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Welcome
Susan C. Winckler, RPh, Esq.
Chief Executive Officer
Reagan-Udall Foundation for the FDA



Thank you for joining

Due to the meeting size, your microphone and video will remain off 
during the meeting. 

This public meeting is being recorded. The slides, transcript, and video 
recording will be available on the FDA Foundation website after the 
meeting.

While we won’t have time to directly address audience questions during 
today’s meeting, you may use the Zoom chat function for comments. 



Today’s Agenda (Eastern Time) 

10 a.m.

10:10 a.m.

11:20 a.m.

11:40 a.m.

12:55 p.m.

1 p.m.

Welcome

Session 5: Set and Setting 

Session 6: Overview of FDA Regulatory Authority 

Session 7: Considerations for Potential Psychedelic Use in the Real World

Closing Remarks

Adjourn



Session 5: Set and Setting 

Presenters:
• Ido Hartogsohn, PhD, Bar-Ilan University 

• David Yaden, PhD, Johns Hopkins University 

Respondents:

• Brian Anderson, MD, University of California, San Francisco 

• Javier Muniz, MD, U.S. Food and Drug Administration 

 



Contextual 
considerations in clinical 
trials and applications

Ido Hartogsohn
The Graduate Program in Science 
Technology and Society, Bar Ilan 
University
idohartogsohn@gmail.com



It’s all in the 
context – the 
essential 
importance of 
set and setting 
in psychedelic 
experiences



Psychedelic = Psyche + Delos
Mind Manifesting/Reflecting



Elements of Set and Setting

• Personality 
• Expectancy
• Intention

• Physical (Sensory 
environment)

• Social
• Cultural

Set Setting

Substance and dose
(Fadiman, Zinberg)

Skillset
(Godasi) 

Session (Fadiman)

Integration/Matrix 
(altered states vs. 

Altered  traits)



Current research 
on set and setting 
demonstrates the 
crucialness of 
context

• Clear intention is conducive to mystical 
type experiences

• Positive set decreased likelihood of 
challenging experiences

• Social connection in psychedelic ritual 
correlates with long term psychological 
well being

• Preparation before session increases 
mental health benefits

• Features of space correlate with 
frequency of difficult experiences.

• Musical selection mediates therapeutic 
efficacy



Why were the results of mid-20th-century 
hallucinogenic research contradictory? 

Do hallucinogens induce psychosis or heal the mind?

Do hallucinogens disrupt cognition or enhance creativity and innovation?

Are hallucinogenic experiences beatific or horrific?



Incoherent 
experimental 
results can be 
explained by 
set and setting

• Impersonal relationships vs. therapeutic 
alliances

• Sterile hospital setting vs. comfortable, cozy 
surroundings 

• Extensive testing vs. freedom to explore

• Expecting insanity vs. expecting healing

• Therapeutic intention vs. no 
intention/choice

• etc. etc.



Seven 
modalities of 
set and setting 
in the 1950s 
and 1960s

• Psychotomimetic research

• Psychotherapeutic research

• Spiritual application

• Art and culture

• Technological innovation

• Military and special operations

• Peace building and political work



Why are set and setting 
exceptionally potent in 
the case of psychedelics?



Psychedelics as 
experiential 
magnifiers



Contemporary 
psychedelic 
research pays 
careful attention to 
set and setting to 
provide a 
psychologically safe 
environment, 
conducive to 
therapeutic results 

• Pleasant room arrangement

• Soft lighting

• Able to lie down

• Privacy

• Musical selection

• Therapeutic alliance between  therapist and  
client

• Therapeutic framework

• Preparatory session

• Integration sessions



Collective Set and Setting (1st Level)

Individual Set and Setting (2nd Level)



Reactions to Mescaline Dependent on Culture

Caucasians in clinical 
experiments:

•Extreme mood swings
•Sexual and aggressive 
disinhibition. Suspiciousness.
• Paranoia and feeling of 
meaninglessness

Native American peyotists

•No Mood swings
•Calm presence, awe and 
satisfaction.
• Higher sense of meaning and 
integration in the community.





Values habitually 
associated with 
psychedelics can be 
recognized as culture- 
dependent when 
viewed through a 
cross-cultural and 
comparative-
historical prism



Contextual considerations in 
contemporary clinical trials and 
applications



Rethinking objectivity: 
Humphry Osmond and 
the Canadian Addiction 
Research Foundation



“The quixotic attempt to eliminate the effects of 
participant-observation in the name of a misplaced pseudo-
objectivity is fruitless, not so much because it is impossible 
but because it is unproductive. … The question becomes 
not how to eliminate bias … of participant observation, but 
how optimally to account for and exploit the effects of the 
participant observation transaction in terms of the 
purposes of the research.”

