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So where to start? 



Psychedelic Clinical Trials 2010-2024 
(excluding ketamine)

,

05/11/2024: 60 studies on psychedelics and PTSD, 37 with MDMA, of which 16 completed, 12 with psilocybin of 

which 2 completed, 1 safety study
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New realities in psychotrauma



Challenges to Mental Health in 2024 and beyond

Challenge Description Impact (Estimated Number of 

People Affected)

Cost (Estimated Annual 

Economic Cost in EUR)

Impact of the COVID-19 Pandemic Significantly increased prevalence of mental health 

issues, including anxiety, depression, and stress-related 

disorders.

50 million 150 billion

Stigma and Discrimination Persistent stigma and discrimination against individuals 

with mental health problems, leading to social exclusion 

and reduced help-seeking.

20 million 50 billion

Workplace Mental Health High levels of stress and burnout among workers, 

necessitating legislative measures to protect mental 

health in the workplace.

30 million 70 billion

Variability in Access to Mental Health 

Services

Significant variability in the accessibility and quality of 

mental health services across Europe, particularly in 

Eastern Europe and rural areas.

Varies by region N/A

Impact of Geopolitical Events Increased incidence of PTSD and other mental health 

disorders due to recent geopolitical events, such as the 

conflict in Ukraine, Israel/Gaza/other hot spots.

10 million 30 billion

Financial Constraints and Resource 

Allocation

Inadequate funding for mental health services, leading to 

overburdened systems struggling to meet demand.

All regions 80 billion

Integration and Coordination of 

Services

Lack of integration and coordination within mental health 

care systems, resulting in fragmented services that are 

difficult to navigate.

All regions N/A
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Innovations in New Drug Targets in Medicine last 10 years, 
Psychiatry is lagging behind!

Aspect Psychiatry (Mental Health) Neurology

Focus Areas
Neurotransmitter modulation, neuroplasticity enhancers, 

psychostimulants

Neuroprotection, ion channel modulation, 

immunomodulation

Mechanisms of Action
Receptor agonists/antagonists, reuptake inhibitors, NMDA 

receptor antagonists

Enzyme inhibitors, channel modulators, anti-

inflammatory agents

Development Trends Slow pipeline, recent interest in psychedelics
Rapid advances, focus on biologics and gene 

therapies

Regulatory Dynamics High demand, high regulatory scrutiny Orphan drugs incentives, complex trials

Therapeutic Outcomes Symptom management, variable efficacy Disease modification, functional restoration

New Compounds Developed Approximately 20 new compounds, of which 2 in PTSD Approximately 120 new compounds



Mean CAPS-4 Scores TR - PTSD

Time*Group 
Interaction   p=0.015

Mithoefer MC et al. J Psychopharm. 2011;25(4):439-452

Landmark study

➢ 550 citations

➢ Safety studies, tolerability

➢ 6 RCTs – large effect 

size, Cohen 0.8



Psychedelic Substances in Treatment of PTSD

Krediet et al., Int J Psychopharm, 2020
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Liberation Netherlands May 1945





Current Treatments for PTSD and trauma disorders 

Dampen distressing 

symptoms, mostly 

hyperarousal symptoms

Chronic use, side effects, 

too numbing

 

Psychotherapy Pharmacotherapy

Prolonged Exposure (PE)

Cognitive Processing Therapy 

(CPT)

Based on models of fear 

extinction

Talk about trauma in a highly 

directed way – desensitization 



First wave

Behavior therapy:

Behavioral modifications 
based on fear 
conditioning

Second wave 

Cognitive therapy and 
CBT:

Identify and challenge 
dysfunctional cognitions

Third wave

Emerging:

Metacognitive shifts, 
experiential change 

strategies



Reappraisal of Value of Transformative 

Experiences

Stan Grof, Jan Bastiaans



Changing visions on Trauma, Stress, Dissociation and PTSD



Why MDMA?

