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MDMA-Assisted Psychotherapy in the Treatment
of Posttraumatic Stress Disorder (PTSD):
Seventh Update on Study Progress

Michael Mithoefer, M.D.

mmit@bellsouth.net

The study

is moving along smoothly

and our results continue

to be very promising...

All the subjects

who have received

MDMA-assisted therapy

thus far have experienced

improvement in their

PTSD symptoms.

Seven years ago I began formal efforts with MAPS
to pursue research investigating MDMA-assisted
psychotherapy as a treatment for posttraumatic stress
disorder (PTSD). As of February 2006, our study has
now been underway for two full years. We enrolled
the first subject in March 2004, more than three years
after receiving Food and Drug Administration (FDA)
approval and less than three weeks after approval
from the Drug Enforcement Agency (DEA). Here’s
where we are at the two-year mark:
• Eleven subjects have completed the study, and

the twelfth subject is a month into the study.
• After receiving placebo in the first stage, two

subjects have gone on to complete the open-label
stage (which includes two MDMA-assisted
psychotherapy sessions).

• A third subject who received placebo in Stage 1
is scheduled to return for the open-label stage
in early March.

• We submitted our annual review report to the Insti-
tutional Review Board (IRB) in January 2006. The
IRB subsequently granted approval for another year.

• On February 6, 2006 our Data Safety Monitoring
Board (DSMB) met to review the records for all six
subjects who have enrolled since their last meeting.
The DSMB reported that they did not have any
concerns about the safety of the study, and recom-
mended that it continue without modification. The
DSMB is comprised of an MD, a PsyD, and a PharmD
who are not otherwise involved in the study.

other inaccurate claims about the addictive nature of
marijuana and its link with mental illness. This enabled us
to request that a chapter from Lester Grinspoon’s Marijuana:
The Forbidden Medicine, “Measuring the Risks,” be entered
into evidence as a rebuttal. Even though Judge Bittner had
previously upheld a DEA request to block the text since the
risks and benefits of marijuana weren’t at issue in this case,
in this instance she agreed to our request. Thus,
Grinspoon’s chapter was officially entered as evidence,
contradicting Voth’s testimony in numerous ways.

The primary thrust of Voth’s testimony was that
marijuana has so many ingredients that it can’t possibly be
made into a medicine. He said that it
is difficult to standardize marijuana
because various strains have signifi-
cantly different chemical composi-
tions, implying that blocking us from
doing marijuana research doesn’t
matter since there is no way that the
FDA would accept the marijuana
plant as a prescription medicine.
This argument was more persuasive
until about 10 years ago, when the
FDA developed guidelines for
investigation of botanical medicines.
This argument also fundamentally
contradicted Prof. El Sohly ’s testi-
mony-that research could be con-
ducted with a strain of marijuana
provided by NIDA and then the
sponsor of research could easily
obtain FDA permission to market a
different strain-since NIDA can’t
legally provide marijuana for
prescription use.

Later in the day, over strenuous
DEA objections, we entered into
evidence FDA statements saying that
the FDA welcomes research proto-
cols evaluating whether the mari-
juana plant deserves to be available
as a legal prescription drug. Once
again, the FDA’s willingness to place science over politics
was a major assistance to our efforts.

The DEA’s final witness was David E. Auslander,
M.D., an expert in pharmaceutical drug development. His
entire testimony substantially helped our case by reinforc-
ing Dr. Voth’s view that it is extremely difficult to stan-
dardize a plant because different strains have significantly
different chemical “fingerprints”.

Most importantly, at the end of Auslander’s testi-
mony, we asked him if the FDA would be concerned about
the variation in chemical “fingerprints” of different
marijuana strains. He said yes, definitely. We then asked
him if it would be problematic for a pharmaceutical
company if it did research with one strain of a plant, got

FDA approval to market it, but then tried to market a
different strain with a different fingerprint. He said this
would matter quite a bit to the FDA and could require
replication of some clinical studies, which are very
expensive. This was the exact opposite of Prof. El Sohly ’s
testimony, in which he said we could conduct research
with NIDA marijuana and then just switch to another
plant. Prof. El Sohly  was not presented to the Court as an
expert in pharmaceutical drug development, so
Auslander’s testimony therefore had more authority on
these points.

