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TO Division of Psychiatry Products,
FDA issued the Sponsor a Continued Partial Clinical Hold Letter dated 27 September 2019 for
-Label, Multi-Site Study to Assess Psychological Effects of
The Sponsor
MDMAreplied on 11 October 2019 with a formal request to reconsider the hold and indicated that
additional information on the potential benefits and harms that could be anticipated from the MT2
study would be provided to the Agency. This new information is based on a brief survey of 79
MT1 study participants
obtained letters to FDA from over twenty experts in
psychiatry, psychotherapy and academic psychotherapist training programs regarding the
appropriate qualifications for facilitators of MDMA-assisted psychotherapy in subjects with
PTSD.
The Sponsor is hereby submitting additional information in support of the request to reconsider
Clinical Hold Reconsideration Request dated 11 October 2019, it is being submitting as a
complete clinical hold response to the issues in the MT2 Continued Partial Clinical Hold Letter
dated 27 September 2019.
Clinical Hold Letter dated 27 September 2019 (numbering preserved from the initial letter):
Risk/Benefit Assessment
1. 21 CFR 312.42(b)(1)(i): Unreasonable and significant risk of illness or injury to human
subjects
Information Needed to Resolve Deficiency: You must provide an adequate justification
for your assertion that the benefits outweigh the risks for healthy individuals in Study
MT2.
Sponsor Response:
The Sponsor provides new data below to support its view that the benefits outweigh the risks for
healthy individuals in study MT2. The Sponsor requests that when the Agency re-evaluates the
benefit:risk balance of study MT2, that it consider new self-report survey data from 79
participants in MT1 documenting minimal harm and substantial professional and personal
benefits along with self-reported increases in their own therapeutic qualifications to provide
MDMA-assisted psychotherapy to subjects with PTSD.

Upon receiving the Advice/Information Request dated 01 November 2019 from the
Agency, the Sponsor resubmitted information pertaining to this AE on 06 November
2019 on the specified Form FDA 3500, as Manufacturer Report #1 under Serial No. 0129
specifying related information such as date, sex, age, concomitant medications, and
temporal relationship of treatment to the event.
In addition, the Sponsor has submitted a report that includes summary tables showing positive
suicidal ideation in comparison to serious suicidal ideation (C-SSRS ideation score of 4 or 5) and
positive suicidal behavior as well as line listings of all cases of serious suicidal ideation and
positive suicidal behavior in the context of the ongoing clinical trial MT1. Please reference
submission Serial No. 0130 under IND#063384.
In the ongoing MT1 study, the total count of subjects treated has risen to 85 with no AEs related
to suicidal behavior, and one AE of Suicidal Ideation (Manufacturer Report #1 under Serial No.
0129). Five of 85 MT1 participants had previously experienced serious suicidal ideation and two
had experienced positive suicidal behavior in their lifetime; one of which was classified as non. Eleven of 85 MT1
serious
participants had experienced suicidal ideation at any level according to pre-study Medical
History. As the previously submitted C- SSRS data shows (Serial No. 0130), one of these
subjects experienced an adverse event of suicidal ideation in the context of MDMA-assisted
psychotherapy, which was a rare event. Such events can also occur in the context of intensive
psychotherapy in the absence of drug exposure in cases where prior suicidal ideation and/or
behavior is present in pre-study Medical History.
MT1 study, the Sponsor added more clearly defined and stringent exclusion criteria regarding
suicidal ideation or behavior. These criteria were submitted in a protocol clarification as MT1
Protocol Amendment 4 Version 2 dated 09 October 2019 to the IND under Serial No. 0133 on 05
December 2019 to exclude subjects with a lifetime history of a suicide attempt, suicidal ideation
within the past year, or any psychiatric diagnosis requiring chronic medication except ADHD or
insomnia.
enrolled and they are more likely than MT1 and MT2 subjects to experience suicidal ideation and
behavior. The independent Data Monitoring Committee (iDMC) periodically reviews aggregate
suicidal ideation and behavior events (which are known consequences of PTSD) observed in the
MAPP1 clinical trial. Based on their unblinded review of these data, the iDMC has not expressed
corrected submission about IND safety reporting (Serial Number 0132) received by the Agency
e iDMC reviewed an aggregate analysis of
suicidal ideation and behavior events (which are known consequences of PTSD) observed in the
MAPP1 clinical trial in both meetings and did not find evidence that those events occur more
frequently in the drug treatm
acknowledged this submission correction on December 13, 2019.
exclude all
After reflection, for MT2, it is the view of the Sponsor that
otherwise healthy subjects with suicidal ideation within the past year, or any psychiatric diagnosis
requiring chronic medication except ADHD or insomnia. However, exclusion for a lifetime
history of a suicide attempt is an overreaction. A lifetime history would exclude therapists who