• Rapid and Effective Symptom Reduction ++++

• Treatment-Resistant Conditions  ++++

• Long-Term Benefits   ++

• Enhanced Therapeutic Experience ++++

• Improved Emotional Processing  ++++

• Potential for Long-Lasting Effects  +++

• Innovation in Mental Health Treatment +++

• Neurobiological Effects   +++

• Safety and Tolerability   +++

• High Burden of Mental Health Disorders +++

• Growing Body of Research  +++++

‘Second Generation Psychopharmacotherapy’



Alexander Shulgin (1925-2014)
Credited for introducing MDMA to psychology





MDMA

Increases release of: serotonin (5-HT), norepinephrine (NE), dopamine (DA)

Enhances release of hormones: oxytocin, prolactin, vasopressin, cortisol  

Ring-substituted phenylisopropylamine derivative

Patented in 1914 by Merck 

now off-patent

Hysek et al., Social Cognitive and 

Affective Neuroscience, 2014, 

https://doi.org/10.1093/scan/nst161

• Psychophysical relaxation

• Intensified feelings - euphoria

• Decreased anxiety

• Increased openess and 

communication

• Enhanced closed-eyes imagery

• Intensified body experience

Activation of emotions

Enhanced imagery

Speeding up of intrapsychological

processes

Reprocessing of traumatic events

Catharsis

• “Entactogen”

• Insightfulness

• Less perceived 

loss of control than 

classical 

psychedelics

• Closeness to 

others

• Empathy

• Well-being

Closer look at MDMA



Rwanda UNAMIR II, 1993 

Affected family

Push back

Triggers

Stigma

Smells

Food

Rusted vehicles

Little kids

Therapy

Loudness of 
silence



Nijdam, Vermetten and McFarlane, Acta Psychiatrica, 2022



Assessment

Screening

Measures
Integrative

Sessions

Experimental 

Session

Integrative

Sessions

Assessment 

Primary 

Endpoint

Assessment
Long-term Follow-up

Prep

Sessions

Assessment
Two Month Follow 

up

Stage 2
Critical period, ‘Golden Hours’, where the

brain is sensitive to reward value of 

(pro)social behaviors (Nardou, Nature, 2019) 

Mithoeffer model



MDMA assisted psychotherapy (courtesy Michael and Annie Mithoefer)



Psychological mechanisms

General factors

• Therapeutic alliance

• Empathy

• Goal consensus

• Positive intention

• ‘Mastery’

• Congruence/’genuineness’

• Mentalisation

• Emotional experience

Psychedelic specific factors

• Relational attachment

• Emotional range expanded

• Embodiment

• Revised life priorities

• Exaltic feeling of joy, bliss or love

• Ineffability

• Alteration to identity during experience

• Bad trip experiences of transient psychological

distress



Several therapeutic orientations to MDMA assisted therapy 

• Inner-directed psychotherapy MAPS, Mitthoefer

• Internal Family Systems (IFS) Schwartz

• Relational/psychodynamic Guss, Bennett and Vald

• CBT Johnson 

• PE/EMDR Rothbaum, Foa

• Motivational interviewing Meta Model - Bogenschutz

• Acceptance and commitment therapy (ACT) Hexaflex Model - Sloshower and Guss

• Psychomotor therapy Van der Kolk, Levine

• Couples Therapy Wagner

• Family Therapy Lalla

• Transtheoretical Psychedelic Support Goldman and Nielson

• Multi-theoretical Psychedelic Assisted Psychotherapy Belser and Brennan



Cognitive 
Therapy 
(Ehlers)

Narrative 
Exposure 
Therapie 
(Elbert)

Prolonged 
Exposure 
(Foa)

Brief Ecclectic 
Therapy PTSD 
(Gersons)

Cognitive 
Processing 
Therapy (Resick)

EMDR 
Therapy 
(Shapiro)

MDMA
Therapy

Psychoeducation + ++ + ++ + + During preparation

Emotional regulation 
and coping skills

++ + + + ++ + During preparation +
MDMA effect

Imaginairy exposure + +++ ++++ ++ + ++ Occurs spontaneously

Cognitive processing, 
restructuring, meaning 

+++ + ++ ++ ++++ ++ +
Spontaneously 

with therapist support

Targeting emotions ++ ++ ++ ++ ++ ++ ++
Without 

overwhelm

Memory processes ++ ++ ++ ++ ++ ++ Enhanced 
Recall,

Decreased avoidance

Duration 45-90 45 90 45 45 90 6 - 8 hours

# sessions 12-16 12-16 12-16 12-16 12-16 12-16 12 90-min, 3 8-hour



30



Key change phenomena of MDMA-Assisted Psychotherapy 
for the treatment of severe PTSD

Interpretative Phenomenological Analysis - 2240 minutes of videotaped integration 

sessions - coded and analyzed (n=7). 

All participants reported experiencing a range of benefits during the course and at 

the end of the treatment.

