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So where to start?



[]@%] Psychedelic Clinical Trials 2010-2024
(excluding ketamine)

nature > news feature > article

e TR - - s PSYCHEDELICS TAKE FLIGHT 17 trials
How ecstasy and psilocybin are shaking Over the past decade, there has been an increase in .l
. clinical trials testing psilocybin, MDMA and LSD for ™
up psychiatry . o LT . :
use in psychiatric conditions, including depression, O
Regulators will soon grapple with how to safely administer powerful psychedelics drl.lg d’E FIEI'Id'E ncy and anorexia nervosa. .

for treating depression and post-traumatic stress disorder.
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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

Significantly increased prevalence of mental health 50 million 150 billion
issues, including anxiety, depression, and stress-related

disorders.

Persistent stigma and discrimination against individuals 20 million 50 billion
with mental health problems, leading to social exclusion
and reduced help-seeking.

High levels of stress and burnout among workers, 30 million 70 billion
necessitating legislative measures to protect mental
health in the workplace.

Significant variability in the accessibility and quality of Varies by region N/A
mental health services across Europe, particularly in
Eastern Europe and rural areas.

Increased incidence of PTSD and other mental health 10 million 30 billion
disorders due to recent geopolitical events, such as the

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

overburdened systems struggling to meet demand.

Lack of integration and coordination within mental health All regions N/A
care systems, resulting in fragmented services that are
difficult to navigate.



[I@E(!:] Innovations in New Drug Targets in Medicine last 10 years,
Psychiatry is lagging behind!

Aspect Psychiatry (Mental Health) Neurology
Neurotransmitter modulation, neuroplasticity enhancers, Neuroprotection, ion channel modulation,
Focus Areas : : ;
psychostimulants immunomodulation
. . Receptor agonists/antagonists, reuptake inhibitors, NMDA Enzyme inhibitors, channel modulators, anti-
Mechanisms of Action . :
receptor antagonists inflammatory agents

Rapid advances, focus on biologics and gene

Development Trends Slow pipeline, recent interest in psychedelics 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



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

Original Paper

Psychopharm
The safety and efficacy of
43,4-methylenedioxymethamphetamine-

assisted psychotherapy in subjects with sy
chronic, treatment-resistant posttraumatic =~ v
stress disorder: the first randomized o m—
. Jop.sagepub.com
controlled pilot study SSAGE

Michael C Mithoefer!, Mark T Wagner?, Ann T Mithoefer,
Lisa Jerome® and Rick Doblin®

Abstract

Case reports indicate that psychiatrists administered +3 4-methylenedioxymethamphetamine (MDMA) as a catalyst to psychotherapy before recrea-
tional use of MDMA as ‘Ecstasy’ resulted in its criminalization in 1985. Over two decades later, this study is the first completed clinical trial evaluating
MDMA as a therapeutic adjunct. Twenty patients with chronic posttraumatic stress disorder, refractory to both psychotherapy and psychopharmacology,
were randomly assigned to psychotherapy with concomitant active drug (= 12) or inactive placebo (n=8) administered during two 8-h experimental
psychotherapy sessions. Both groups received preparatory and follow-up non-drug psychotherapy. The primary outcome measure was the Clinician-
Administered PTSD Scale, administered at baseline, 4 days after each experimental session, and 2 months after the second session. Neurocognitive
testing, blood pressure, and temperature monitoring were performed. After 2-month follow-up, placebo subjects were offered the option to re-enroll in
the experimental procedure with open-label MOMA. Decrease in Clinician-Administered PTSD Scale scores from baseline was significantly greater for the
qroup that received MDMA than for the placebo group at all three time points after baseline. The rate of clinical response was 10/12 (83%) in the active
treatment group versus 2/8 (25%) in the placebo group. There were no drug-related serious adverse events, adverse neurocognitive effects or clinically
significant blood pressure increases. MDMA-assisted psychotherapy can be administered to postraumatic stress disorder patients without evidence of
harm, and it may be useful in patients refractory to other treatments.

» 550 citations

> Safety studies, tolerability

» 6 RCTs — large effect
size, Cohen 0.8



International Journal of Neuropsychopharmacology (2020) XX(XX): 1-16

doi:10.1093/ijnp/pyaa01s
Advance Access Publication: 14 March 2020
Review
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REVIEW
Reviewing the Potential of Psychedelics for the
Treatment of PTSD

Erwin Krediet, Tijmen Bostoen, Joost Breeksema, Annette van Schagen,
Torsten Passie, Eric Vermetten

Department of Psychiatry, Leiden University Medical Center, Leiden, The Netherlands (Mr Krediet, Dr Bostoen,
Mr Breeksema and Dr Vermetten); ARQ National Psychotrauma Center, Diemen, The Netherlands (Mr Krediet,
Drs Bostoen, van Schagen, and Vermetten); Department of Psychiatry, University Medical Center Groningen,
Groningen, The Netherlands (Mr Breeksema); Military Mental Health Care, Utrecht, The Netherlands (Dr
Vermetten); Department of Psychiatry, Social Psychiatry and Psychotherapy, Hannover Medical School,
Hannover, Germany (Dr Passie); Dr. Senckenberg Institute for the History and Ethics in Medicine, Goethe
University Frankfurt/Main, Frankfurt am Main, Germany (Dr Passie).