Auslander supported one of our key arguments, that
conducting research with NIDA
marijuana from Prof. El Sohly  isn’t
reasonable since NIDA’s mission
doesn’t permit it to provide
marijuana for prescription sales,
just research. Therefore, if we use
NIDA marijuana in research and
the FDA approves prescription use,
we would have to apply to NIDA
to obtain the same strain from
Prof. El Sohly  again. But, as we
established earlier, Prof. El Sohly
has fundamental conflicts of
interest, since he has other
marijuana-based products that
would compete, plus he could
charge anything he wanted
because there would be no compe-
tition. The only other option
would be to apply for FDA ap-
proval to market a different strain
from a new manufacturer, which
would present additional difficul-
ties because of the differing
chemical fingerprints of marijuana
strains. In any case, there is
currently no alternative supplier
with a DEA license, and starting a
new facility could take a year or
more, a costly delay if millions of

dollars had already been invested in research. In response
to our final questions, Auslander helpfully testified that
pharmaceutical companies must be assured of a reliable and
consistent supply of any drug that could be used in research
and made available for prescription sales.

While we can’t predict how Judge Bittner will
interpret the evidence presented over the two weeklong
trial proceedings, we are satisfied that our key arguments
were presented thoroughly and accurately in this land-
mark struggle for scientific freedom. •
To read transcripts of the court proceedings, media coverage,
or background information on the case, see MAPS’ DEA
lawsuit page on the internet at:
http://www.maps.org/mmj/DEAlawsuit.html
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After the 1993 withdrawal of the
licenses of five members of the Swiss
Medical Association for Psycholytic
Therapy (SAePT), who practiced MDMA-

and LSD-assisted
psychotherapy
for 5 years with
few restrictions,
we had to accept
that future
applications for
licenses would
be limited to the
context of
scientific
research. In
2003, the Ethics
Committee
rejected a

protocol developed by SAePT members to
investigate the efficacy of psilocybin-
assisted psychotherapy in recurrent
depression.

In April 2005, my wife Verena
Widmer and I visited MAPS President
Rick Doblin, Ph.D., and MAPS-funded
researchers John Halpern, M.D., and
Michael Mithoefer, M.D., to discuss
strategies to resume research into the
therapeutic application of psychedelics in
Switzerland. This meeting soon resulted
in close cooperation between MAPS and
SAePT, and in a short time we were able
to adapt the MAPS standard protocol for
MDMA/PTSD research to our study.

The proposed pilot study will investi-
gate the safety and efficacy of MDMA-
assisted psychotherapy in 12 patients
with treatment-resistant post-traumatic
stress disorder (PTSD), as in the ongoing
MAPS-sponsored study led by Mithoefer.
Based on the preliminary results from
Mithoefer’s study, we modified the design
to include three experimental MDMA-
sessions with 125mg MDMA, followed by
a supplemental dose of 62.5mg after 2.5
hours. We also adjusted MAPS’ protocol to
use an active placebo consisting of 25mg
MDMA, followed by a supplemental dose
of 12.5mg MDMA.

As in the U.S. study, patients who
receive the placebo can choose to partici-
pate in a second stage of the study, in
which they go through the whole process
again with a full dose of MDMA. Outcome
measures will be the CAPS (Clinician
Administered PTSD Scale) and the PDS
(Posttraumatic Stress Diagnostic Scale), a
self-report scale. Due to new findings and
the absence of neurocognitive deteriora-
tion in MAPS’ U.S. study, we consider
these neurocognitive measures sufficient.