1. Tolerance of conflict: staying with what ‘is’

2. Processing trauma: insight, reflecting, mental clarity, recovery of traumatic

memories, disentangling trauma from self, reuniting lost parts

3. Positive emotions: self-acceptance; joy, happiness, gratitude; hope and 

empowerment; relaxation, calmness, peace; 

4. Interpersonal reflections: comfort; gratitude, compassion, empathy

5. Felt Connection: union, wider perspective; inner healer intelligence; accessibility

to emotions, in contact with feelings; mind-body connection

Godes, Lucas and Vermetten, Frontiers Psychiatry, 2023

When you  say, ‘the inner 

healer’ I  think that the 

medicine (MDMA) allows 

something within you  to find 

that awaiting ability to express 

it, whatever that something is. 

So, there's definitely a almost 

esoteric sense to it, for lack of a 

better term, there’s some kind 

of magic to that, of you getting 

in that spot and be like, “hey, 

remember this?” And it’s not 

always a good thing. But it’s 

there. It’s being brought up for 

a reason. And that to me is like, 

whoa. Yeah, truly It really is. 

It’s like a moment of like, Oh, 

yeah, there’s this memory. 

That’s there for a reason. What 

is it bringing me? What is it 

teaching me and why is it still 

prevalent? What does it 

mean?”



Adaptation of the 

foundation by Stanislav 

Grof, MD and others

16 active sites in 

North America

2 sites in Israel

Studies planned 

in 7 European 

Countries



MAPS and the Revival of Clinical Research to MDMA 
Assisted Psychotherapy in PTSD (2022)

November 
2001

First Phase 2 protocol 
approved by FDA. 
MDMA-assisted 

psychotherapy for 
PTSD.

February 2004

DEA approval 
granted.

April 2004

First participant 
enrolled.

As of 2016

Six Phase 2 
MDMA/PTSD 
clinical trials 
completed. 

August 
2017

FDA grants 
Breakthrough Therapy 

Designation. 
Agreement on Special 
Protocol Assessment 
reached for Phase 3 

trials.

October 
2021

As of 2021April 2020March 2018May 2017

Meet Rick Doblin at 
APA –plans made at  

ICPR

First patients recruited, 
treatedApproval protocolStart forming team



June 12, 2018 Scientific Advisory Board meeting: EMA in London

EMA agreed to accept 
FDA data. 

Required 1 pivotal 70-
person Phase 3 study. 

Request we enroll 
some refugees and 

migrants. 



MDMA assisted psychotherapy training, 
The European teams



MDMA assisted psychotherapy training, 
The European teams



Results of first Phase 3 trial of MDMA-assisted therapy

compared to a separate VA study of PE vs CPT

The above graph does not represent a head-to-head comparison of MDMA-assisted 

therapy to PE or CPT alone. 

Mitchell JM, et al. Nat 
Med. 2021. 27(6):1025-
1033.
 

Schnurr PP, et al. JAMA 
Netw Open. 2022. 
5(1):e2136921



Treatment Response in Phase 3 Trial

Over 60% of patients in MDMA 

group had no diagnosis of van 

PTSD after treatment, 

compared to 35% in the

placebo group, on primary end 

point. 

MDMA was equally effective in 

patients with comorbid

disorders

No effect of dissociative

subtype

Consistent effect across 15 

study sites 



Primary Study  Type 
source/phase 

Outcome1º Clinical Resp 

(+/- %) 

Loss of Diagn 

(+/- %) 

Remission 

(+/- %) 

Relapse 

(+/- %) 

Change Scores 

(MDMA-Plac) 

SMD, d or 

Hedges’ g 

Sample 

(n=) 

Kisely et al., 2023 Meta-analysis2, 3 CAPS - - - - - -0.86***** 82:54 

Smith et al., 2022 Meta-analysis2, 3 CAPS 3.65 (RR) 2.10 (RR) - - -22.03**  101:62 

Mitchell et al., 2021 RCT3 CAPS - 67 vs 32 33 vs 5 - -11.9**** 0.91**** 46:43 

Mithoefer et al., 2019 P-DSRCT2 CAPS - 54 vs 23 - - -22.0**** 0.8**** 72:31 

Jerome et al., 2020 P-DS LTFURCT2 CAPS 82TEvsB, 26LTFUvsTE 56TE, 67LTFU - 12 -50.6****B, -5.2*TE 0.23*LTFUvsTE 91 

Ot’alora et al., 2018 RCT2 CAPS 50, 56 vs 17 ITT 42, 44 vs 33 - - -33.0* , -20.4 PP 1.12*, 0.73 9:9:5 

