Sarah Seung, PharmD
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
5901-B Ammendale Road
Beltsville, MD 20705-1266

21 May 2019

RE: IND #063384, Serial No. 0117, MT2 Protocol Version 2
Dear Division of Psychiatry/CDER,
A Phase 1, Open-Label, MultiSite Study to Assess Psychological Effects of MDMA-Assisted Psychotherapy when Administered
to Healthy Volunteers As recommended by the FDA, the sponsor is requesting review of the
MT2 Protocol Version 2 under IND #063384, as a healthy volunteer study assessing the
development of self-compassion and potential reduction in burnout in treatment providers
enrolled in MDMA therapy training (enrollment by invitation only).
The MT2 Protocol is intended to enroll trainees providing treatment under IND #063384, IND
#142690, and future studies under IND #142908. The sponsor does not expect the database lock
and completion of MT2 before the anticipated NDA approval date for IND #063384, so the
sponsor will request to keep IND #063384 open after approval of the associated NDA. The
sponsor will ensure that ongoing submissions of the IND annual reports are provided to the
agency by the appropriate deadlines, as long as the IND is open.
The eligibility criteria for healthy volunteer studies of MDMA-assisted psychotherapy are
updated in the
current experience with the ongoing MT-1
study. The current medical exclusions for this study are relative, not absolute contraindications
for administration of MDMA. In the future, if MDMA is approved as a treatment for PTSD, it
will be appropriate for physicians to carefully evaluate these conditions on a case by case basis,
and to treat individuals with stable chronic diseases who are medically cleared to receive MDMA.
The MT2 protocol will enable the sponsor to collect safety data in the defined healthy volunteer
population to support expansion to similar eligibility criteria in future protocols.
To support the risk/benefit assessment of the MT2 protocol, the sponsor is providing safety data
from the ongoing Phase 1 blinded study MT-1, which has data available from N = 76 healthy
participants. In the ongoing MT-1 study, each participant receives MDMA and placebo in
randomized order within the same week. Adverse event data presented below includes data from
both conditions as the study is still blinded. Adverse events were defined as those that were not
included in the list of Spontaneously Reported Reactions to MDMA per the study protocol. To
date, 76% (55 of 76) of participants treated in MT-1 have not reported experiencing an adverse
event in the study. Adverse events reported by blinded healthy participants in the ongoing
placebo-controlled crossover study MT-1 are presented in Table 1 below.

Participant
reported severe, active suicidal ideation with a specific plan following
administration of IMP or placebo. Participant
also reported non-suicidal, self-harmful
behavior the same day. Though there was a history of suicidal ideation in the lifetime assessment
but no current ideation reported by this participant, these AEs were judged to be probably related
to IMP, although the data remains blinded. Following these events, the investigators ensured the
participant was given proper space to express, was kept physically safe, and was aware of
boundaries and safety. The participant did not injure themselves. Clinical Investigators and cotherapists also ensured that the participant was supervised for 24 hours after the experimental
session and was re-evaluated in the integrative session the morning after experimental session.
Contact was established with the participant and follow-up was successful, and the participant
experienced a full recovery and return to baseline.
Commonly reported adverse events from Phase 1 studies conducted without sponsor support and
published between 1986 and 2012 were used to develop a list of adverse reactions, or
Spontaneously Reported Reactions. This curated list of reactions was used to collect what are
considered to be common reactions based on previous MDMA studies on the day of Experimental
Sessions and for 7 days after the second Experimental Session in MT1 as a subset of adverse
events. Table 2 presents adverse reactions reported on the day of and one day after blinded
MDMA and placebo administration in the ongoing MAPS-sponsored study, MT-1 (N=76), in
comparison to the blinded PTSD participants receiving 125mg MDMA (N=58). In summary,
spontaneously reported reactions were typically observed during drug administration, but are
transient and diminish as the drug is metabolized and excreted over the next 24 hours (see Day 1
data), with the majority of reactions resolving within several days and up to one week after
dosing. Participants in MT-1 have reported similar adverse reactions to those observed in
previous MDMA-assisted psychotherapy clinical trials in healthy volunteers conducted without
sponsor support, such as jaw clenching/tightness, lack of appetite, muscle tension, headache.
The prevalence of reactions was greater in the PTSD population, which influences the risk/benefit
profile in a population-specific manner. In contrast to healthy volunteers, more PTSD patients
experienced anxiety (PTSD: 70.7% vs. MT-1: 25.0%), dizziness (PTSD: 44.8% vs. MT-1:
22.4%), insomnia (PTSD: 34.5% vs. MT-1: 3.9%), fatigue (PTSD: 48.3% vs. MT-1: 13.2%),
increased irritability (PTSD: 25.9% vs. MT-1: 1.3%), nausea (PTSD: 43.1% vs. MT-1: 18.4%),
and insomnia (PTSD: 34.5% vs. MT-1: 3.9%) on the day of Experimental Sessions. Adverse
reactions are typically observed during IMP administration but are transient and diminish as the
IMP is metabolized and excreted over the next 2-3 days after dosing and are self-limiting in both
populations. Only jaw clenching/tightness and muscle tension were reported to be severe in a
small number of healthy participants, and their symptoms were also transient and resolved within
2 or 3 days after dosing. In the PTSD population during the week following treatment, the most
frequently reported reactions attributable to MDMA based on relative incidence were lack of
appetite, muscle tightness in the jaw, restlessness, weakness, dry mouth, thirst, impaired
gait/balance, sensitivity to cold. Severe anxiety, insomnia, fatigue, and depressed mood were
commonly reported in PTSD studies in both placebo and MDMA groups and may be attributable
to background events or the psychotherapy that both groups receive in conjunction with IMP.

