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Study description

Research sample

Sampling strategy

Data collection

Timing

Data exclusions

Non-participation

Randomization

This is a human research trial that applies to >1 sex/gender; sex and gender were collected based on self-report.

Race and ethnicity were collected based on self-report. Analyses of primary or secondary outcomes by gender 
were not planned a priori; some exploratory analyses included sex as a covariate (Supplementary Methods).

Various demographic and clinical characteristics are reported in Table 1.

SAS version 9.4 (SAS Institute) was used for analyses. Sample size was calculated to achieve a power of 90% at an alpha of 0.0499.

Participants were recruited from August 21, 2020, to May 18, 2022 (last participant visit November 2, 2022) through print and internet advertisements, 
referrals from treatment providers, and by word of mouth. Participants were required to initiate contact with the study sites themselves, even if recommended 
by a provider. 
The trial was conducted in accordance with the Good Clinical Practice guidelines of the International Council for Harmonization and with the ethical principles 
of the Declaration of Helsinki. An independent data monitoring committee ensured the study was conducted safely and had sufficient sample size. The 
review boards/institutions that approved the study protocol are listed in the Supplementary Methods.

This Phase 3 RCT replicates previous findings in a series of previously published controlled Phase 2 trials (Mithoefer 2019) and a previous Phase 3 RCT, MAPP1 (Mitchell 2021). 

Participants were randomized in a 1:1 allocation and in a blinded fashion to the MDMA-AT and placebo with therapy groups, stratified by clinical site. Randomization was 
managed via an interactive web randomization system based on a centralized randomization schedule developed by an independent third-party vendor to maintain blinding.

This was a double blind study. Additionally, a central pool of blinded independent assessors was used to mitigate the risk of functional unblinding.

The statistical analysis plan was guided by the ICH E9 (R1) guidelines3, which describe the use of estimands and sensitivity analyses to measure the effects of a drug if taken as directed (‘de jure,’ assessment 
of efficacy using an initially randomized treatment estimand) and if taken as assigned, regardless of adherence (‘de facto,’ assessment of effectiveness using a treatment policy estimand). The de jure dataset 
did not include outcome measurements taken after treatment discontinuation in the analysis of treatment efficacy, and these were considered missing at random. The de facto estimand, a supportive sensitivity 
analysis, included CAPS-5 data collected after treatment discontinuations. One participant discontinued after experimental session 1 and declined outcome data collection; this participant was excluded from 
primary and secondary efficacy analyses per the modified Intent to Treat analysis set, which required exposure to MDMA or placebo and at least one follow-up CAPS-5 assessment. 
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Dual use research of concern

Plants

Methods
n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Thirteen instudy sites (11 in the US and two in Israel; both institutional and private practice sites) participated. Participants were recruited from August 21, 2020, to 
May 18, 2022 (last participant visit November 2, 2022).
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Clinical trial registration

Study protocol

Data collection

Outcomes
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Hazards
Could the accidental, deliberate or reckless misuse of agents or technologies generated in the work, or the application of information presented 
in the manuscript, pose a threat to:

Thirteen study sites across the US (11) and Israel (2) participated. These included both institutional and private clinic sites. Participants were recruited from August 
21, 2020, to May 18, 2022 (last participant visit November 2, 2022).

Primary and secondary objectives were mean change in Clinician-Administered PTSD Scale for DSM-5 total severity and Sheehan Disability Scale 
scores, respectively, for MDMA-AT versus placebo with therapy from baseline to 18 weeks post-baseline. These outcome measures were pre-defined in conjunction 
with the FDA during a Special Protocol Assessment.

The study protocol has been provided to and is available via Nature Medicine.

ClinicalTrials.gov identifier NCT04077437
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