Mithoefer et al., 2018 RCT2 CAPS 67, 100 vs 29 58, 86 vs 29 - - -32.9**, -46,9*** 1.1**, 2.8*** 12:7:7 

Oehen et al., 2013 RCT2 CAPS 50 vs 0, 100OLC 0 vs 0, 50OLC - - -18.8  8:4 

Mithoefer et al., 2011 RCTp2 CAPS 83 vs 25; 100OLC 83 vs 25 - - -33.2* 1.24?* 12:8 

Mithoefer et al., 2013 LTFURCT2 CAPS 74ITT - - 13COMPL -0.9LTFUvsTE   16 

Bouso et al., 2008 RCTp SSSPTSD - - - - -11.5, -4.5  1:3:2 

Wang et al., 2021 P-DSSGA2 CAPS 92**** 76*** - - -29.89**** 2.2**** 36 

NCT01458327 SGA CAPS - - - - -62.02m, -40.7LTFU  3 

Monson et al., 2020 SGAp1,2 CAPS - 83 - - -4.64Beta*** 1.88-2.25*** 6pat 

Jardim et al., 2021 SGAp CAPS 100 - - - -48 0.92r 3 

Ancillary Quant         (n=) 

Lewis et al., 2023 RCT3 METHYL - - - - 41.88Beta** - 16:7 

V. d. Kolk et al., 2023 RCT3 S-EXPbatt - - - - various**** - 42:40 

Nicholas et al., 2022 RCT3 AUDIT - - - - -1.42*n.s.afterBadj 0.45*n.s.afterBadj 42:40 

Brewerton et al., 2022 RCT3 EAT-26 - - - - -2.36 0.33* 42:40 

Ching et al., 2022 P-DSmixed2,3 CAPS - 65, 71 vs 29, 26 - - -13.93***Madj,subgr 1.08***adj,subgr 83:44 

Feduccia et al., 2021 P-DSRCT2 CAPS - 64n-taper vs 25taper* - - -18.5 - 33:16 

Feduccia et al., 2019 P-DSRCT2 CAPS - 53 vs - - - -19.1par, -19.1sertr - 38:14 

Ponte et al., 2021 P-DSRCT2 PSQI 53 vs 13** - - - -4.09** - 45:16 

Gorman et al., 2020 P-DSRCT2 PTGI - - - - 26.2*** 1.14*** 41:14 

Singleton et al., 2023 RCT2 fMRI - - - - +RSFCamy-hipp*unc - 9 

Wagner et al., 2017 RCT2 NEO-PI-R - - - - 6.29Openness - 12:8 

Christie et al., 2022 SGA2 CPGS - - - - -GPGS*Highsubgr - 32 

Wagner et al., 2021 SGAp1,2 GR, REbatt - - - - various*** see publication 6pat:6part 

Ancillary Qual  Type Method      (n=) 

Barone et al., 2019 RCT2 M-Case IPA      19 
Godes et al., 2023 P-DSSGA2 M-Case IPA      7 

Wagner et al., 2019 SGAp1,2 Case Narrative      2 

Ching et al., 2022 SGA2 Case IPA      1 

Brewerton et al., 2021 RCT2 Vignette Narrative      1 

Table 2. Included studies (n=33) using MDMA for PTSD. Means at primary endpoint unless stated otherwise. * = p < .05; ** = p < .01; *** = p < .001; **** = p < .0001;  
***** = p < .00001. n = MDMA:control. P-DS = Pooled-data study; SGA = Single group assignment; B = Baseline; TE = Treatment Exit; PE = Primary endpoint; OLC = Open-

label crossover; ITT = Intent-to-treat set; PP = Per Protocol set; COMPL = Completers. Long-term follow-up uncontrolled due to cross-over design. Gray shading = Number(s) not 
explicitly stated in the original publication, but calculated with numbers that were reported. The reader is recommended to only copy numbers from the original publications. 

To date 33 studies have been published, showing very good outcome 

and high effect sizes
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Dutch State Committee on MDMA and Health



June 6, 2024 State Committee Report handed to Minister 

of Health – the Netherlands

Make MDMA-AT for PTSD 
possible ASAP

Naturalistic research – 
preferably with EU 

partners

Negotiation with national 
IRBs/EMA on enrollment 

and real world data



June 4 and June 6



1. MDMA-Assisted Therapy (MDMA-AT) seems to be an effective and safe treatment for chronic and treatment-resistant 

patients with PTSD. 

