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MDMA-ASSISTED THERAPY 
FOR PTSD

CHRIS STAUFFER, MD



DISCLOSURE: Dr. Stauffer contracted to conduct MDMA-AT psychotherapy training for MAPS 
Public Benefit Corporation (now Lykos Therapeutics LLC) 5/2021-10/2023.

DISCLAIMERS: 

• MDMA is currently a Schedule I substance and has not been approved by the FDA for any 
clinical use. 

• Legal administration of MDMA is restricted to regulated research settings in the U.S.
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PTSD

• Most people experience a traumatic event in their lifetime.

• Most people will not develop PTSD.

• About 6% of the U.S. population will have PTSD at some point in 
their lives.

• About 29% of U.S. Military Veterans serving in Iraq or 
Afghanistan will have PTSD at some point in their lives.
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National Center for PTSD. www.ptsd.va.gov. Accessed 11-DEC-2024

http://www.ptsd.va.gov/
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TREATMENT OF PTSD: PSYCHOTHERAPY

We recommend the following individual, manualized trauma-focused psychotherapies for the 
treatment of PTSD: Cognitive Processing Therapy (CPT), Prolonged Exposure (PE), or Eye 
Movement Desensitization and Reprocessing (EMDR).
• Cognitive Processing Therapy (CPT): CPT teaches you how to change the upsetting thoughts 

and feelings you have had since your trauma.
• Prolonged Exposure (PE): PE teaches you to gradually approach trauma-related memories, 

feelings, and situations you have been avoiding since your trauma.
• Eye Movement Desensitization and Reprocessing (EMDR): EMDR helps you process and make 

sense of your trauma while paying attention to a back-and-forth movement or sound (such 
as a light or tone).
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TREATMENT OF PTSD: MEDICATIONS

We recommend paroxetine, sertraline, and venlafaxine for the treatment of PTSD.

- Paroxetine
- Sertraline
- Venlafaxine
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MDMA

• Ring-substituted phenethylamine

• Empathogen-Entactogen

• Monoamine-releasing agent: 5HT>>>>>>NE>>DA

• Downstream release: oxytocin, cortisol

• Duration of Acute Effects: 3-6 hours 

• 80% liver metabolism: CYP2D6, CYP3A4, COMT
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PHARMACOLOGY



HISTORY

1912

1970’s

1985

1986

Merck first synthesizes and MDMA

First legal use as an adjunct to psychotherapy 
(and first used recreationally)

MDMA becomes a Schedule I substance

Multidisciplinary Association for Psychedelic 
Studies (MAPS) is founded
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MDMA



HISTORY

1986

2004

2017

2022

Multidisciplinary Association for Psychedelic 
Studies (MAPS) is founded

First Phase 2 clinical trial of MDMA-AT for 
PTSD

FDA grants ‘Breakthrough Therapy’ status & Special 
Protocol Assessment based on 6 Phase 2 studies

Completion of two Phase 3 clinical trials
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FOR PTSD
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https://maps.org/mdma/mdma-resources/treatment-
manual-mdma-assisted-psychotherapy-for-ptsd/



• ↓amygdala & ↑prefrontal

• ↑therapeutic “window of tolerance”

• ↑ fear extinction & memory reconsolidation

• Enhanced therapeutic alliance

• Increased openness

• We don’t exactly know the whole picture 
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THERAPEUTIC 
MECHANISMS

MDMA-ASSISTED THERAPY 
FOR PTSD



PHASE 3: MDMA(vs placebo)-Assisted Therapy for PTSD

Mitchell, J. M., Ot’alora G, M., van der Kolk, B., Shannon, S., Bogenschutz, M., Gelfand, Y., ... & Yazar-Klosinski, B. (2023). MDMA-assisted therapy for moderate to severe PTSD: a randomized, 
placebo-controlled phase 3 trial. Nature Medicine, 29(10), 2473-2480.
Mitchell, J. M., Bogenschutz, M., Lilienstein, A., Harrison, C., Kleiman, S., Parker-Guilbert, K., ... & Doblin, R. (2023). MDMA-assisted therapy for severe PTSD: a randomized, double-blind, placebo-
controlled phase 3 study. Focus, 21(3), 315-328.