& Eric MD, PhD, D
Netherlands (e.vermetten@lumc.nl).

of Psychiatry, Leiden University Medical Center, Leiden, Albinusdreef 2, 2333 ZA Leiden, The

Krediet et al., Int J Psychopharm, 2020
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Psychedelic Substances in Treatment of PTSD

Substance Thermpeutic rationale Administmtion Setting Elridence
MDMA * Increases release of serotonin, * Route of administration: aral, = Clinical but aesthe tically #| Sustained reduction of PTSD
dopamine, norepinephrine, axytocin, » Dose: 75-125mg. pleasant room. symptoms.
pralactin, vasopressin, and cortisal. * Dumtion of action: 4-& h. * Presence of 2 therapists. #|Phase 2 RCT (n = 105) completed in
* Serves as a catalyst to psychathermpy, = Administration at start of therapy * Use af music to deepen 2016,
* Increases fear extinction. session. and suppaort therapeutic * Phase 3 RCT expected to be
* Reduces amygdala activity. * Multiple administrations (typically process. completed in 2021,
* Reapens eritical period for social 3 sessions) spaced 1 mo apart, * Embedded within | Other indications: alcohal use
reward learning. psychatherapeutic disorder and social anxiety (in
* Reduces fear response and shame. treatment (nondirective). autistic adults).
* Increases openness and interpersanal * Multiple nondrug
trust. preparation and
* Increases emational empathy. integrative sessions,
* Improves processing traumatic
memaries,
Ketamine * NMDA receptor antagonist. * Route of administration: iv, im., * Clinical room with no * | Rapid (tem porary) reduction of PTSD
= Rapid (temparary) symptom intranasal, aral, to minimal attention to and depressive symptoms.
reduction. = Dase: typically 0.50 mg'kg over aesthetics, * 1 RCT (n = 41) completed in 2014,
* May serve & a catalyst to 40 min. * Psychological support * Multiple RCTs angoing.
paychatherapy, * Durmtion of action: 40-70 min, varies fram minimal = Increasing evidence for treatment of
» Increases synaptic plasticity. = Administration at start of suppaort fram nurse/ depreasion.
* Facilitates fear extinction and blocks treatment, beginning of therapy paychiatrist to # Other indications: anesthesia,
memary reconsalidation, session, after memary retrieval, extensive suppart fram depression, suicidality, alcohal and
* May increase receptivity to arwithout psychatherapy paychatherapist. opiate addiction.
therapeutic interventions. (depending on rationale). = Virtually no use of
= May improve ability to process * Single or multiple administrations musie,
traumatic memaries. spaced days to weeks apart. = Currently nat
embedded within
paychatherapeutic
framework.
* No nondrug preparation
and integrative sessions,
Classical * 5-HT2A receptar agonists. * Route of administration: aral. = Clinical but aesthe tically * No RCTs in PTSD.
paychedelica * Serve a3 a catalyst to psychotherapy. * Dose: 10-25 mg (pailocybin), pleasant room. * Extensive psychatherpeutic use
* Increase synaptic plasticity. S0-200 pg (LSD). = Presence of 2 therapists/ of LSD and psilocybin during first
= Can reduce amygdala reactivity during » Dumtion of action: 412 h. guides. wave (1950-1970) of research with
emaotional processing. * Administration at beginning of * Use of music to deepen paychedelics,
# Increase insightfulness and introspection, therapy session, and suppart therapeutic #| Used in treatment of concentration
= Increase divergent thinking and = Single ar multiple administrations process. camp syndrome in 196505 and 1970s.
mindfulness-related capacities. (typically not more than 3) spaced * Often embedded within | Recent evidence from studies in
* May reduce avoidance, weeks to months apart, paychatherapeutic ather indica tions with high effect
= Can increase emotional em pathy. treatment (nondirective). sizes.
* Can induce emotional breakthrough * Multiple nondrug #|Other indications: depression,
experiences, preparation and substance use disorders, end of life
= May resolve existential distress. integrative sessions. anxiety, and obsessive-campulsive
* May increase access to traumatic disarder.
memaries,
Cannabinoids = Target the endocannabinaid system = Route of administration: aral, * Take-home prescription. * 1 small RCT (n= 10) with nabilone

(e.g., CB1 and CB2 receptaors).

* Symptom management (insomnia
and nightmares).

* May serve as a catalyst to
paychatherapy,

* May increase fear extinction

sublingual, or inhaled (vaparized
arsmaoked).

» Dose: varying dosages and
different ratios of THC/CED.

* Duration of action: 3-8 hours,

* Daily administration incase of

As such, usedin a
variety af settings.

= Depending an
symptoms, used
througheut the day or
just before sleep.

completed in 2015,

Multiple RCTs with medieal cannabis
ongoing.

