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DESCRIPTION (provided by applicant): The aims of this project are to develop and standardize 3, 4-
methylenedioxymethamphetamine (MDMA) assisted psychotherapy as a novel treatment for
posttraumatic stress disorder (PTSD). PTSD affects up to 20% of crime victims and veterans, reducing
quality of life and productivity. The investigators plan to develop a treatment manual describing
standardized therapy procedures in order to train therapists to perform MDMA-assisted therapy in
larger Phase Il and Phase lll studies. When completed, the manual will include evaluative guidelines
and associated measures of therapist adherence and competence. The investigators will develop the
manual through the use of previous anecdotal accounts of MDMA-assisted therapy, and by observing
and reviewing audio and video recordings of psychotherapy sessions. When appropriate, the manual
will also be informed by findings from Phase | studies of MDMA in humans. Session recordings are
from a randomized, placebo-controlled, double-blind study of MDMA-assisted psychotherapy in people
with PTSD and an open-label study continuation for any participants who received placebo during the
double blind study. The principal investigator and two co-investigators will observe, review and examine
session recordings and develop a manual for each stage of MDMA-assisted psychotherapy. All
investigators will assist in reviewing and editing successive manual, guideline and measure drafts.
During manual development or immediately afterwards, the investigators will create evaluative
guidelines for each stage of MDMA assisted therapy. Once they have produced a treatment manual,
the investigators will create brief measures of therapist adherence and competence for assessing
therapists trained in MDMA-assisted therapy with the manual, with measures at an appropriate level of
detail for a novel intervention. The production of the treatment manual and attendant measures will
permit further research into an innovative and potentially promising means of treating PTSD. If data
from pilot studies and other Phase |l studies provide evidence of safety and efficacy, standardized
procedures for conducting the therapy will lead to rapid development of this intervention.

CRITIQUE 1:

Significance: Because PTSD represents a debilitating disorder, potentially effective interventions,
particularly if found to be efficacious for current treatment-resistant patients, might be significant. This
project represents one small step towards that goal.

Approach: The treatment manual, evaluative guidelines, and associated integrity protocol will be based
on tapes of psychotherapy sessions to be conducted by the PI. The included patients have already
begun therapy and agreed to be videotaped. However, it is unclear as to how this project specifically
interfaces with the ongoing clinical trial. Although this project is seeking funding for the manual
development aspect, and not the clinical trial itself, the trial is currently being conducted. Insufficient
information is provided as to how patients are diagnosed, recruited, treated, and so forth.

In addition, little information is provided as to what the MDMA-assisted psychotherapy actually entails.
There remains conceptual confusion, especially from a research perspective, regarding the difference
between MDMA-assisted therapy, MDMA alone, and psychotherapy alone.

Insufficient information is also provided regarding the actual patients who participated previously and
who will be recruited for this phase of the study. It is difficult to determine the validity of any treatment
manual in the absence of such a context.

Insufficient detail is provided regarding the development of evaluative guidelines and the measures of
treatment integrity. Whereas these are laudable goals, it is difficult to discern how the Pl plans to
achieve such goals in any detail.

Last, it appears that all MDMA-assisted therapy has been (and will be) conducted by the PI. This
confounds both roles, especially if these psychotherapy session are to be the basis for standardization.
In other words, it is unclear how much of the treatment will be based on clear theory and previous
evidence and how much on the personal opinions of the PI. Having such roles confounded allows for
bias.
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Innovation: The project is viewed as innovative given the uniqueness of the psychotherapy approach.

Investigator: Although the PI appears to have clinical experience related to this project, there is limited
background conducting similar types of projects or studies. The proposed research team also appears
to have limited experience in psychotherapy treatment development and execution.

Environment: The environment in which this project is planned to take place appears limited (i.e.,
private clinical offices of the Pl and select members of the research team).

Human Subjects: The plan with regard to the actual videotaping of psychotherapy sessions is
adequate, but is not adequate overall, as little information is provided regarding the actual conduct of
the therapy itself. Data and Safety Monitoring Plan for the overall endeavor (i.e., clinical trial plus
videotaping of sessions) is viewed as inadequate.

Women/Minorities/Children Inclusion: The sample composition cannot be known from the application.
Little information is provided about the recruitment strategies overall, even though the Pl states that
women would be eligible to participate (i.e., no plan is provided about targeting recruitment strategies to
ensure such participation). As such, the plan is unacceptable. Even though the PI states that minority
groups would be eligible to participate (i.e., no plan is provided about targeting recruitment strategies to
ensure such participation). As such, the plan is unacceptable. Little information is provided about the
recruitment strategies overall, even though the PI states that children between 18 and 21 would be
eligible to participate (i.e., no plan is provided about targeting recruitment strategies to ensure such
participation). As such, the plan is unacceptable.