MDMA-AT has not been approved by any regulatory agency. The safety and efficacy of MDMA-AT have not been established for the treatment of PTSD.



POOLED PHASE 3 MDMA-AT FOR PTSD

Mitchell, J. M., Ot’alora G, M., van der Kolk, B., Shannon, S., Bogenschutz, M., Gelfand, Y., ... & Yazar-Klosinski, B. (2023). MDMA-assisted therapy for moderate to severe PTSD: a randomized, 
placebo-controlled phase 3 trial. Nature Medicine, 29(10), 2473-2480.
Mitchell, J. M., Bogenschutz, M., Lilienstein, A., Harrison, C., Kleiman, S., Parker-Guilbert, K., ... & Doblin, R. (2023). MDMA-assisted therapy for severe PTSD: a randomized, double-blind, placebo-
controlled phase 3 study. Focus, 21(3), 315-328.

• Clinically significant improvement (↓ ≥10 points)

• MDMA: 82/94 (87%)

• Placebo: 52/79 (66%)

• Loss of PTSD diagnosis (based on CAPS-5)

• MDMA: 65/94 (69%)

• Placebo: 32/79 (41%)

• Remission (Loss of PTSD diagnosis and CAPS-5 
score ≤11)

• MDMA: 38/94 (40%)

• Placebo: 11/79 (14%)

Δ−23.9

Δ−14.7

Change in PTSD Severity (CAPS-5) After Each 
Experimental Dosing Session 

MDMA-AT has not been approved by any regulatory agency. The safety and efficacy of MDMA-AT have not been established for the treatment of PTSD.



FEDERAL INVOLVEMENT IN 
MDMA-AT DEVELOPMENT

• 2021  – First philanthropically-funded pilot studies within VA

• SEP 2023 – VA State of the Art (SOTA) Psychedelic Workgroup

• DEC 2023 – New Drug Application (NDA) submitted to the FDA

• JAN 2024 – VA funding announcement for MDMA-AT clinical trials

        – Approval of VA psychedelic Integrated Project Team

• AUG 2024 – FDA rejects MDMA-AT application; requires another Phase 3 study

• SEPT 2024 – DoD funding announcement for MDMA-AT clinical trials

• OCT 2024 – National Center for PTSD starts MDMA-PE for PTSD RCT

• DEC 2024 – VA funds first MDMA-AT trial (for PTSD/AUD)
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PHASE 3: MDMA(vs placebo)-Assisted Therapy for PTSD

1. Data on File, Draft USPI, MAPS PBC. 2. Mitchell JM et al. Nat Med. 2021;27(6):1025-1033. 3. Mitchell JM et al. Nat Med. 2023 [manuscript in preparation].4. Data on file, ISS Table 14.3.9.3.1, MAPS PBC.5. 
Data on File, ISS Table 14.5.1.2, MAPS PBC.

MDMA-AT has not been approved by any regulatory 
agency. The safety and efficacy of MDMA-AT have 
not been established for the treatment of PTSD.

Mitchell, J. M., Ot’alora G, M., van der Kolk, B., Shannon, S., Bogenschutz, M., Gelfand, Y., ... & Yazar-Klosinski, B. (2023). MDMA-assisted therapy for moderate to severe PTSD: a randomized, 
placebo-controlled phase 3 trial. Nature Medicine, 29(10), 2473-2480.
Mitchell, J. M., Bogenschutz, M., Lilienstein, A., Harrison, C., Kleiman, S., Parker-Guilbert, K., ... & Doblin, R. (2023). MDMA-assisted therapy for severe PTSD: a randomized, double-blind, placebo-
controlled phase 3 study. Focus, 21(3), 315-328.