MT1 Survey Results Summary: 79 of 82 MT1 participants completed the survey with responses
1. How beneficial was your MT1 MDMA-assisted psychotherapy session for your training to
provide MDMA-assisted psychotherapy?
Average 5.82
Greatly (6) 68 respondents (86%)
(5) 9 respondents (11.4%)
(4) 1 respondent (1.3%)
(3) 1 respondent (1.3%)
31 Comments (please see attached)
2. How personally beneficial was your experience participating in the MT1 clinical trial where
you received MDMA-assisted psychotherapy in a clinical therapeutic setting?
Average 5.61
Greatly (6) 61 respondents (77.2%)
(5) 10 respondents (12.7%)
(4) 5 respondents (6.3%)
(3) 2 respondents (2.5%)
(1) 1 respondent (1.3%)
25 Comments (please see attached)
3. Have you experienced any sustained harms from participation in the MT1 Clinical Trial?
Average 0.09
Not at all (0) 74 respondents (93.7%)
(1) 4 respondents (5%)
(3) 1 respondent (1.3%)
8 Comments (please see attached)
4. Do you think your MT1 experience increased your qualifications to provide MDMA-assisted
psychotherapy?
Average 5.84
Greatly (6) 71 respondents (89.9%)
(5) 4 respondents (5.1%)
(4) 3 respondents (3.8%)
(3) 1 respondent (1.2%)
25 comments (please see attached)
5. Additional Comments and/or description of what the experience meant to you:
39 additional comments (please see attached)
Details of the comments for the 5 participants who responded >0 harm are provided below:
#1) Participant
marked 1 for harm and stated the following comment:
t think I experienced any harm but I found it difficult to end so quickly after
engaging in a therapeutic process with therapists. I would have wanted more MDMA
#2) Participant

marked 1 for harm and stated the following two comments:

experiences of my colleagues I am disappointed not to have experienced a kind of

emotional process as they did. During the event there were no extra checks of vital signs,
though in hindsight these vital signs, like blood pressure and temperature, would have
been helpful in understanding what kind of reaction to the MDMA was going on. Overall,
no sustained harms, except for the disappointment in the session, and disappointment in
lack of reaction to this from MAPS, there was no follow-up to this adverse event, except
from the standard followAnswer to #2 How personally beneficial was your experience?
xperience with the MDMA was not beneficial nor harmful because of the
serotonergic reaction I suffered to the MDMA. Within 30-45 minutes I vomited and for a
few hours I was just feeling sick and having a strong physical reaction to the MDMA
without any emotional processing going on. The day after I was still recovering from
being so ill. I was very well taken care of by the two therapists present. The dose of
MDMA was too high for me, and for people not being used to taking MDMA it would be
better to be able to adjust the dose, or take it in small parts, not the whole dose at once. It
was very disappointing the protocol did not allow for this. Therefore for me personally it
was a disappointing experience, but a learning experience as a therapist, to know what to
Sponsor Note: The vomiting was recorded as an AE of Emesis in Table 1 below for this
participant. Per the MT1 protocol, vomiting was not included among the signs or
symptoms that would prompt additional measurements of blood pressure or pulse. The
Blood pressure and pulse will be measured more frequently if there
are symptoms, such as chest pain, shortness of breath or neurological symptoms or any
other signs or symptoms that may be indicative of a medical complication.
#3) Participant

marked 1 for harm and stated the following comment:

attendant (now colleague) have been a bit of a pain/complication that could have been
Sponsor Note: This participant rated the MT1 session as greatly personally beneficial,
greatly beneficial for training, and having greatly increased qualifications for providing
MDMA-assisted psychotherapy. The Sponsor has modified the MT1 and MT2 Informed
Consent Form to discuss the risk of dual relationships to inform potential participants that
they may feel uncomfortable sharing personal information with future colleagues that
could arise as part of the therapeutic process.
#4) Participant
marked 1 for harm and did not leave a comment.
Sponsor Note: This participant did not respond to the question of personal benefit, and
rated MT1 as greatly beneficial for training and greatly increased qualifications for
providing MDMA-assisted psychotherapy.
#5) Participant

marked 3 for harm and stated the following comment

Sponsor Note: This participant did not respond to the question of personal benefit, and
rated the MT1 session greatly beneficial for training and greatly increased qualifications
for providing MDMA-assisted psychotherapy.
The Adverse Events (AEs) attributable to the 3 non-responding participants (out of 82) and the 5
who reported any degree of harm, are presented in Table 1 below.