Overall Evaluation: Whereas this project represents an innovative approach to the treatment of PTSD,
little information is provided to adequately evaluate the validity of the proposed method of developing
and standardizing the treatment protocol.

CRITIQUE 2:

Overall Evaluation: The application is to prepare a treatment manual for the standardization of
procedures employing MDMA to assist in psychotherapy for treatment of PTSD with the intent to be
used for future phase Il and Il clinical studies with this drug. It is unclear that this type of activity is
typically not part of the NIMH mission.

The listed investigators do not appear to be the most appropriate to prepare such a manual. The
application does not indicate that any of the participants are experienced in organizing such documents
even though they may have some experience conducting clinical trials. In addition, because of the
nature of these trials, it is particularly important to have unbiased evaluators who are not vested in the
study to determine the significance of outcomes in order to achieve a practical and objective manual. A
manual prepared by those who organized and implemented the study and who have much to be gained
if the study results were positive, may be viewed with some degree of reservation and suspicion.

It might appear that preparation of a treatment manual for standardized procedures for MDMA-assisted
psychopathology as a treatment for PTSD is premature, especially when it has not even been
established that MDMA can be an effective or desirable part of PTSD treatment. The applicants
acknowledge the possibility that the MDMA treatment may not be efficacious and in that case the
exercise might become a record of the procedures for future study. This seems to be a weak argument
for the project. It is not clear what research would be conducted on a failed study and it also seems that
the identified team might not be ideally qualified to prepare such a document as none of the listed
investigators have a particularly strong background in conducting peer-reviewed research and thus are
likely not to be the best qualified team to organize a record that might be of research value or interest.
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CRITIQUE 3:

Significance: The goals of this small-research grant application are to develop and standardize 3, 4-
methylenedioxymethamphetamine (MDMA) assisted psychotherapy as a novel treatment for
posttraumatic stress disorder (PTSD). PTSD is a severe and potentially disabling anxiety disorder for
which practical and efficacious treatments are few. The applicants have identified a significant public
health problem and offer a novel treatment strategy. As MDMA-assisted psychotherapy is not a
currently accepted treatment for PTSD, development of a standardized treatment manual that can be
used by researchers to test treatment safety and efficacy is essential.

Approach: In brief, the investigators will develop a treatment manual through the use of previous
anecdotal accounts of MDMA-assisted therapy, and by observing and reviewing audio and video
recordings of psychotherapy sessions from an ongoing Phase | trial of MDMA-assisted psychotherapy
for the treatment of PTSD. Initial drafts will be written by the Pl and two co-investigators. These drafts
will be reviewed, discussed and edited by all investigators. Following development of a treatment
manual that describes each stage of MDMA-assisted psychotherapy, the investigators will develop
measures of therapist adherence and competence that can be used to assess the skills of therapists
who are interested in employing MDMA-assisted therapy. If time permits, efforts will be made to
develop a training program for therapists who plan to engage in MDMA-assisted therapy.

Importantly, three drafts of a treatment manual have already been written, and the most recent version
is available for review on-line. As such, development of a treatment manual will actually be revision of
the currently available manual. The first phase of this revision process will begin when the investigators
begin to videotape sessions (both with and without drug/placebo) from the ongoing 12-session study of
MDMA-assisted psychotherapy of PTSD (12 subjects will receive MDMA and 8 will receive placebo
and, if desired, those who receive placebo can enroll in MDMA-assisted therapy in follow-up). The two
psychotherapists who conduct these sessions, along with Dr. Ruse, a clinical psychologist, will review
as many tapes as practically possible, and will make efforts to extract the salient features of each type
of session (initial, pre-drug assisted, post-drug assisted, termination).

Strengths of the application include the fact that, without a standardized (and reproducible) treatment
method, it will be difficult to determine in a controlled manner whether MDMA is efficacious as a
psychotherapeutic adjunct in the treatment of PTSD or, in contrast, whether one of many potential
confounds is responsible for the effects of therapy in this population. Indeed, as noted by the applicant,
the therapy that is being employed in the ongoing clinical trial employs a number of well-established
treatments for PTSD (e.g., CBT methods).