Other indications: symptom
management far multiple
nanpsychiatric indications, eg.,

(decreased fear extinction with SYmptom management. multiple sclerosis and oncology
chranic use), [pain, cachexia, and nausea),
= May improve ability to process
traumatic memories.
- CBland CB2, binaid 1 and 2 recep ED, 5-HT28 A receptar; LSD, lysergic acid di MDMA, 3,4 v ime; NMDA, N-methyl- D-aspartate; PTSD,
tress disorder; RCT, i led trial; THC, tetr abinal

aTherapeutic rationale based an both {prejclinical research and clinical dbservations.
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i The Dutch Psychiatrist Who
Treated Traumatized Holocaust
Survivors With LSD

In the '60s, Jan Bastiaans, using breakthrough experimental treatment with LSD,
freed Holocaust survivors from their traumas. He became a national hero but was
later shunted aside and treated patients in the underground. Is his legacy still
worthy?
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THE RETURN
FROM THE

PLANET

Dutch Newspapers on War Victims and
Their LSD-treatment by Jan Bastiaans

From KZ-syndrome to PTSD

Leo van Bergen






"Begrijpt unu waarom ik huil?"

Louis van Gasteren




Current Treatments for PTSD and trauma disorders

Psychotherapy

T

Prolonged Exposure (PE)
Cognitive Processing Therapy
(CPT)

Based on models of fear
extinction

Talk about trauma in a highly
directed way — desensitization

Pharmacotherapy

Dampen distressing
symptoms, mostly
hyperarousal symptoms
Chronic use, side effects,
too numbing



First wave Second wave Third wave
Behavior therapy: Cognitive therapy and Emerging:

Behavioral modifications CBT: Metacognitive shifts,
based on fear Identify and challenge experiential change
conditioning dysfunctional cognitions strategies




Reappraisal of Value of Transformative
Experiences

Stan Grof, Jan Bastiaans

|




[b[g Changing visions on Trauma, Stress, Dissociation and PTSD

Trauma-Relaled Disorders from a

Understanding ; ; A\ \ 3 THE BO DY M A N : S
KEEPS e SCORE SEARCH
e | FOR
- MEANING

MIND-BODY Perspective

BDISSOCIATION

MORE THAN
12 MILLION COPIES

BRAIN?

J. DOUGLAS BREMNER |
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Rapid and Effective Symptom Reduction ++++

Treatment-Resistant Conditions ++++
Long-Term Benefits ++
Enhanced Therapeutic Experience ++++
Improved Emotional Processing +4+++
Potential for Long-Lasting Effects +++
Innovation in Mental Health Treatment +++
Neurobiological Effects +++
Safety and Tolerability +4++

High Burden of Mental Health Disorders  +++

Growing Body of Research

—

Why MDMA?

+++++

‘Second Generation Psychopharmacotherapy’



Alexander Shulgin (1925-2014)

Credited for introducing MDMA to psychology

Before taking MDMA., clients should be prepared
that they may encounter aspects of this darker side of
themselves. She recommends that these issues should be
discussed before starting a session, in relation to the e :
patient’s biography and current issues. 'HE

One of the problems that most humans beings suffer S l'I (J IJ (;I N I N I) l‘: X

from is the suspicion that the core essence of who they
are deep down is a mon.s;terA There is terrible fear . . . VOLUME ONE
when you get down to it. . . . MDMA removes that
fear. . . . During psychedelic therapy, . . . what we do is
we go into it and look through its eyes, so that we
become it. But we're all afraid that we got stuck with and Related Compounds
the demon. . . . Once you get inside the demon, the first
thing you experience is a lack of fear, and then you
begin to recognize that this is also the survivor aspect
of yourself. There’s a part that takes care of you. Then
it begins to transform, and you recognize its quality of
total selfishness—it’s going to take care of you and
nobody else, right? —but it’s your ally. And then you
begin to recognize its positive aspects. (Shulgin and
Shulgin, 1995: 131, 135-136)

Psychedelic Phenethylamines

In the end, the shadow aspects of the psyche can be ALEXANDER T. SHULGIN
integrated and the shadow will take its place as a devoted
ally and protector. To confront and learn to know the
shadow can take more than one session, but the trans-
formative power of this encounter is claimed to be enor-
mous. Ann Shulgin’s Jungian interpretation of MDMA
psychotherapy was inspired by her first husband, John
Perry, a psychiatrist trained by Jung (Perry, 1974).