and, based on the MT1 survey data about enhancing professional qualifications, will likely also
benefit future patients they will potentially treat with MDMA.
Scientific Benefits
The MT2 study will also generate important scientific benefits. The study will collect data on the
impact of an MDMA-assisted psychotherapy session on professional burnout and professional
quality of life experienced by treatment providers who are learning to deliver MDMA-assisted
psychotherapy to PTSD patients. Data generated in these areas has the potential to improve the
quality of care that PTSD patients will ultimately receive. Managed care providers such as Kaiser
Permanente, institutions such as the University of California at San Francisco (UCSF), and the
rehabilitation division of the Veterans Administration, are investing heavily in the exploration of
the impact of burnout on care delivery. This is an imminent concern that has broad impact on the
healthcare system.
The Sponsor requests that the Agency reconsider the benefit:risk ratio of the proposed MT2 study
discussed above and listed below:
in light of the five
1) The additional context for the single AE of suicidal ideation reported to the IND from
the ongoing study MT1
2) The stricter eligibility criteria in the MT2 protocol
3) The survey data summarized above that demonstrates almost all the therapists who
participate report having benefited personally and professionally, and having
increased their therapeutic qualifications as a result of a personal experience of
MDMA-assisted psychotherapy
4) The Adverse Events data that is minimal and reassuring
5) The scientific data that will be gathered

in clinical investigator
qualifications
(numbering preserved from the initial letter):
Clinical Investigator Qualifications
2. 21 CFR 312.42(b)(1)(ii): Unqualified clinical investigators
Information Needed to Resolve Deficiency: The requirements for clinical investigators in
Study MT2 must be identical to the requirements for clinical investigators in your phase 3
trials:
On-site physician (i.e., not on-call)
Lead Facilitator should be a doctoral level Ph.D./M.D.-level psychotherapist (or
equivalent).
CoAn example of mental health training is a postgraduate internship-type program
at an institute to gain more detailed knowledge of mental health interventions
and treatments (e.g., mental health counselor, mental health certification for
nursing, etc.).

The Sponsor agrees with the Agency on the principle that to resolve the deficiency,
requirements for clinical investigators in Study MT2 must be identical to the requirements for
However, the Agency has mistakenly described
the requirements for our Phase 3 trials in people with chronic PTSD as negotiated during our
successful Special Protocol Assessment (SPA) process for which the Sponsor received initial
agreement on 28 July 2017 and a SPA Amendment Agreement letter dated 28 August 2018.
Sponsor Response on Site Physician Requirements:
The Sponsor notes that the proposed Site Physician oversight of MDMA-assisted psychotherapy
in the MT2 study in healthy volunteers is identical to requirements in Phase 3 trials in chronic,
severe PTSD volunteers. As described in Section 10.2 Risks of Receiving MDMA in the Phase
3 trial MAPP1 Protocol Amendment 3 Version 1 dated 13 November 2019:
trials to exclude potential participants with pre-existing exclusionary medical conditions
that would exacerbate risk. The therapy teams and site physicians will be available via
mobile phone throughout the study if any problem occurs when a participant is not at the
site. In the event of a medical emergency or any other medical problem during an
Experimental Session, the site physician will be immediately available by telephone, and
based on assessment of the situation, they will make the decision to either evaluate the
participant themselves at the site, have the therapy team call EMS to transport the
participant to the ED, or
The Phase 3 requirements above are identical to the Study Physician oversight procedures
described in Section 8.2 Risks of Receiving MDMA in the MT2 Protocol Amendment 2
Version 1 dated 27 December 2019 included with this submission:
trial data to exclude potential participants with pre-existing exclusionary medical
conditions that would exacerbate risk. The facilitators and/or CI and/or site physician will
be available via mobile phone throughout the study if any problem occurs when a
participant is not at the site. In the event of a medical emergency or any other medical
problem during the Experimental Session, the site physician will be immediately
available by telephone, and based on assessment of the situation, they will make the
decision to either evaluate the participant themselves at the site, have the facilitator call
Emergency Medical Services to transport the participant to a hospital, or instruct the
As previously agreed with the Agency for Phase 3 trials, the Clinical Investigator (if an M.D.) or
site physician (if the Clinical Investigator is not an M.D.) assess eligibility and oversee collection
of safety data throughout the study. This oversight is conducted during the study through periodic
on-site reviews of safety data. In between these reviews, the physician is on call and available to
the therapy teams as needed for safety questions but is not on site. Through this method
substantial safety data on AEs, blood pressure, pulse, and temperature has been gathered in Phase
2 and Phase 3 trials which indicates no need for a physician on site in subjects pre-screened in
accordance with approved inclusion/exclusion criteria.
Cumulatively, there has been one expected Serious Adverse Reaction (SAR) out of 446
experimental sessions across Early Phase 2 & MP16/17 experimental sessions in the Clinical
Development Program for MDMA-assisted psychotherapy. This was a case in which a Phase 2

