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More clinical trials to come



What are psychedelics?

LSD-25Psilocybin Ayahuasca/

DMT+MAOI

Mescalin

biochemical commonality: 
5HT-2A receptor agonism



• 3 phases: preparation, dosing session, 
integration

• high dose: 20-30 mg psilocybin

• Single or repeated dose

• sleep mask, selected emotionally evocative
music, introspection

• therapist dyad (female and male) 

• priority: safety

• Eclectic, rather supportive psychotherapy with
elements from CBT, psychodynamic and
mindfulness therapiy

Design and „Setting“ of contemporary psychedelic therapy trials



 

 

 

 

        

  

 

 
     

      

          

               
     

  

 

 

 

Eligibility assessment 

Exclusion 
 
 

6 weeks: 
Primary Endpoint 

 
 

25mg p.o. 
n = x 

TRIAL ARMS  

1) 250mg Niacin ʹ 25 mg Psilocybin  
2) 5mg Psilocybin ʹ 25mg Psilocybin  
3a) 25mg Psilocybin ʹ 5 mg Psilocybin  
3b) 25mg Psilocybin ʹ 25mg Psilocybin  

12 weeks: 
Secondary Endpoint 

 
 

Follow-Up I: 
6 months 

Randomization 
(N = x per condition) 

(  
 
 

Enrolment  

Allocation  

25mg p.o. 
n = 25 

5mg p.o. 
n = 26 

Dose 1  
Dose 2 

Follow-Up II: 
12 months 

Down-titration 

5mg p.o. 
n = x 

250 mg Niacin p.o. 
 n = x 

25mg p.o. 
n = x 

25mg p.o. 
n = x 

EPIsoDE trial design



7 x 120 min. psychotherapy sessions



Metaanalysis psychedelics and depression



Safety and adverse events

• N=598 (44 articles)
• „…treatments seemed to be overall well

tolerated. Nausea, headaches, and
anxiety were commonly reported acute
AEs across diagnoses and compounds. 
Late AEs included headaches
(psilocybin)…“

• „Qualitative studies suggested that
psychologically challenging experiences
may also be therapeutically beneficial.“



Mechanisms of action



Mechanisms of action: a complex interplay 



• Enhancement of psychoanalysis 
with several low/moderate dose 
psychedelic sessions

• > 700 publications 1953-1968
• > 6000 patients treated
• 2/3 of the patients improved
• no controlled trials

Psychodynamic approach 



• reinforced exposure to internal events: 
painful emotions,memories,cognitions
which are usually avoided

• "shaping" of acute experience, favoring
acceptance and reducing avoidance (of
negative emotions)

• revision of deeply rooted, rigid, 
dysfunctional cognitions about the self
(worthlessness etc.)

Cognitive behavioural model



Plans for further trials in Charité Berlin

• Clinical trial with alcohol use disorder
planned

• Participation in industry trials with short-
lasting psychedelics: DMT, 5-MeO-DMT

• Negotiations with German authorities
about cost-effectiveness and modalities for
approval and reimbursement

• Survey studies on aspects of psychedelic
therapy, harm reduction and recreational
use

• Collaborations with research groups in 
France



Psychedelic research and therapy in France - where do 
we stand?

• Symposia at psychiatry conferences

• Reviews and conceptual publications

• Animal studies on mechanisms of action (M. Nassila)

• Multiple clinical trials planned: services A. 
Benyamina, L. Mallet, R. Gaillard, Pitié-Salpetriere; 
Nimes, Montpellier etc. 

• 2022: Section „Medecine psychedelique“ AFPBN

• Societé Psychedelique francaise (SPF)

• First clinical trial starting in Sep 2023 (Paris)

• Workshop March 2023 at Iméra Marseille

• Exchange on study protocols

• French-German collaborations

• therapist training in French language









Neuron level: Stimulation of the serotonin 2A receptor  

Fanibunda, et al. 2019



• subacute effects for 2 to 4 weeks after the psychedelic experience, with increased openness, 
well-being and cognitive flexibility

• Neuroplasticity: induction of dendritic spine growth, synapse formation
• ”psychoplastic window" during which psychotherapeutic interventions are more effective
• Other possible biological mechanisms: intracellular cascades (BDNF, mTOR), epigenetic 

changes, antioxidant and immunological effects etc.

