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Efficacy of MDMA for the treatment 
of PTSD



 Six completed Phase 2 Studies with MDMA Assisted Psychotherapy for PTSD 
from 2004 – 2017

 Intent to treat N= 105



 Three non-drug 90-min therapy sessions preceded the first MDMA exposure, 
and three to four followed each experimental session.

 Assessments with CAPS-IV were administered at baseline and at follow-up 
visits occurring 1 to 2 months after the second and third experimental drug 
sessions and at additional time points in some studies.

 Participants received an active doses of MDMA 75–125 mg (n=72) or 
placebo/control doses 0–40 mg MDMA (n=31) coupled with manualized 
psychotherapy sessions in two or three 8-h sessions spaced a month apart. 



CAPS-IV total score least squared mean estimates at endpoints

(P < 0.001)



 The dropout rate was 7.6% (8/105), with six participants terminating early, but having 
completed at least one experimental session and follow-up assessment. 

 This falls below an average reported dropout rate of 29% for clinical trials that have 
investigated trauma focused therapy and / or medication management (0–79%) (Lee et al. 
2016). 

 Lee, D. J., Schnitzlein, C. W., Wolf, J. P., Vythilingam, M., Rasmusson, A. M., & Hoge, C. W. (2016). Psychotherapy Versus 
Pharmacotherapy for Posttraumatic Stress Disorder: Systemic Review and Meta-Analyses to Determine First-Line Treatments. Depression 
& Anxiety (1091-4269), 33(9), 792–806. https://doi-org.ezproxy.med.nyu.edu/10.1002/da.22511





MDMA-Assisted Psychotherapy Found Superior to Placebo in Phase 3 Trial



(P < 0.0001)





 MDMA did not induce adverse events of abuse potential, suicidality or QTc 
prolongation.

 The study team managed to train 80 new therapists in the process of MDMA-
assisted psychotherapy using a manual, which suggests that the treatment is 
scalable.

 A second phase 3 trial of MDMA-assisted psychotherapy involving 100 
additional patients is under way in Europe and the United States. 



Psilocybin 



The efficacy of Psilocybin for Anxiety 
and/or Depression related to diagnosis of 
a life-threatening illness. 



Griffiths et al. 2016
A double-blind randomized crossover study 
High dose  psilocybin (active drug) vs. low dose psilocybin 
(control)
High-dose but not low-dose psilocybin produced large and significant decreases in 
depression and anxiety symptoms after 5 weeks, and this effect persisted through 
6-month follow-up



Ross et al. 2016
N=29
Double Blind placebo controlled randomized crossover study 
Niacin (control) vs. Single high dose psilocybin (active drug)

There were significant reductions in all the primary measures (HADS total, HADS-A, 
HADS-D, BDI, STAI state, STAI trait) in the psilocybin group compared with the control 
group immediately after the experimental session, and these reductions were 
maintained until crossover of the control group at week 7. 



Efficacy of Psilocybin for the Treatment 
of Substance use Disorders 



Bogenschutz et al.
N=10
Open Label psilocybin for alcohol dependence.
Abstinence not biologically verified / self report.
Abstinence significantly increased after the first 
psilocybin session at 4 weeks and was largely 
sustained through 36 weeks.



Johnson et al.
N=15
Open Label
At the 6-month follow-up, 12 of the 15 
participants (80%) were laboratory-verified 
as abstinent; 10 participants (67%)
remained abstinent at 12 months, and nine 
(75%) at 2.5 years.



Efficacy of Psilocybin for Depression and 
Treatment Resistant Depression (TRD)



Carhart-Harris et al. 2016

The mean change in QIDS score was −11.8 (SD=4.9; 
p=0.002) at 1 week and −9.2 (SD=6.0; p=0.003) at 3 
months. 









 Based on change in depression scores on the QIDS at week 6, this trial did 
not show a significant difference in antidepressant effects between psilocybin 
and escitalopram





COMP360 psilocybin for TRD
Randomized controlled double-blind Phase IIb study. 









COMP360 psilocybin therapy and 
SSRIs in TRD
An open-label study included 19 patients from clinical sites in Ireland and 
the United States. 



 The primary endpoint was the change in baseline MADRS total score at 3 
weeks in patients receiving 25mg COMP360 psilocybin therapy given in 
augmentation with their existing SSRI antidepressant regimen.

 The baseline MADRS score of patients entering the study was 31.7, 
representing moderate to severe depression. 

 MADRS scores were assessed by blinded independent raters at baseline, on 
the day following COMP360 psilocybin therapy, and at weeks 1, 2 and 3.



 There was a rapid response from day 2 to week 3 after COMP360 therapy, 
which is also consistent with the phase IIb results. 

 8 of the 19 patients (42.1%) were responders at week 3 (compared with 36.7% 
at week 3 in the phase IIb trial) and all 8 were also remitters. 

 The mean reduction from baseline observed in MADRS total score was 14.9 at 
week 3 (compared with a 12.0 mean reduction in MADRS in the phase IIb trial). 



 25mg COMP360 psilocybin therapy was generally well-tolerated when it was 
administered simultaneously with the patient’s SSRI treatment. 

 There were no treatment-emergent adverse events (TEAEs) (no suicidal 
ideation, suicidal behavior or intentional self-injury).



Limitations 

 Issues of blinding for participants and therapists due to robust and rapid onset of 
perceptual / behavioral changes produced by psilocybin and MDMA.

 Homogenous group of participants, who are predominately Caucasian and 
educated. 

 Relatively small sample size due to limited funding (NIH just recently started 
funding psilocybin research). 

 Several of the phase II trials were crossover in design. 

 Limited information on the psychotherapeutic interventions used in the majority 
these trials. 



Conclusion

 The evidence base suggests that MDMA and psilocybin, when administered in 
proper controlled settings and with adequate psychological support with 
trained practitioners, may exert relatively durable, clinically-significant 
therapeutic effects for at least a subset of individuals with PTSD, MDD, 
substance-use disorders, and anxiety and/or depression related to diagnosis of 
a life-threatening illness. 
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