PTSD and supports the principle proposed by the Agency that the qualifications of the MT2
facilitators be the same as that for the facilitators for Phase 3 trials in subjects with chronic,
severe PTSD.
The current minimum qualifications of Sub-Investigator Therapists/Facilitators who provide
psychedelic-assisted therapy were developed by the Sponsor based on Phase 2 data and
previously approved by the FDA for Phase 3 trials for which the Sponsor received initial
agreement through a SPA on 28 July 2017 and a SPA Amendment Agreement letter dated 28
August 2018. These qualifications were developed based on data collected from our Phase 2 and
Phase 3 MDMA/PTSD clinical trials. The doctoral-level credentials described by the Agency as
not present in the approved MAPP1 protocol. The Sponsor requests reconsideration in light of the
agreed upon Phase 3 credentials presented below.
The Therapy team requirements for the ongoing Phase 3 MAPP1 trial are described in Section 6.2
Therapy Team Qualifications in the approved MAPP1 Protocol Amendment 3 Version 1 dated 13
November 2019:
inimum
requirements below are met:
two-person therapy teams, male/female preferred
herapy team is required to be licensed to provide psychotherapy
according to state and local requirements
supervision of the licensed team member
The facilitator requirements for the Phase 1 MT2 trial are described in Section 4.2.2 Lead
Facilitator and Co-Facilitator Qualifications in the MT2 Protocol Amendment 2 Version 1 dated
27 December 2019 included with this submission:
Two facilitators will be present with the MT2 participant for each on-site study visit
after enrollment. The MT2 facilitator requirements are comparable to those requirements
for research teams working in MAPS-sponsored Phase 3 trials:
One person licensed to manage and administer controlled substances for each site
A physician to assess participant safety at Screening
One or more two-person therapy teams, male/female preferred
One person per therapy team is required to be licensed to provide psychotherapy
according to state and local requirements.
If one person on the therapy team is unlicensed, they will work
under the direction of the lead facilitator and within the delegation of authority of
the CI.
The Sponsor agrees that the co-facilitator is required, at a minimum, to have a bache
and training in mental health, which includes students in a postgraduate internship-type program
providing detailed knowledge of mental health interventions and treatments, or 1000 hours of
behavioral health experience in addition to the MDMA Therapy Training Program.
In the view of the Sponsor, the Agency
in MT2 to
be an M.D. or Ph.D. or equivalent confuses advanced academic credentials with relevant
therapeutic competence. There is no evidence that requiring the lead facilitator be an M.D. or