Neuron level: enhanced neuroplasticity



Extratherape
utical 

aspects
40%

Therapeutic 
relationship

30%

Approach & 
techniques

15%

Expectancy 
& placebo 

effects
15%

Asay, T. P., & Lambert, M. J. (1999)

Psychedelics seem to enhance several common factors of
effectiveness in psychotherapy : 

• Patient-therapist Relationship

• working alliance

• Expectancy („super-placebos“ ?)

• Problem actualisation

• Motivation for change

Enhanced common factors of psychotherapy



• REBUS model (Carhart-Harris 2019) based on 
the predictive processing account (Clark 
2013)

• Psychedelics reduce activity in cortical 
networks by agonism at 5HT-2A receptors

• decreased precision weighting in higher-level 
beliefs, about objects, time & space

• increase in "raw" information: perceptions, 
emotions, avoided/rejected content

• “ego dissolution”, disruption of narrative self-
model 

• increased global connectivity (e.g. 
synesthesia)

Network: disruption of predictive processing



Network level: disruption of higher level predictions

• The hollow mask illusion: Based on a deeply rooted, 
unconscious belief, overriding contradictory perception: 
„faces are always looking at me“ 

• Predective processing (PP) model: We are constantly
constructing and predicting a simplified, generative 
model of the world (C. Letheby)

• „perception is a controlled hallucination“ (A. Seth)

• Our self is a „virtual avatar“ (T. Metzinger)

• Modern version of Kant´s epistemology: the real world
can never be percieved as such

• REBUS (Relaxed Beliefs Under pSychedelics) account 
applies the PP model to the psychedelic brain state

A. Clark



Psychedelics in the treatment of

substance use disorders



Ongoing and planned trials in 

Germany



Psilocybin and TRD: COMPASS TRD Phase III

• Psilocybin single dose 25 mg

• Repeates dose 25 mg and 10 mg

• primary outcome parameter: 
MADRS (week 6)

• Start in 2023

• Multicenter study, with centers in 
Berlin, Paris and other cities



N,N-DMT and MDD: Small Pharma Phase IIb

• Intravenous N,N-DMT (SPL026)

• Major depression (MDD)

• Psychological support

• Planned start in 2023

• Multiple sites (global), centers in Germany

• Phase IIa press release 01/2023: promising 
results 



5-MeO-DMT and TRD: BeckleyPsytech Phase IIb

• Intranasal synthetic 5-MeO-DMT (BPL-003)

• Treatment-resistant depression (TRD)

• Randomized, blinded dose-finding study

• 3 doses: high, moderate, sub-perceptual

• primary outcome parameter: MADRS 

• Psychological support

• Planned start in 2023

• 40 investigator sites in 7 different 
countries, centers in Germany



The Role of Psychotherapy in 

psychedelic therapy & the

EPIsoDE trial



Which psychotherapy is applied in current trials?

• Commonalities: 3-phase model; supportive setting
in substance use session, with introspection and
music.

• Basics: non-judgmental listening, empathic support
and a strong therapeutic relationship

• Psychotherapy methods: MET, CBT, existential 
psychotherapy, SEGT*, psychodynamic therapy.

• Psychotherapeutic techniques: guided imagery, 
openended narrative writing, supportive touch, 
reality orientation, empathic support, 
nonjudgmental listening

*Supportive-Expressive Group Therapy



„Excursions into grief, loneliness and rage, abandonment. Once I went into the

anger it went ‘pouf’ and evaporated. I got the lesson that you need to go into

the scary basement, once you get into it, there is no scary basement to go into

[anymore].“ 

Watts  et al 2017

„[I] became myself at age 7, after my [grandparent] had died. I totally was back

there, so vivid, so real, I had the emotions that I would have felt at the time:

fearful, why did this happen, the naivety, the shock and confusion. I was getting

overly upset and my parents were saying `boys don’t cry.`“

Patient statements: typical experiences



• Phenomenological similarities to dreams: Access to
unconscious processes

• shift from rational logical thinking (psychoanalytic: 
secondary process, "I") to associative thinking (primary
process, "It")

• confrontation with repressed fear of death (existential 
psychotherapy)

• intensified symbol formation

• correction of early dysfunctional object relations

• Disruption and change of implicit relational models

Psychodynamic approach



ACT: a promising therapeutic framework for psychedelic 
therapy

ACT = Acceptance and Commitment Therapy

"I'm never gonna make it."

