oashi/aids/thalexe.html 

363



indications. In their review of drug diversion procedures, Dr. Horgan and associates
comment, “A diversion control system may generate, organize, centralize, or otherwise
facilitate access to data that threaten the confidentiality of physician-patient relationships.
Interviews carried out in this study strongly suggested that confidential and sensitive

information was closely protected.”1577 There will be ample time to evaluate the integrity of
the patient registration systems for GHB and thalidomide prior to the need to implement
such a system for psychedelic psychotherapy. Appropriate protections may need to be put in
place or strengthened.

The sponsoring organization or perhaps more appropriately a third party paid by the
sponsor but organizationally independent of it, rather than state or federal health officials,
would be responsible for collecting and evaluating the data. Data would be made available to
governmental agencies upon request, or through shared real-time access to the data base.
For GHB, Orphan Medical is considering having its pharmaceutical distributor establish and
manage the patient registry, with patient information kept confidential and not shared with

the company.1578 DEA, FDA and State Medical Boards will have the authority to review the

patient registry at any time.1579

The reporting of data should be the responsibility of each patient’s primary therapist.
The patient will also be requested to submit a brief self-report form one week after treatment
and a brief self-report follow-up form three months after treatment. Depending on the level
of detail  required to be submitted,  it could become possible to use the system to determine
the exact number of prescriptions for the approved indication and for each off-label
indication, with this information linked to the DEA for purposes of determining annual
production quotas.  It could also become possible to gather detailed patient demographic
information linked to treatments delivered and subsequent therapeutic outcomes, analyzed in
general and by specific treatment provider, with  data on the incidence of adverse effects
within different subgroups of patients. Longer-term follow-up studies could also be
conducted. Data from the patient registry on off-label prescriptions could also guide the
selection of additional patient populations for further controlled clinical testing.

The patient registry also permits the sponsor to impose and enforce limits on the
frequency and total consumption of the drug that any individual patient can consume, if such
limits are considered desirable either by the sponsor or by FDA. For example, patients could
be limited to two psychedelic sessions in any month and a total of eight sessions per year.
These limits will vary depending on the drug as well as the patient population. Limits could
respond to issues of toxicity and the likely depth of the experience and consequent need to
provide adequate time for the patient to process and integrate the material. These sorts of

1577Horgan  et al. (1992): 312.

1578personal communication, Dr. Dayton Reardan, June 7, 2000. Dr. Reardon is Vice President of

Regulatory Affairs, Orphan Medical.

1579personal communication, Dr. Dayton Reardan, June 7, 2000.
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clinical issues might best be left for the treating psychiatrist to decide, but could be
arbitrarily determined by regulation. Patient age limits as well as other inclusion or exclusion
criteria could also be imposed and enforced through the use of the patient registry,
depending on whether patient information was required prior to shipping the drug or
whether reports were submitted after treatment had taken place.

Limits on Advertising
The sponsor should voluntarily offer to refrain from placing ads aimed at the general

public in order to address the contentious and difficult issue of the impact of information
about medical use on non-medical use patterns. From the sponsor’s perspective, there is
little to gain financially from placing ads in major media outlets for a treatment that only a
small number of geographically disbursed practitioners will be able to deliver, at least in the
context of the Phase IV study in the several year period after initial FDA approval. Ads in
publications targeted to the approved patient population or their physicians, however, could
result in additional interest in the treatment and could prove beneficial to public health.
Targeted ads would not be likely to trigger much in the way of non-medical use, since the
ads would be announcing the availability of legal treatment with all the attendant safeguards
and sensitivity to the needs of patients, with the further likelihood of insurance coverage
paying the costs. No ads would be necessary if it were possible for the therapists trained in
the delivery of psychedelic psychotherapy to treat a sufficient number of patients from
among preexisting patients or through referrals and word of mouth. 

The sponsor should also voluntarily offer to solicit FDA and NIDA input on ads
prior to their actual use, though retaining the freedom to accept or reject the input received.
If the issue of advertisements were to become a big concern to FDA or NIDA,  the sponsor
can consider whether to refrain voluntarily from advertising for some interim period.
Discretion should be the guiding principle for the sponsor in order to generate the least
amount of regulatory concern.

Media reports on beneficial medical treatments will probably prove more of an issue
to NIDA than targeted ads to patients and their physicians. As one example of possible
media attention, the TV news show 48 Hours has indicated its intention to build a feature
story around research into the use of MDMA in the treatment of anxiety and distress in

cancer patients, once such research is approved.1580 It is difficult to determine whether or not
the sponsor should respond to media requests for information about a psychedelic drug’s
approved medical use. Most non-medical users of psychedelics are not aware of their
therapeutic potential. If this information is disseminated in the media, a more respectful and
less casual attitude toward psychedelic drugs may result in some non-medical users,
reducing harmful use patterns.  In other non-medical users, use might increase due to
lowered credence given to other reports of the dangers of these drugs. In view of the

1580personal communications, Ira Sutow, 48 HoursProducer, beginning 12/21/94  and continuing through

the present.
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difficulty of determining the impact of information on the medical use of psychedelics on
non-medical use patterns, the most appropriate policy might be to respond to media requests
for information but refrain from proactively soliciting media interest.