Weaknesses of the application include the fact that it is not at all clear how, exactly, the investigators
decide what to include and exclude in the manual. It is implied that procedures and methods that are
currently being employed by the investigators are desirable and might be emulated as the standard of
care. If so, it is unclear why the investigators need to review the tapes, since they are the ones who are
setting the standard and how it will be determined which features should be included in the manual, and
which should be excluded. While the videotapes, no doubt, will include valuable research material, it
seems odd that the therapists who performed the therapy will need to review these tapes to determine
what it is that they themselves are doing. While there may be a good explanation, it is not included in
this application. In general, as reviewed in the excellent paper by Dr. Carroll included in the
Appendices to this application, the initial goals of a psychotherapy treatment manual should be to
specify treatment techniques goals and formats (and how they differ from other treatments) as well as
to specify theoretical active ingredients. It is not sufficiently clear how review of video and audiotapes
might facilitate this process given that three versions of the manual have already been written.

A review of the current version of the treatment manual again raises the question of what, exactly, will
be done to revise and improve the manual and how it will be determined that the manual is “complete.”
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A more detailed and systematic description of the methods to be employed in the manual development
might be useful in this regard. It is difficult to evaluate the merit of this application because of
insufficient detail. While it is clear that the investigators will review videotapes and discuss edits to the
manual, the nature of the reviews and criteria for including versus excluding materials in the manual are
not clear.

Innovation: The proposed research is highly innovative. No other research group has developed a
treatment manual for MDMA-assisted psychotherapy.

Investigator: The Pl is the first psychiatrist to conduct a Phase | trial of MDMA-assisted psychotherapy
for the treatment of PTSD and, therefore, is an excellent candidate to lead the development of a
treatment manual.

Environment: Adequate.

Human Subjects: No problems noted, with regard to treatment-manual development.
Women/Minorities/Children Inclusion: Acceptable.

Budget: Acceptable.

CRITIQUE 4.

Significance: This is an initial RO3 application to complete a treatment manual for MDMA assisted
psychotherapy for PTSD. MDMA assisted psychotherapy may be an important advance and
standardized procedures will be necessary of future research.

Approach: The investigators propose modifying their existing draft manual to include evaluative
guidelines and measures of therapist competence and adherence. The application might be
strengthened by providing greater detail regarding the methods to be used.

While manual development is not original, it is necessary and MDMA assisted psychotherapy is novel.

Investigator: The investigator cites extensive clinical experience and he is Principal Investigator for a
MDMA-assisted psychotherapy study sponsored by the Multidisciplinary Association of Psychedelic
Studies. However, there is no evidence that he has training or experience in research or psychotherapy
manual development. There is a similar lack of research training and experience among the other co-
investigators, with the exception of one consultant.

Environment: The study environment appears to be the clinical offices of the investigators.
CRITIQUE 5:

Dr Michael Mithoefer and colleagues propose preparing a treatment manual to be used with MDMA
assisted psychotherapy for Post Traumatic Stress Disorder (PTSD). A small 20-subject pilot clinical
trial evaluating this therapy is being supported by a private, non-profit foundation (MAPS). The aim of
this project is to develop and standardize MDMA-assisted psychotherapy as a novel treatment for
PTSD. To accomplish this aim the Pl and two co-Pls will observe, review and examine video and
audiotapes of non-drug (60-90 minute) and drug (8 hour) therapy sessions from the ongoing clinical
trial.

Significance: PTSD remains a prevalent and disabling disorder with few effective pharmacotherapies.
There is a compelling need for new treatments and MDMA may have some utility in treating this
disorder. Data from the MAPS supported placebo-controlled trial will help in deciding if MDMA has any
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efficacy in the treatment of PTSD. The significance and importance of the proposed treatment manual
is less clear. The manual will be constructed from data obtained in a single-site pilot study, possibly
limiting the ability to generalize procedures to multiple sites. Although the preliminary data appear
promising efficacy has not yet been demonstrated in the pilot study. Thus, development of a treatment
manual appears premature.

Approach: Dr. Mithoefer will use video and audiotapes of MDMA and placebo therapy sessions to
construct the treatment manual. Although the investigators have done an admirable job in launching
the current pilot study there are several methodological deficiencies that need to be addressed for this
to become an outstanding project. Most importantly, specific methodologies for analyzing tapes are not
presented. Apparently, there are earlier draft versions of the manual but these were neither included
for review nor summarized in the application. Without some detail about the current therapeutic
procedure it is hard to understand exactly what will be done in the proposed work. Apparently, the Pl
and his research associates will view the tapes, think and then empirically decide which therapeutic
features might become “standard”. Although this may be the best way to attack the relatively small
data set from 20 patients a more structured approach is likely to yield results applicable to a larger
cohort of therapists. It is quite possible that the proposed method will yield a treatment manual only
applicable to Dr. Mithoefer or psychiatrists with similar treatment styles. Although there is not much
published in the area of manual development the investigators have cited only a single reference
(Carroll 2002). Perhaps the work of Rounsaville might be explored and incorporated into future
applications. Additionally, because MDMA is a drug more attention needs to be given to methods
assessing pharmacotherapeutic efficacy. Although a single reference on guidelines for investigating
pharmacological interventions in PTSD is cited (Montgomery) adequate details are not given.