The protocol was submitted to the
Ethics Committee in October 2005 and
was approved on December 23, 2005. The
application is is now being reviewed by
Swissmedic (the Swiss Drug Institute).
Prior to the LSD conference in Basel,
Switzerland, the first pre-study data
monitoring visit took place at my psychi-
atric practice near Solothurn, Switzerland,
where the study will be performed. During
this meeting, we set up study procedures
and Case Report Form protocol. At the
time of this writing, another data monitor-
ing visit is planned for early March. The
last step will be to apply for a license from
the BAG (Swiss Health Agency). We plan
to begin recruiting subjects within a few
months.

So far, the development of this study
has proceeded rapidly, without major
obstacles, thanks to the invaluable support
of MAPS. Both MAPS and SAePT have
pledged substantial contributions -
together 2/3 of the $150,000 study budget
- but further efforts will now have to be
undertaken to fund the study through
donations. The LSD conference in Basel in
honor of Albert Hofmann has helped to
bring the subject of psychedelic drugs to a
wider public audience and into the
consciousness of the medical community.
We hope that our research can be a
contribution to helping psychedelic drugs
get back to where they belong: in healing!

MDMA-Assisted Psychotherapy Pilot Study in Switzerland
MDMA/PTSD research marks resumption of psychedelic therapy in Switzerland

Peter Oehen, Rick Doblin, and
Valerie Mojeiko working during

a data monitoring visit in
January 2006

Peter Oehen, M.D.
peter.oehen@hin.ch
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• We have completed telephone screening
on 87 potential subjects.

• One potential new subject is scheduled
for formal screening and two others are
considering it.

• We have added newspaper advertising to
our recruitment efforts. As required, the
text of the newspaper ad was approved
by the IRB. We don’t know yet how
many new subjects we will enroll as a
result of this advertising, which is quite
limited because of cost. There are other
local, non-MDMA PTSD research
studies taking place at the medical
school and at private, for-profit, research
companies. To some extent, we are
competing with their much larger
advertising budgets. While I’m sure this
competition for subjects has slowed
down our recruiting, I’m confident that
we will be able to find the additional
nine subjects we need.

The study is moving along smoothly
and our results continue to be very
promising. As we ponder the initial data
we have decided to ask the FDA and the
IRB for permission to make two protocol
changes: 1) To add a supplemental dose of
62.5 mg of MDMA (or placebo) two to
two- and-a-half hours after the initial dose
of 125 mg. 2) To add a third MDMA-
assisted psychotherapy session.

All the subjects who have received
MDMA-assisted therapy thus far have
experienced improvement in their PTSD
symptoms. For some this improvement has
been quite dramatic and for a few it has
been less so. It is our impression that
several subjects might have benefited from
a supplemental dose of MDMA, and that
several might have benefited from a third
MDMA-assisted therapy session. Because
this is a small pilot study, we don’t expect
to prove a statistical difference between

doses or number of sessions, but we think
these changes could yield useful informa-
tion to guide future study design.

Because ours was the first Phase II
study we were very conservative in only
asking for two MDMA-assisted therapy
sessions and only a single dose of 125 mg
of MDMA for each session. Since our
initial protocol was approved, the FDA
and relevant IRBs have approved an
MDMA study at Harvard that will use a
supplemental dose. The MAPS-sponsored
MDMA/PTSD studies in Israel and
Switzerland will use supplemental doses
as well; the latter will also have three
MDMA-assisted sessions.

It’s gratifying to note that since my
last Bulletin update the MDMA studies I
refer to above have all received govern-
ment approval or are on the verge of doing
so. Thanks to MAPS’ coordination, I have
had the opportunity to meet with all these
researchers, as well as other psychedelic
researchers from the US and Europe, on a
number of occasions. The Harvard and
Swiss teams have both come to Charleston
to visit us and become familiar with the
protocol that we are using to conduct our
study. My wife and co-therapist, Annie,
and I are also looking forward to a visit
from the Israeli team very soon. We
greatly value this collaboration with other
researchers so geographically separated,
but so closely connected in our shared
desire to explore the therapeutic potential
of MDMA-assisted therapy. •
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