FANIA MANNING

PAUL F. DALEY
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Sacred 4 SET,SETTING, AND THE -
PSYCHEDELIC EXPERIENCE

KNOWLEDGE - e IN THE TWENTIETH ",‘

CENTURY

Psychedelics and

Religious Experiences

William A. Richards




L Torsten Passie, M.D.
[m[g Closer look at MDMA + “Entactogen”

* Insightfulness

HEALING
WITH
ENTACTOGENS

» Less perceived
loss of control than
classical
psychedelics

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

susBojoojuz yiim Buloaty

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

Ring-substituted phenylisopropylamin&@srivative
Patented in 1914 by Merck
now off-patent

Closeness to
others

‘Q:W /e1ssod usjsiof

Empathy

« Psychophysical relaxation Well-being
* Intensified feelings - euphoria
» Decreased anxiety

* Increased openess and

communication

* Enhanced closed-eyes imagery

Intensified body experience

Activation of emotions

Oxytocin (pmol/l)
N
o

Enhanced imagery

Speeding up of intrapsychological 51

L] L] L] L L] L) %:
processes 0 30 60 90 120 150 180 210 240 270 300
time (min)

Reprocessing of traumatic events

Catharsis




Rwanda UNAMIR [I, 1993

Affected family
Push back
Triggers
Stigma
Smells
Food
Rusted vehicles
Little kids
Therapy

Loudness of
silence

GOVERNOR GENERAL'S |$
LITERARY AWARI $
NONFICTION

.............

FORCE COMMANDER OF THE UN ASSISTANCE MISSION TO RWANDA, 1993-1984
. 2
iv

THE FAILURE OF HUMANITY IN RWANDA

“EXTRAORDINARY, WRENCHING LYRIC POWER.” - MONTREAL GREEI
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ORIGINAL ARTICLE ) Open Acc

Towards Staging Differentiation for PTSD Treatment

Proposed PTSD Sta

«Anxiety
«Distress
«Subclinical

*Trauma
exposed

At risk

*First
episode
PTSD

*Treatment
resistance

*Relapse(s)

Recommended

*Severe
unremitting
PTSD

Vigilance PTSD *Worsening
. Evidence *Intensive treatment *Social &
WWatchful *Psychoeducation based PTSD *Multi-Modal vocational
waiting *Support care- treatments (3MDR, *Moral injury
-Support *Attention training Trauma psychedelics) *Maintain
Ao *Short course therapy -Adjunctive function
PP Trauma therapy Medications medications, Prevent further

*Technological
interventions

Nijdam, Vermetten and McFarlane, Acta Psychiatrica, 2022

«Other

neuromodulation
+Stellate ganglion
blockade

*Address barriers

comorbidity
(service dogs,
equine therapy,
day treatment)
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Mithoeffer model

> Nature. 2019 May;569(7754):116-120. doi: 10.1038/s41586-019-1075-9. Epub 2019 Apr 3.

Oxytocin-dependent reopening of a social reward
learning critical period with MDMA

Romain Nardou ! 2 3, Eastman M Lewis ! 2 3, Rebecca Rothhaas ' 2 3, Ran Xu 4 2,
Aimei Yang 4 ° © Edward Boyden 4 2 ©, Giil Délen 7 & 2

Affiliations + expand
PMID: 30944474 DOI: 10.1038/s41586-019-1075-9

Critical period, ‘Golden Hours’, where the
brain is sensitive to reward value of
(pro)social behaviors (Nardou, Nature, 2019)




MDMA assisted psychotherapy (courtesy Michael and Annie Mithoefer)

Marine Veteran

2 tours in Iraq as Humvee turret gunner

Middle of first MDMA session

75mg + 37.5mg

Blnisubsequent s
Bcess many |

lis
v, / ¢ “ghting in Irac

-

....peaceful about the fact that that's my journey




[]@[(!:] Psychological mechanisms

General factors Psychedelic specific factors
* Therapeutic alliance « Relational attachment
« Empathy « Emotional range expanded

Embodiment

Goal consensus

Positive intention Revised life priorities

‘Mastery’ Exaltic feeling of joy, bliss or love

Congruence/’'genuineness’ Ineffability

Mentalisation Alteration to identity during experience

Bad trip experiences of transient psychological
distress

Emotional experience



L
[m%] 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
e 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)

EMDR
Therapy
(Shapiro)

MDMA
Therapy

Psychoeducation

Emotional regulation
and coping skills

Imaginairy exposure
Cognitive processing,
restructuring, meaning

Targeting emotions

Memory processes

Duration

# sessions

+++

++

++

45-90

12-16

++

+++

++

++

45

12-16

++++

++

++

++

90

12-16

Brief Ecclectic | Cognitive
Therapy PTSD | Processing
(Gersons) Therapy (Resick)
++ +

+ ++

++ +

++ ++++

++ ++

++ ++

45 45

12-16 12-16

++

++

++

++

90

12-16

During preparation

During preparation +
MDMA effect

Occurs spontaneously

+
Spontaneously
with therapist support
++
Without
overwhelm
Enhanced
Recall,
Decreased avoidance

6 - 8 hours

12 90-min, 3 8-hour




TYPE Perspective

& frontiers | Frontiers in Psychiatry PUBLISHED. xx xx 2023 Fictive name Gender Age Ethnicity Cause of PTSD CAPS-5 CAPS-5
ool 10.3389/fpsyt. 2023 957824 baseline termination

Sophie Female 25 White Developmental 43 23
trauma/multiple
| " . trauma
o Perceived key change phenomena
Isa Female 43 White Developmental 47 5

OPEN ACCESS Of MDMA-aSSiStEd psyChOtherapy trauma/multiple

Jennifer Mitchell, fOI’ the treatme nt Of Severe PTSD- trauma

University of California, San Francisco,

:’L"'ted f‘:jﬂﬁ an inter pre tative Rose Female 23 White Developmental 55 14
Sarah Tedesco, . . trauma/multiple

Rchmond Unjuersity MedicalCenter, phenomenological analysis of

United States trauma

s clinical integration sessions — Female - m— ——— - .