2. There is not sufficient evidence for conclusions about efficacy of MDMA-AT in other psychiatric or neurological disorders, 

but the committee is aware that with time, a wider application of MDMA-AT might become relevant. 

3. With approximately 400.000 people suffering from PTSD and less than 25% of them receiving evidence-based trauma-

treatment, there is a serious unmet need for PTSD treatment. The Dutch government should facilitate the introduction and use 

of MDMA-AT for these people as soon as possible. 

4. It is unlikely that a registration dossier for MDMA-AT will be submitted (any time soon) to the European Medicines Agency 

(EMA) or the Netherlands Medicines Evaluation Board (MEB) to obtain marketing authorisation in the EU or the Netherlands. 

5. Potential alternatives such as off-label use, compassionate use, and extended access to MDMA-AT are not possible or not 

feasible. Therefore, the committee proposes to start a large naturalistic study that prospectively monitors PTSD patients 

receiving MDMA-AT as soon as possible. 

6. MDMA-AT should only be provided by qualified therapists working in specialized treatment settings.

7. Initially there will be a shortage of trained therapists and specialized treatment settings. The committee is concerned that 

this may cause registered therapists to help patients outside the context of these specialized settings and that commercial 

providers may offer MDMA as a quick solution for mental trauma-related distress. To prevent unnecessary damage, 

professional organizations of psychiatrists and psychologist should provide clear ethical and judicial guidance to their members

and a hotline/helpline should be installed to assisted people with negative experiences outside the regular specialized 

treatment settings. 

8. The Ministry of Health, professional organizations and treatment providers should be realistic in their communication to the 

public and the patients about the successes and potential adverse effects of MDMA-AT in PTSD.

Regarding the clinical use of MDMA, the committee concluded that:





MDMA is GOLD, 

but not a magic bullet

Poster by David Parker





International Survey on MDMA–AT regulation (n=78)

Herpers … Vermetten, in press EJPT, 2024



What potential risks or challenges do you foresee if MDMA-

assisted therapy is approved? (Select all that apply)

Herpers … Vermetten, in press EJPT, 2024



How does the public perceive MDMA-assisted therapy in your 

country?

Herpers … Vermetten, in press EJPT, 2024



Which type of program would be most beneficial for introducing 

MDMA-assisted therapy in a controlled and safe manner?

Herpers … Vermetten, in press EJPT, 2024



Recommendations from focus groups of experts in MH:

• Engage with Regulatory Bodies -  establishment of a clear regulatory pathway for approval 

     with FDA and EMA.

• Expand Training and Education  .. of healthcare professionals, gaining endorsement from 

     key professional national organizations.

• Promote International Collaboration - build a broad base of support and shared knowledge.

• Support Compassionate Use Programs - pave the way for broader acceptance and regulatory 

     approval. 

• Research on MDMA for Other Conditions obtaining real-world data - more relaxed research 

     environments that could facilitate therapy and data 

     collection.

• Build Public and Professional Support for MDMA - AT - educational campaigns to dispel  

     myths, share successful treatment outcomes, and build a 

     strong base of advocates.

• Address Ethical Considerations -  including patient consent, management of expectations.

• Foster a Multi-Level Approach in Europe that involves the EMA, European Commission, member 

     states, and the dynamics within the European Parliament to 

     harmonize the approach towards psychedelic therapy, in 

     particular MDMA–AT for PTSD across Europe.



August 11

Conditional approval?

ADComm: puritive recalibration?

Metacognitive shifts – 

recalibration/meaning making

AT - training?

Europe? 

– moral imperative - 

Poster by David Parker



June – August 2024

June 2024, the U.S. Food and Drug Administration's (FDA) Advisory Committee 

evaluated the approval of MDMA-assisted therapy (MDMA-AT) for treating post-

traumatic stress disorder (PTSD). 

-- The committee voted 9 to 2 against the therapy's efficacy and 10 to 1 against its 

safety, expressing concerns over trial design, potential bias, and cardiovascular risks 

associated with MDMA. 

August 2024, the FDA declined approval, requesting additional Phase 3 trials to 

address these issues.

-- Significant setback for proponents of psychedelic therapies and delayed the 

potential introduction of the first new FDA-approved PTSD treatment in over two 

decades. 



Stein et al., World Psychiatry, 2022





Dutch Perspective







‘the human connection’



crosswordpuzzle in New York Times (in 2022!)
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