Summary of  Specific Regulatory Requirements
A series of recommendations have been made in this chapter for special restrictions

on the use of psychedelic psychotherapy. FDA’s authority to impose these regulations is
anticipated to stem from the provisions of Subpart H of the accelerated approval regulations
that enable FDA to approve certain drugs with restrictions to assure safe use. FDA should
also seek a voluntary agreement from the sponsor to comply with these restrictions, so that
the regulations will still be implemented if FDA’s authority under Subpart H is ever ruled
invalid by the Court. Such voluntary agreements, once entered into, would be binding.

These restrictions should include the following:

1) Phase IV Treatment Study

a) Commencing immediately after NDA approval, a Phase IV study should be 
required in which several thousand patients with the approved clinical indication are 
treated by an expanded and newly trained group of treatment professionals, under

the auspices of an FDA-cleared IND or some similar authorization.

2) Distribution limited to psychiatrists with special training

a) Only board-certified psychiatrists with special additional certification will be 
allowed to prescribe a psychedelic drug;

 b) The special training and certification program  should be open to psychiatrists, 
clinical psychologists, social workers or anyone else licensed by the appropriate

state authorities to provide psychotherapy or counseling; 
c) The psychiatrist will retain primary responsibility for the treatment, but can 
authorize  other certified treatment professionals to work under his or her auspices; 
d) If the facility requires a director, that director need not be a psychiatrist but does 
need to be certified to deliver the treatment;
e) The training and certification process shall be the responsibility of the sponsor;
f) The training  should last at least two full weeks, each week separated by at least 
four weeks;
g) Training should include at least two patient treatment  sessions in which the

trainee assists a teacher and at least two patient treatment sessions in which the trainee takes 
primary  responsibility for patient treatment under the direct  supervision of a

teacher;
h) There should be a graduated license, a basic license for treatment providers who 
have chosen not to volunteer for a self-experience and a basic plus license for 
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treatment providers who have decided to volunteer for a self-experience, with the 
approved drug. There should be no difference in rights and privileges between the 
basic and basic plus license; and
i) There should be continuing education requirements in order to keep the 
certification active. 

3) Distribution limited to use in facilities that meet minimum standards
a) Treatments shall be limited to facilities that are certified by the sponsor as meeting
 minimum standards;
b) Treatment shall not be limited to hospital settings or dedicated facilities; 
c) Treatments should take place in a private room with attached bathroom;
d) The entire treatment facility should be reasonably private and soundproof;
e) The facility should provide comfortable accommodations for the patient to remain 
overnight: and
f) Treatments can take place in the patient’s home or hospice center only in instances
where the patient is too ill to travel to a licensed treatment facility. 
 

4) Staffing requirements
a) At no time should a patient be left alone during the active phase of the treatment;
b) A minimum of two treatment professionals should be present in the facility during
the active phase of the treatment session, though they need not both be in the 
treatment room;
c) Only one of the treatment professionals needs to be trained and certified by the 
sponsor in the delivery of psychedelic psychotherapy, the other could be in the 
process of being rained, certified and licensed; 
d) If two patients are being treated simultaneously, three treatment professionals

need to be in the treatment facility; and
f) A member of the treatment staff needs to spend the night in the facility whenever a
patient  does so, with no special training or certification required of this staff person.

5) Recordkeeping
a) The sponsor or third party paid by the sponsor should keep a complete registry of
all patients and all treatment sessions, with the registry open for inspection by 
authorized personnel from the FDA and DEA;
b) Appropriate protections to protect the privacy of the patients shall be employed; 
c) The reports on each patient and each treatment session shall be submitted to the 
sponsor or third party by the primary therapist for each patient;
d) A basic informational form for each treatment session should be submitted to the 
sponsor or third party by each treatment provider within one week of the treatment;
e) The report shall include information sufficient to determine whether the treatment 
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was for the labeled indication or an off-label indication; and
f)  Each patient’s primary therapist should submit to the sponsor or third party a 
standardized three-month follow-up data sheet.  

 6) Patients
a) Treatment sessions with the long-acting psychedelics as well as with MDMA shall
require an overnight stay in the treatment facility;
b) Each patient should be required to fill out a brief self-report form one week after 
treatment and shall send it to the sponsor;  
`c) Each patient shall be required to fill out a brief self-report form three months after
treatment and shall send it to the sponsor; and
d) Patients shall be limited to two sessions in any month, eight sessions in a year.