Patrick Vizeli,

University of California, San Diego, . traumajmaltiple
United States Macha Godes™, Jasper Lucas® and Eric Vermetten® @ P
*CORRESPONDENCE Institute of Psychology, Social Science Department, University of Amsterdam, Amsterdam, trauma
Macha Godes . Netherlands, 2Institute of Psychology, Social Science Department, Leiden University, Leiden T T T
machagodes@gmail.com Netherlands, *Department of Psychiatry, Leiden University Medical Center, Leiden, Netherlands Nick Male 50 White Veteran/combat 41 13
exposure
Rico Male 32 Asian Veteran/combat 53 13
exposure
Harry Male 41 White Developmental 47 10
trauma

C )

Experimental
session
1

N
S

Experimental
session
2

—
)

Experimental
session
3

R

FIGURE 3
Selected integration sessions per participant for qualitative analysis (shown with green border)

Integration - Integration - Integration
session 1

session 2 session 3

Integration - Integration » Integration
session 1 session 2 session 3

Integration

session 3

Integration » Integration
(termination)

session 1 session 2




[&I[(!Sl Key change phenomena of MDMA-Assisted Psychotherapy
for the treatment of severe PTSD

Interpretative Phenomenological Analysis - 2240 minutes of When you say, ‘the inner

- coded and analyzed (n=7). healer’ | think that the
medicine (MDMA) allows

All participants reported experiencing a range of benefits during the course and at  something within you to find
that awaiting ability to express
the end of the treatment. 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

1. Tolerance of conflict: staying with what ‘is of magic to that, of you getting

2. Processing trauma: insight, reflecting, mental clarity, recovery of traumatic in that spot and be like, “hey,

i ] ] o remember this?” And it’s not
memories, disentangling trauma from self, reuniting lost parts always a good thing. But it’s

- . . : ) there. It's being brought up for
3. Positive emotions: self-acceptance; joy, happiness, gratitude; hope and a reason. And that to me is like,

whoa. Yeah, truly It really is.
It’s like a moment of like, Oh,

4. Interpersonal reflections: comfort; gratitude, compassion, empath yeah, there's this memory.
P , P pathy That’s there for a reason. What

5. Felt Connection: union, wider perspective; inner healer intelligence; accessibility s it bringing me? Whatis it
teaching me and why is it still

to emaotions, in contact with feelings; mind-body connection prevalent? What does it
mean?”

empowerment; relaxation, calmness, peace;

Godes, Lucas and Vermetten, Frontiers Psychiatry, 2023
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Leiden University
C Medical Center

Adaptation of the
foundation by Stanislav
Grof, MD and others

A Manual for MDMA -
Assisted Psychotherapy in
the Treatment of
Posttraumatic Stress
Disorder

>
e
o

Michael C. Mithoefer, M.D.

Other contributors:
Annie Mithoefer, B.S.N.,
Lisa Jerome, Ph.D.,
June Ruse, Psy.D
Rick Doblin, Ph.D.,
Elizabeth Gibson, M.S.,
Marcela Ot’alora G.,.L.P.C.,
Evan Sola, Psy.D candidate

8844

| 6 active sites in
North America

2 sites in Israel
Studies planned

in 7 European
Countries
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MAPS and the Revival of Clinical Research to MDMA

9 U | .
M[e Assisted Psychotherapy in PTSD (2022)

o9 (0)
o)
00 Ooo
o Noyember February 2004 April 2004 As of 2016
2 0@®
QL0

First Phase 2 protocol Six Phase 2

d by FDA. , - FDA grants
a&%&"ﬁ_ asgiste d DEA approval First participant MDMA/PTSD Breakthrough Therapy
psychotherapy for granted. enrolled. clinical trials Designation.