Ph.D. will result in either enhanced safety or efficacy, but it will increase costs and reduce access.
FDA agreed to for our MDMA/PTSD Phase 3 studies in which the lead facilitator must be
licensed to provide psychotherapy but does not need to be either an M.D. or Ph.D. or equivalent.
To support our proposal for reconsideration, we have gathered 22 letters to FDA from leading
clinicians, researchers and educators in the field with diverse educational backgrounds and
qualifications which lend them valuable insight into the training associated with various
therapeutic degrees. These leaders in the fields of psychiatry, psychotherapy and education
express their sincere view that the Agency is acting counterproductively by requiring the lead
facilitator to be an M.D. or Ph.D.
The key arguments being made are that this requirement does not fit with the clinical practice
requirements for psychotherapy in the United States as it effectively precludes
level
psychologists and clinical social workers yet incorrectly assumes that physicians, psychiatrists
are necessarily more extensively trained and experienced in the practice
, or more capable
of reducing risk. L
-graduate degree often have more
training and relevant experience providing psychotherapy than do M.D.s or Ph.D.s or equivalent,
so they can be at least as qualified to enhance safety and efficacy. Medical degrees and most
medical specialty training confer little training in psychotherapy. Even psychiatry residency
training programs do not always require significant experience in psychotherapy, and many
psychiatrists are primarily trained in diagnosis and pharmacology. Many clinical psychologists
with Ph.D. degrees are trained primarily for research and clinical assessment. Because graduates
of Ph.D. psychology programs may have little experience in psychotherapy, the Psy.D. program
was created to train psychologists with a greater emphasis on clinical work. Still, even graduates
of Psy.D. programs learn research as well as clinical work and may have less direct clinical
There are also legal implications in some states if FDA denies licensed therapists the ability to be
the lead facilitator. In the letter from Jan Stein, Director of the Holos Institute, she reports that
California Marriage and Family Therapists, which require only a m
degree, have under
California State law obtained parity for insurance coverage with their clinical Ph.D. and Psy.D..
colleagues.
We urge the Agency to read all 22 letters and take these collective viewpoints into consideration
As of 09 December 2019, 32 of 206 participants with PTSD in the Clinical Development Program
of MDMA-assisted psychotherapy for treatment of PTSD were treated by 18 masters-level teams
that did not include a doctoral-level psychotherapist (M.D., D.O., Ph.D. or Psy.D.). Those
masters-level teams demonstrated comparable rates of AE reporting and treatment outcomes to
doctoral-level teams as described in Table 3 below. In early Phase 2 studies, safety data was
collected as spontaneously reported reactions on the day of experimental sessions and for the
following seven days. Any reactions that continued beyond seven days were tracked as AEs
through resolution. In these early Phase 2 studies, 89 of 107 (83%) participants were treated by
doctoral-level teams and 18 of 107 (17%) participants were treated by masters-level therapy
teams. Out of 107 participants, 23 participants did not report any AEs; 19 of 23 (83%) of these
participants were treated by doctoral-level teams and 4 of 23 (17%) of these participants were
treated by masters-level teams.

The
proposed facilitator team requirements for MT2 are described in Section 4.2
Facilitator Qualifications in the MT2 Protocol Amendment 1 Version 1 dated 27 August 2019
previously submitted under Serial No. 0123 on 29 August 2019:
Section 4.2.1 Clinical Investigator Qualifications states:
ude an appropriately qualified site Clinical Investigator (CI)
who is personally responsible for the conduct of the study per the commitments they
agree to in the FDA Form 1572. All CIs named in the IND are qualified by reason of
their scientific training and experience to conduct the investigation described in the IND.
The facilitators will work under the supervision of the site CI.
A Doctor of Medicine (MD) or a Doctor of Osteopathic Medicine (DO) will be
designated as the CI or medical Co-lead CI (site physician) at each study site as
previously requested by the FDA. The site physician will fulfill Drug Enforcement
Administration (DEA) Schedule I license and FDA medical oversight requirements.
Therefore, each site will have appropriately qualified personnel who will be licensed to
manage and administer Schedule I controlled substances and may authorize a delegate
(per DEA requirements) to administer drug under their license. The site physician
conducting the screening may delegate screening to qualified site personnel such as a
delegated site physician, will review safety data during the ongoing conduct of the study
and be responsible for reporting AEs to the Sponsor. The CI, or other delegated site
physician, will be on call and able to respond in case of a medical emergency during the
Section 4.2.2 Facilitator Qualifications states:
mental health professional
licensed to practice psychotherapy according to state and local requirements. For
example, this could include a registered nurse if their licensing board allows
Per Sponsor procedures, as in the current Phase 3 sites which include teams with and without
M.D./Ph.D.-level (or equivalent) credentialed therapists, all MT2 sites will follow DEA Schedule
1 regulations and procedures in keeping with the Controlled Substance Act to ensure safe use of
MDMA per Schedule 1 regulations. Each trial site will have a practitioner who will be the
Schedule I license holder.
The Schedule I registrant is ultimately responsible for the management of the controlled
substance acquired under their DEA registration. Two qualified individuals will be present each
time drugs are administered and will provide a double check in access control and dispensation.
Written authorization of the agent will be obtained. The Schedule I license holder will
periodically perform drug accountability to ensure proper dispensing, documenting the audit on
the Drug Accountability Log.