7) Off-label uses
a)  No restrictions shall be placed on off-label uses; and
b) Off-label uses shall be reported to the sponsor.
 

8) Distribution through the mail
a) All medicines should be shipped by registered mail from the sponsor to the 
psychiatrist who prescribed the treatment; and
b) If the psychiatrist or primary therapist working under the direction of the 
psychiatrist is late in submitting patient reports, no additional supplies of the drug 
should be shipped.

9) Advertising and Media
a) Advertisements, if any,  during the Phase IV study should be targeted 
to patients or their physicians, with a voluntary restriction on ads in general media; 
and
b) Advertisements should be submitted for comment to FDA and NIDA prior to their
use. Sponsor should remain free to use any ad regardless of feedback; and
c) Sponsor may respond to media requests but should not proactively seek to 
generate media coverage during the time of the Phase IV study, and perhaps beyond.

Conclusion
After several decades of regulatory roadblocks, it is currently possible both in the

United States and in several other countries to obtain permission to conduct clinical trials
investigating the therapeutic potential of various forms of psychedelic psychotherapy.
Rigorous, methodologically sound protocols can be designed, conducted and funded.
Therefore, it is possible that some form of psychedelic psychotherapy may eventually be
proven safe and effective in two adequate and well controlled investigations. A regulatory
framework can be designed for psychedelic psychotherapy that will substantially reduce
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misuse, abuse, diversion and the negative impact of information about the medical use on
non-medical use patterns. With sustained, diligent effort, the regulations proposed in this
chapter can be effectively implemented in practice, reducing many of the potential
harms/risks. Indeed, most of the recommendations have parallels in existing regulations for
other drugs or treatments, with modifications proposed to address their shortcomings. As a
result,  FDA approval of the medical use of a psychedelic drug as an adjunct to
psychotherapy can make a positive contribution to the health of the American public and
may set a precedent for further scientific investigations into the remarkable healing potential
of the human mind. 
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Federal Food, Drug, and Cosmetic Act of 1938. 75 P.L. 717; 75 Cong. Ch. 675; 52 Stat.
1040. June 25, 1938.

Food and Drug Administration Modernization Act of 1997. 105 P.L. 115; 111 Stat. 2296.
November 21, 1997.

Freedom of Information Act, Amendment of 1974. 93 P.L. 502; 88 Stat. 1561. November
21, 1974. 

Harrison Narcotic Act of 1914.  63 P.L. 223; 63 Cong. Ch. 9; 38 Stat. 785. January 17,
1914.

Hillory J. Farias and Samantha Reid Date-Rape Drug Prohibition Act of 1999. 106
P.L.172; 114 Stat. 7. February 18, 2000.

Importations of Drugs and Medicines Act of 1848. 30 Cong. Ch. 70; 9 Stat. 237. June 26,
1848. 

International Narcotics Control Act of 1992  102 P.L. 583; 106 Stat. 4914.  November 2,
1992

International Narcotics Control Corrections Act of 1994. 103 P.L. 447; 108 Stat. 4691
NATO Participation Act of 1994 (Title II at 108 Stat 4695).  November 2, 1994

LSD and other Depressant and Stimulant Drugs, Possession Restriction. 90 P.L. 639; 82
Stat 1361. October 24, 1968.
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1937.
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Miller Amendment of 1948 (to Federal Food, Drug, and Cosmetic Act of 1938), 80 P.L.
749; 80 Cong. Ch. 613; 62 Stat. 582.  June 24, 1948.
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Narcotic Addict Treatment Act of 1974. 93 P.L. 281; 88 Stat. 124. May 14, 1974.

National Research Act of 1974.  93 P.L. 348; 88 Stat. 342. July 12, 1974.

National Security Act of 1947. 80 P.L. 253; 80 Cong. Ch. 343; 61 Stat. 495. July 26,
1947.

Omnibus Consolidated and Emergency Supplemental Appropriations Act of 1999. 105
P.L. 277; 1998 Enacted H.R. 4328; 105 Enacted H.R. 4328. October 19, 1998.

Opium, Restrictions on Importing Narcotic Drugs Import and Export Acts of 1909.  60
P.L. 221; 60 Cong. Ch. 100; 35 Stat. 614. February 9, 1909

Orphan Drug Act of 1983.  97 P.L. 414; 96 Stat 2049. January 4, 1983.

Prescription Drug User Fee Act of 1992. 102 P.L. 571; 106 Stat. 4491. October 29, 1992.
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South Carolina Code §44-53-360.   Narcotics and Controlled Substances. Prescriptions.
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Texas Health & Safety Code §578.003.  Consent to Therapy.

Texas Health & Safety Code §578.007.  Reports.
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