PTSD. completed. Agreement on Special
Protocol Assessment
reached for Phase 3
trials.
May 2017 March 2018 April 2020 As of 2021
Meet Rick Doblin at First patients recruited,
APA —plans made at Start forming team Approval protocol UCETED

ICPR




[I@[gJune 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.
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The European teams




Results of first Phase 3 trial of MDMA-assisted therapy
compared to a separate VA study of PE vs CPT

ARTICLES

nature,,
medicine

Mean CAPS-5 Scores by Treatment Group

MDMA-assisted therapy for severe PTSD: a
randomized, double-blind, placebo-controlled

MRSESSY Drop out rates:
PR oy e Placebo — 10.0%

W 5 it ek MDMA - 6.5%
» o PE —55.8%
(ol <
5 CPT —46.6%
Py
S
» o
B T
n
|,_
[
©
o
% o | Mitchell JM, et al. Nat
- —— Placebo with therapy (Mitchell 2021) Med. 2021. 27(6):1025-
_g — MDMA-assisted therapy (Mitchell 2021) 1033.
<é( - Prolonged Exposure (PE) (Schnurr 2022) Schnurr PP, et al. JAMA
.g - Cognitive Processing Therapy (CPT) (Schnurr 2022) Netw Open. 2022.
s v 5(1):22136921
—_— I | |
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The above graph does not represent a head-to-head comparison of MDMA-assisted
therapy to PE or CPT alone.
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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



To date 33 studies have been published, showing very good outcome
and high effect sizes

Primary Study Type Outcome®  Clinical Resp Loss of Diagn Remission Relapse Change Scores SMD, dor  Sample
sourcelphase (+]- %) (+- %) (+]- %) (+-%)  (MDMA-Plac)  Hedges’ g (n=)
Kisely etal., 2023 Meta-analysis>®  CAPS - - - - - -0.86™ 82:54
Smith et al., 2022 Meta-analysis>®  CAPS 3.65 (RR) 2.10 (RR) - - -22.03™ 101:62
Mitchell et al., 2021 RCT? CAPS 67 vs 32 33vs5 - -11.9" 0.917 46:43
Mithoefer et al., 2019 P-DSReT? CAPS - 54 vs 23 - - -22.0™ 0.8™" 72:31
Jerome et al., 2020 P-DS LTFURCT? CAPS 82TEVsB DELTFUVSTE 56'E, 67-TFY - 12 -50.6"""B, -5,2"TE  (,23"LTFUWTE 91
Ot’alora et al., 2018 RCT? CAPS 50, 56vs 17T 42, 44 vs 33 - - -33.0",-20.4 P 1.12%,0.73 9:9:5
Mithoefer et al., 2018 RCT? CAPS 67, 100 vs 29 58, 86 vs 29 - - -32.9", -46,9™ 1.1, 2.8™ 12:7:7
Oehen et al., 2013 RCT? CAPS 50 vs 0, 100°° 0vs 0, 50°t¢ - - -18.8 8:4
Mithoefer et al., 2011 RCTP? CAPS 83 vs 25; 100°¢ 83 vs 25 - - -33.2° 12:8
Mithoefer et al., 2013 LTFURCT? CAPS I - - fgeeL -0.QLTFUVSTE 16
Bouso et al., 2008 RCTP SSSPTSD - - - - -11.5, -4.5 1:3:2
Wang etal., 2021 P-DSSCA? CAPS 92" 76" - - -29.89™ 2.2 36
NCT01458327 SGA CAPS - - - -62.02m, -40.7-TV 3
Monson et al., 2020 SGAPL? CAPS - 83 - - -4, g4 1.88-2.25™" grat
Jardim et al., 2021 SGAP CAPS 100 - - - -48 0.92' 3
Ancillary Quant (n=)
Lewis et al., 2023 RCTS METHYL - - - - 41.88Be - 16:7
V. d. Kolk et al., 2023 RCT3 S-EXPPat - - - - various™™" - 42:40
Nicholas et al., 2022 RCTS AUDIT - - - - A, A7 MEEIEER] 0.45"n-safterBadj 42:40
Brewerton et al., 2022 RCT3 EAT-26 - - - - -2.36 0.33" 42:40
Ching etal., 2022 P-DSMixed2.3 CAPS - 65, 71vs 29, 26 - - -13.93"Madisubgr 1 0g*ad;.subgr 83:44
Feduccia et al., 2021 P-DSReT? CAPS - B4n-1aper yg potaper - - -18.5 - 33:16
Feduccia et al., 2019 P-DSRCT? CAPS - 53 vs - - - -19.1P -19.1%M - 38:14
Ponte et al., 2021 P-DSRCT? 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 - - - - 6.290penness - 12:8
Christie etal., 2022 SGA2 CPGS - - - - -GPGSHighsubgr - 32
Wagner et aI., 2021 SGAp1,2 GR, REban _ _ _ - various*** see publication 6pat:6part
Ancillary Qual Type Method (n=)
Barone et al., 2019 RCT2 M-Case IPA 19
Godes et al., 2023 P-DSSCA? M-Case IPA 7
Wagner etal., 2019 SGAPL2 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; & = Baseline; ™ = Treatment Exit; " = Primary endpoint; °-¢ = Open-
label crossover: '™ = Intent-to-treat set; P = Per Protocol set; ©°MPt = 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.




Dutch State Committee on MDMA and Health

Prof dr mr Brigit Toebes, chair
Prof dr em Wim van den Brink
Vice chair

Members:

Dr Emile Kolhoff
Femke Gresnigt
Martha de Jonge

Prof dr Eric Vermetten

Secretary:
Ward de Cock
Philippus Zandstra

And students!