The team has listed a consultant with experience in constructing treatment manuals (Sherry Falsetti
PhD). She will read manual drafts, consult on questions that might arise and assist in the development
of adherence and competence measures. Because the authors have no experience in developing
treatment manuals the availability of an experienced consultant is important. She apparently will attend
the two 3-day sessions but otherwise her specific role is not described and her talents are not well
incorporated into the application. Additionally, the 2003 citation for Dr Falsetti listed in the references is
not indexed — perhaps her 2005 citation might be more germane to this project: Falsetti et al, Multiple
channel exposure therapy: combining cognitive-behavioral therapies for the treatment of posttraumatic
stress disorder with panic attacks. Behavior Modification. 2005 Jan; 29 (1):70-94. In this paper Dr
Falsetti describes a process used to develop a hon-pharmacologic treatment for PTSD. However,
because MDMA is a drug treatment simply addressing psychological components of treatment is not
adequate, standardized procedures for dosing and following drug associated adverse events need to
developed and presented.

The authors propose developing “standardized methods, procedures and evaluative guidelines” for use
in multi-site studies of MDMA assisted therapy in people with PTSD. Because this treatment method
has not been validated a larger, appropriately powered and designed clinical trial might be done before
developing a treatment manual. The current 20-subject single site study is too small to reliably
represent the large and diverse population of PTSD patient who might be candidates for MDMA
assisted therapy. Although many of the features proposed — standard methods, procedures and
outcome measures — would be used in manual development these are also key features of a clinical
trial. Assuming MDMA shows benefit in the pilot study perhaps the investigators might be encouraged
to design and conduct a valid multi-center study. Accordingly, evaluating a study protocol where the
“treatment manual” was one component of a larger trial might be more useful. If a pharmaceutical
company were developing MDMA as a treatment for PTSD the next study might be the pivotal efficacy
trial and much more than a treatment manual might be needed to demonstrate efficacy.

Innovation: Studies of MDMA assisted therapy are clearly innovative and merit support and
recognition. There have been several reports from relatively uncontrolled trials of MDMA assisted
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psychotherapy and the intent of the investigators is laudable. The methods for developing the manual
are not innovative. Notably, the investigators appear eager to scientifically demonstrate the efficacy of
MDMA in PTSD and have invested the time and resources to initiate a valid clinical trial of a
controversial drug for a clinically important condition.

Investigators: Dr Mithoefer is a practicing psychiatrist with limited research experience. Despite his
lack of academic support and research training he has successfully launched a complex human trial
with a DEA schedule | drug - MDMA. He is clearly an exceptionally talented physician with great
energy and enthusiasm and he has great potential but his qualifications to lead the next phase — design
of a multi-site study and development of a “treatment” (really an experimental) protocol - is less clear.
The co-investigators, although talented, have little experience in designing the studies logically needed
after the pilot trial. The consultant has some of the experience necessary to assist protocol
development but no experience designing a multi-center study.

Environment: The environment is supportive and appropriate. The collaboration between MAPS and
the investigators is excellent.

Human Subjects: Unacceptable. Reviewers expressed concern that additional detail regarding
provisions for monitoring the safety of subjects during the ongoing trial, e.g., blood pressure, body
temperature, etc. is needed.

Overall Evaluation: This application has many admirable features but is premature for this stage of
treatment standardization. The application lacks many important details —appropriate literature based
procedures for manual development and details on the integration of psychological and
pharmacological efficacy assessments need to be provided. Before any funds are committed to future
research the investigators should complete the pilot trial and demonstrate efficacy without significant
toxicity. A larger randomized trial incorporating safety measures and valid outcomes might be
performed before codifying the treatment process. The investigators might consider partnering with
experienced trialists to develop research procedures that incorporate what has been learned in the pilot
study. Although this application does not generate much enthusiasm the investigators might be
encouraged to return with an application for treatment research. New clinical with MDMA trials might
be supportable if justified by efficacy and safety data from the pilot study.

NOTICE: The NIH has modified its policy regarding the receipt of amended applications.
Detailed information can be found by accessing the following URL address:
http://grants.nih.gov/grants/policy/amendedapps.htm

NIH announced implementation of Modular Research Grants in the December 18, 1998 issue
of the NIH Guide to Grants and Contracts. The main feature of this concept is that grant
applications (R0O1, R03, R21, R15) will request direct costs in $25,000 modules, without
budget detail for individual categories. Further information can be obtained from the Modular
Grants Web site at http://grants.nih.gov/grants/funding/modular/modular.htm
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