1. PARALLEL INDIVIDUAL 2. GROUP INTERACTION
A. Structured interaction 

B. Unstructured interaction (typically groups 
with prior/ongoing relationships)

MDMA-Assisted Group Therapy 17

EARLY MDMA-ASSISTED GROUP THERAPY
(1970s – 1985)

GROUP MDMA SESSIONS



G
ro

up
 P

re
p 

1

In
di

vi
du

al
 M

D
M

A

In
di

vi
du

al
 In

te
gr

at
io

n

Pr
e-

Sc
re

en
in

g

Sc
re

en
in

g

En
ro

llm
en

t

St
ud

y 
Te

rm
in

at
io

n

In
di

vi
du

al
 P

re
p

G
ro

up
 P

re
p 

2

G
ro

up
 P

re
p 

3

G
ro

up
 In

te
gr

at
io

n 
1.

1

G
ro

up
 In

te
gr

at
io

n 
1.

2

G
ro

up
 In

te
gr

at
io

n 
1.

3

G
ro

up
 M

D
M

A

G
ro

up
 In

te
gr

at
io

n 
2.

1

G
ro

up
 In

te
gr

at
io

n 
2.

2

G
ro

up
 In

te
gr

at
io

n 
2.

3

G
ro

up
 In

te
gr

at
io

n 
2.

4

Screening       V0             V1        V2        V3       V4        V5           V6      V7             V8        V9      V10 V11   V12      V13     V14      V15                             V16     V17

Pre-Study: up to 12 wks                         Preparatory Period: ~4 wks                                                                                    Treatment Period: ~8 wks                                                                                             Follow-Up: ~1 month 
                           post V15

MDMA-ASSISTED GROUP THERAPY STUDY PROTOCOL

MDMA-Assisted Group Therapy
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19MDMA-Assisted Group Therapy

Portland VA MDMA-Assisted Group Therapy Protocol

• Lykos MDMA-AT manual for all individual sessions & group MDMA session (parallel individual) 
• Includes trauma processing, if indicated
• Additional individual integration session(s), if indicated (39% of participants)

• Psychoeducation + Present-Centered Group Therapy for group prep and integration



MDMA Group Therapy 20

STUDY THERAPISTS Rebecca Morris

Karin Gagnon

Chris Stauffer 

Stephanie 
Rodriguez

Donny Reed

Dan Friedrich

Marca Cassity

Alissa Bazinet

Emma Knighton

Alyssa Gursky

Gina Gratza



PARTICIPANTS

21MDMA-Assisted Group Therapy

• U.S. Military Veterans (18-65yo)

• PTSD diagnosis in chart & 30-day PCL-5 ≥33

• Identify a trusted support person

• Stable living situation

• No medical contraindications

• No psychotic disorders or bipolar I

• No suicidal ideation likely to require 
hospitalization

• No severe alcohol or cannabis use disorder

• No illicit substance use disorder 

• Unable to taper psychiatric meds



22MDMA-Assisted Group Therapy

• PTSD (CAPS-5 & PCL-5)

• Disability (SDS)

• Depression (BDI-II)

• Posttraumatic growth (PTGI)

• Attachment insecurity (ECR-S)

• Group Cohesion (GQ)

• Treatment expectancy (SETS)

• Perceptions of touch (TOMI)

OUTCOMES

• Epistemic Trust (ETMCQ)

• Synchrony (PES)

• Spiritual Transcendence (STS)

• Emotion Regulation (ERQ)

• Inflammatory markers



23MDMA-Assisted Group Therapy
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PRIMARY CLINICAL OUTCOME

• Clinically significant improvement (↓ ≥10 points)

• 13/17 (76.5%)

• Loss of PTSD diagnosis (based on CAPS-5)

• 12/17 (70.6%)

• Remission (Loss of PTSD diagnosis and CAPS-5 
score ≤11)

• 3/17 (17.6%)



COST EFFECTIVENESS

• Marseille E, Stauffer CS, Agrawal M, Thambi P, Roddy K, Mithoefer M, Bertozzi SM, Kahn JG. (2023). Group psychedelic therapy: empirical estimates of 
cost-savings and improved access. Frontiers in Psychiatry. Volume 14. https://doi.org/10.3389/fpsyt.2023.1293243.
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THANK YOU!
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WWW.CHRISSTAUFFERMD.COM
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