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
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FDA panel rejects first MDMA treatment

Jeroen Neef | March 28, 2023

amid deep concerns about flawed trials
Comm 1ember. holds promise for treating PTSD, the trials were

aid that while the therapy




L
[m[(!:] Regarding the clinical use of MDMA, the committee concluded that:

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.
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GCThere has been a shift in the
way psychedelics are perceived,
I with academics and researchers

showing a renewed interest in their
therapeutic value. 99

Steffen Thirstrup, EMA’s Chief Medical Officer

O EMA —

A second chance to
psychedelics

European Medicines Agency
The mission of EMA is to foster scientific excellence in the evaluation and

supervision of medicines in the EU.
Published Mar 16, 2023
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There is a lot of stigma around psychedelics like LSD, MDMA (as in ecstasy) and
psilocybin (a naturally occurring compound found in "magic mushrooms"), as they
are often associated to harmful behaviour and abuse. Their use was restricted in
1971, when they were added to the United Nation's Convention of Psychotropic
Substances as drugs claimed to create a serious risk to public health, with no
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MDMA 1s GOLD,

but not a magic bullet
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Expert opinions on implementation of MDMA-assisted therapy in Europe:
critical appraisal towards training, clinical practice, and regulation

SHORT COMMUNICATION

Jerome Herpers 2P, Natalie Maximets®, Noah N. N.van Dongen 9, Josjan Zijimans © “and Eric Vermetten 9

3GGZ Oost Brabant, Boekel, The Metherlands; "Uw Psychiater, Zwolle, The Netherlands; “Department of Clinical, Neuro- and
Developmental Psychology, Vrije Universiteit Amsterdam, Amsterdam, The Netherlands; “Department of Psychology, University of
Amsterdam, Amsterdam, The Netherlands; *Department of Child and Adolescent Psychiatry & Psychosocial Care, Amsterdam University
Medical Center, Amsterdam, The Netherlands; "Amsterdam Public Health, Amsterdam University Medical Center, Mental Health,
Amsterdam, The Netherlands; *Department of Psychiatry, Leiden University Medical Center, Leiden, The Netherlands

ABSTRACT

Introduction: The positive results of MDMA from Phase 2 and 3 clinical trials in MDMA-assisted
therapy (MDMA-AT) for the treatment of post-traumatic stress disorder (PTSD) call for a critical
evaluation of its regulatory status within the European mental healthcare system. This is driven
by the recent submission of MDMA-AT for FDA approval in the United S5tates. Unless
coordinated efforts in the European regulatory landscape start, there may be potential
divergences in national regulatory strategies. Gaining insights from researchers and
clinicians involved in the application of MDMA-AT may be useful in guiding the discussion
of factors involved in its implementation.

Method: A comprehensive invitation-only survey was sent to researchers and clinicians
involved in MDMA-AT clinical trials and contributors to the scientific literature on MDMA-AT
from around the globe. This study aimed to collect opinions on clinical practices, training,
and regulation worldwide, examining the global best practices and pitfalls to outline
strategies for possible European implementation of MDMA-AT.

Results: The survey, which included responses from 68 experts, yielded a range of opinions
where a large majority endorsed the need for training and standardization, emphasizing
equity and access, stressing impediments in the national approval processes, and reflecting
critically on anticipated spill-over effects of MDMA-AT in clinical settings.

Conclusion: The experts highlight the need for science-informed policy development, active
regulatory involvement, and international cooperation to incorporate MDMA-AT into the
European mental healthcare system in general and the treatment of PT5SD in particular. The
study emphasizes the importance of ongoing research, open professional discourse, and
collaborative engagement to facilitate MDMA-AT's ethical and effective implementation.
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HIGHLIGHTS

= Positive clinical trials of
therapy using MDMA for
treating post-traumatic
stress disorder (PTSD) call
for a thorough review of its
regulatory status in
Europe, especially
following its submission
for approval in the United
States.

= A glabal survey of 68
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[U][g International Survey on MDMA—-AT regulation (n=78)

Familiarity with MDMA-Assisted Therapy
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[&I[(!:] What potential visks or challenges do you foresee if MDMA -
assisted therapy is approved? (Select all that apply)

Potential Risks or Challenges in MDMA-Assisted Therapy Approval

Risk of inadequate therapist training

Ethical concerns about informed consent |

Potential long-term adverse effects |

Potential for misuse or abuse |

Challenges in monitoring and reporting adverse effects
Difficulties in standardizing treatment protocols |

Other |

0 5 10 15 20 25 30
Percentage (%)

Herpers ... Vermetten, in press EJPT, 2024



[I@[(!Zl How does the public perceive MDMA-assisted therapy in your
country?

Responses in Column 46
50t

40

Percentage (%)
w
o

N
o
T

10
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&[(!:] Which type of program would be most beneficial for introducing
MDMA-assisted therapy in a controlled and safe manner?