"I'm worthless" 

"I'm depressed." 

presence (mindfulness)

"I think I'm depressed."

"I observe my thoughts" 



Psychedelic integration: Review



Integration groups in the EPIsoDE trial

• Problem: Only 4 x 120 min. integration sessions part of the protocol

• Many patients still in ongoing psychotherapeutic process at the end of 
the trial

• Therapists often lack knowledge about psychedelic therapy effects

• sometimes therapy cannot start right away after the trial

• Consequence: creation of post-study integration groups

• monthly meetings, 6-12 participants, guided by 2 
therapists/psychiatrists

• ZI Mannheim: 6 x 90 min. online + 1 x presence

• Charité Berlin: 2 groups (online, presence), each 6 x 90 min. 
• Similar concept, partly manualized

• Centered around the psychedelic experience, and what it means to 
the person, the course of depression, relationshipsAdaa.org





Yale Depression therapy manual based on ACT

https://psyarxiv.com/u6v9y/



• Therapy manual developed on the basis of existing manuals
(NYU, Usona, MAPS, etc.)

• 3-phase model:
• 1. Preparation: information, therapeutic relationship, 

detailed history of depression, biography; breathing
exercise; formation of an "intention“ for the session

• 2. Dosing: support, check-ins, safety, debriefing
• 3. Integration: relationship between psychedelic

experience and depression/current conflicts/dysfunctional
interactions, depressive beliefs, application of insights to
daily life, etc.

• Behavioral and psychodynamic elements
• Standardization

• Integration group 6 months after trial (online & presence)

Therapeutic frameworkTherapy Manual of the EPIsoDE trial



Therapeutic frameworkTherapy Manual: Preparatory sessions

Sample statement:

« Our first preparatory session today is about us getting to 
know you further and you getting to know both of us even 
better as well. Above all, we want to learn more about 
your life and your depression. At the end we will discuss 
some organizational things. In the second preparatory 
session next week, we will go over typical experiences 
that are common in dosing sessions and discuss possible 
ways to deal with challenging or difficult experiences. We 
will also go over the schedule for the day of the substance 
session and answer any questions you may have. If you 
are bringing a support person next week, we would like to 
meet her or him at the end of the session. »



Therapeutic frameworkTherapy Manual: Preparatory sessions

Sample statements:

"Leaning into" the experience:
“A very important technique in dealing with challenging 
experiences is to consciously go even further into the 
experience.

Whenever you experience something that scares you, try 
to lean into it. This going into the experience makes the 
experience much more bearable than if you try to escape 
the experience somehow.

If you encounter something you are afraid of, try to be 
curious and open anyway. Don't run away from it, but go 
to it. Ask, "What are you doing here? What can I learn 
from you?"

If you feel like you're melting, dissolving, or exploding, 
don't fight it, let it happen. Melt, dissolve, explode! We 
will always be with you and keep you safe.“



Therapeutic frameworkTherapy Manual: Dosing sessions

Sample statements (short, simple):

Therapeutic touch:
“If you like, I will hold your hand.”
“Do you want to take my hand?”

Guiding attention to the music:
“Follow the music.”
“Let the music carry you.“

Going back to the intention:
“Go back to your intention.”

Guided breathing exercises:
“Breathe into the feeling.”
“Let the breath flow... Observe how the 
breath flows in and out... Just observe.”

Rescue medication:

“We have now weighed things up together and 
think the time has come to make things a little 
easier for you with a medicine. If you take this 
tablet, you will feel better quickly.”



Therapeutic frameworkTherapy Manual: Integration sessions

Sample statements:

Resuming the experience:

“Please describe your experience in as much
detail as possible.“

Challenging experiences: 

“Did you experience certain feelings, thoughts or 
sensations as difficult or challenging during the 
session? Can you describe these experiences for 
us? What do you think about them now, as we sit 
here together?”

Relate to depression and life situation:

“What does your experience yesterday have to 
do with you as a person, with your life, or with 
your relationships?”

„Hat diese Erfahrung einen Einfluss darauf, wie 
Sie Ihre Depression sehen?“ 


