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Background

* 2017: MDMA granted breakthrough therapy status following
preliminary Phase Il results

¢ 6 phase Il double-blind RCTs: N=105, pooled remission rate of >66%,
drop of 47.7 points on the CAPS (Bousu et al, Mithoefer et al)

* MAPS: non-profit research and educational organization. Goal of
MDMA being FDA approved by 2022/2023




PTSD

* 4 symptom clusters (DSM 5): re-experiencing, avoidance, negative
alterations in cognition/mood, alterations in arousal or reactivity

e 1st line treatments = trauma focused psychotherapies (CBT, TFCBT,
CPT, EMDR). Response in approx. 40%. High drop out rate (>30%).

» 2" Jine treatments= pharmacotherapies (SSRls- sertraline,
paroxetine). Response in 20-30%

MDMA

* 1stsynthesized in 1912 (Merck). Shelved until 1950s, emerged in MK-
ULTRA.

* Limited use in the 1960s (vs. MDA)

* Shulgin (mid-1970s)

* Therapeutic use in late 1970s-1980s.

» 1977: first paper on psychoactive properties (Nichols, Shulgin)

* 1980s: rave culture, “ecstasy”

 1985: schedule 1

» 1995: first phase | study (Grob)

* 2010: 1% controlled study for treatment resistant PTSD (Mithoefers)
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MDMA

* 3,4-Methylenedioxymethamphetamine

* Monoamine releaser (5HT, DA, NE).

* Complex pharmacology 5HT1a, 1b, 2a. Alpha-2. DA.
* Oxytocin release.

¢ Increase in cortisol

* Entactogen/empathogen
* 3-6 hr duration
* 125mg + possible booster of 62.5mg @ 2 hrs.

Practices

* Core Principles:

* Safety, Support, Inner Healing Intelligence, Inner-directed process,
Beginner’s Mind, Trusting the Process, Somatic Manifestation,
Therapeutic Alliance and Trust.

* 3 Preparatory Sessions (90min)
* MDMA sessions (2-3) 8 hr.
* Integration sessions (90min)(3 between each MDMA session)
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Study overview

= N=90 (US, Canada, Israel). 44 placebo, 46 MDMA. Mean duration of
PTSD dx 14.8 yrs. (6 in MDMA group, 13 in placebo group with
dissociative subtype).

¢ Primary outcome measure CAPS-5

* Secondary outcome measure SDS (blinded, independent assessors),
18 week time course.
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Notable findings

* MDMA equally effective in participants with comorbidities typically
associated with treatment resistance.

° ;_arge ef)fect size for MDMA on primary outcome measure (CAPS-5)
d=0.91

* No clear impact of SSRI hx on effectiveness

* 67% of participants in MDMA group no longer met criteria for PTSD

(vs. 32% in placebo group). 14/42 in MDMA group met criteria for
remission (vs. 2/37)

» Safety: only 2 SAE (both in placebo group). Minimal Sl.
* Results consistent across all 15 study sites
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Limitations

* Placebo control

* Robust placebo condition

* Heterogeneous PTSD diagnhoses
* Selection bias

* Expectancy bias

* Non-diverse sample
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