Percentage (%)
= = J ) w w
(=] w a L o w =] L
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Expanded access (a requlatory pathway permitting the use of MDMA for patients not enrolled in clinical trials, typically due te urgent medical need) |

Special access (a scheme allowing healthcare practitioners to access and prescribe MDMA for individual patients under specific circumstances) |

0'ZE

Off-label use (unapproved use of an approved drug, when it is used for a medical condition that it is not approved to treat) f

0ET

adA] wesboid

Other | x

Compassionate use (a provision allowing the use of MDMA outside of clinical trials for patients with severe or life-threatening conditions)

£9'9

No opinionf | i

Herpers ... Vermetten, in press EJPT, 2024



L
m[g 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.



Poster by David Parker

August 11

Conditional approval?
ADComm: puritive recalibration?

Metacognitive shifts —
recalibration/meaning making

AT - training?
Europe?

— moral imperative -
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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.
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MDMA assisted therapy: Three papers are retracted as FDA rejects

PTSD application

Elisabeth Mahase

Three research papers on MDMA assisted
psychotherapy have been retracted by the journal
Psychopharmacology because of “protocol violations
amounting to unethical conduct™ by researchers at
a study site.

In the retraction notices the journal said that the
authors were aware of the violations when they
submitted the articles but failed to disclose them or
remove the affected data from their analysis." ~ All
three papers related to phase 2 randomised controlled
trials for MDMA assisted therapy, with similar authors
listed for all three papers.

Although the notices did not detail what the
violations were, reports suggesi that a trial
investigator at one of the study sites engaged in an
unethical sexual relationship with one of the trial
narticinants. “% In a 2018 lawsuit that was settled ot

regulatory approval for midomafetamine [MDMA]
capsules.”

Lykos Therapeutics® chief executive officer, Amy
Emerson, who sits on the MAPS board of directors,
said, “While conducting another phase 3 study would
take several years, we still maintain that many of the
requests that had been previously discussed with the
FDA and raised at the Advisory Committee meeting
can be addressed with existing data, post-approval
requirements, or through reference to the scientific
literature.”

Emerson was listed as an author on two of the papers
retracted by Psychopharmacology.

Reports show that the MDMA research presented in
the three retracted papers did not form part of the
company's FDA application.
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Kn'owledge of the illegal ecstasy market through the Drugs Information and Monitoring System
(DIMS)

5,6% contained
no MDMA*

SR\

94,4% contained
(a.0.) MDMA

&

[] speed ] MmDmA Crystal meth [ ] Combination
e “ T amphetamine) (possibly MDMA)

*some samples contained caffeine, m “Moving MDMA to Schedule Il means that less investigation
amphetamine or other drugs @ capacity will be available to tackle and prosecute criminal

orga nisations.”

}) “If MDMA is moved to Schedule Il, recreational users may
@ potentially face less stigmatisation. The use of MDMA in
mental health treatment may also raise fewer concerns.”
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l. Self-medication
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People experiencing mental health
complaints or pursuing personal growth
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Individuals with
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Substance Location
Ecstasy At home or

psychological complaints

ll. Registered therapists acting ahead of regulation

jeze pc pYider Users
mercial
entity

lll. The grey economy: commercial parties

& Sa

People experiencing mental health
complaints or pursuing personal growth

at social venues
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MDMA analogue,
ecstasy, or truffles
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psychedelica Geneesmiddelen

Onderzoek naar therapeutische
toe pa SSi ngen va n psychedelica Psychische klachten

september 2024

Gerelateerde programma's

Goed Gebruik Geneesmiddelen

Lees meer over het programma Goed >
Gebruik Geneesmiddelen

Bekijk alle lopende subsidies binnen >
het GGG-programma

Lees meer over het >
Onderzoeksprogramma ggz

Contact

Candido da Silva
Programmamanager

R 0703495464 9
8 Geneesmiddelen@zonmw.nl

Psychedelische middelen als ketamine, MDMA of psilocybine inzetten voor de

behandeling van mensen met ernstige psychiatrische aandoeningen?

Dat is lang taboe geweest, maar binnen ZonMw wordt, in opdracht van het ministerie van VWS,
verkend hoe subsidie voor onderzoek naar de toepassing van psychedelica in combinatie met
psychotherapie effectief ingezet kan worden.

N’ ZonMw
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Moral Injury and Recovery in
Uniformed Professionals: Lessons
From Conversations Among
International Students and Experts

Jonathan Jin'', Kyle Weiman®', Suzette Bremault-Phillips>* and Eric Vermetten**

Introduction: In the course of service, military members, leaders, and uniformed
professionals are at risk of exposure to potentially morally injuricus events (PMIEs).
Sericus mental health consequences including Moral Injury (MI) and Post-traumatic
stress disorder (PTSD) can result. Guilt, shame, spiritual’existential conflict, and loss of
trust are described as core symptoms of MI. These can overlap with anxiety, anger, re-
experiencing, selfi-harm, and social problems commonly seen in PTSD. The experiences
of General (retired) Romeo Dallaire and other international experts who have led in times
of crisis can help us better understand Ml and recovery.
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