Tooley, Pratt. Letter to the editor. Behav Sci 9 (1964) 3:254-56.





Cultivating contextual literacy in psychedelic clinical 
trials and applications



Thank you

Ido Hartogsohn

The Graduate Program in Science 
Technology and Society, Bar Ilan 
University

idohartogsohn@gmail.com
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• Ido Hartogsohn, PhD, Bar-Ilan University 

• David Yaden, PhD, Johns Hopkins University 
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Psychedelic Experiences
& Psychological Support/Therapy

David B. Yaden, PhD

The Roland R. Griffiths Professor of  Psychedelic Research

Center for Psychedelic and Consciousness Research

Department of  Psychiatry and Behavioral Sciences

Johns Hopkins University School of  Medicine

dyaden1@jhmi.edu



Disclosures:

Supported by R33 Grant from the NIH on Psilocybin and Affective Function in Chronic Lower Back Pain and Depression

Support through the Johns Hopkins Center for Psychedelic and Consciousness Research was provided by Tim Ferriss, Matt 
Mullenweg, Blake Mycoskie, Craig Nerenberg, and the Steven and Alexandra Cohen Foundation.
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- Psychological Support leaves open opportunities to draw from an eclectic array of  concepts

- But standardization is ideal

- But which paradigm to use?

- Draw from indigenous concepts? 

- Draw from underground experience e.g., new age spirituality?

- Draw from psychodynamic/psychoanalytic?

- Draw from cognitive-behavioral approaches?









• Psychological Support in Psychedelic Research

• Concepts from Different Paradigms

• Support vs. Therapy





Guy Goodwin, MD

Oxford, England

Max Wolff, PhD

Berlin, Germany



COI?
Guy Goodwin, MD

Compass Pathways

Max Wolff, PhD

MIND Foundation



Evans, 2023



“There are other reasons to think of  the clinical effects as being 

more related to the drug than the psychotherapy. And the first of  

these considerations is that drugs, unlike psychotherapy, have a 

very clear dose-response relationship. The higher the dose, the 

more the effect.”

See Goodwin et al., 2023, AJP



Goodwin et al., 2022, NEJM



Goodwin et al., 2022, NEJM



Griffiths et al., 2018, Psychopharm

1 mg + 1 mg 20 mg + 30 mg 20 mg + 30 mg

Journaling + Meditation
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“I think the ‘psychedelic assisted psychotherapy’ is a too pervasive 

expression. And while we're far from understanding how 

serotonergic drugs work, we should use more neutral terminology 

and not anticipate the outcomes we may desire but cannot prove.”

See Goodwin et al., 2023, AJP



“Dr Max Wolff, in response, argued that psychedelic treatments, 

good ones anyway, always do involve psychotherapy. He pointed 

out that Compass Pathways’ own trial protocol emphasized the 

importance of  the ‘therapeutic process’ – it says:

‘Participants are encouraged to describe and connect with the range of  

emotional, cognitive and physical experiences of  the psilocybin session and 

relate to them to their personal narrative.’

Dr Wolff  concluded: ‘This sounds a lot like psychotherapy.’”

See Grunder et al., 2023, Lancet





There are any number of  medical interventions, including throughout psychiatry, 

that don’t require pairing psychotherapy.

…But psychotherapy almost always helps.



Cheung, Patch, Earp, & Yaden. Distinctive but not Unique: Against Psychedelic Ethical Exceptionalism. AJOB under review

Psychedelic Scientific and Ethical Exceptionalism (PSEE)?

Katherine Cheung

NYU

Kyle Patch

NIH

Brian Earp

University of  Oxford



Psychedelic Scientific and Ethical Exceptionalism (PSEE)?

“Although we argue that some issues should not be treated as exceptional, in 

the sense of  being categorically different or unique, they are nonetheless 

important and deserving of  attention and caution.”

Cheung, Patch, Earp, & Yaden. Distinctive but not Unique: Against Psychedelic Ethical Exceptionalism. AJOB under review



“Instead of  treating psychedelics in an exceptional manner, we can 

take the new era of  psychedelic science as an opportunity to 

redouble our efforts on applying existing concepts, guidelines, and 

standards in psychedelic research and clinical applications.”

Cheung, Patch, Earp, & Yaden. Distinctive but not Unique: Against Psychedelic Ethical Exceptionalism. AJOB under review
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Thank you!

dyaden1@jh.edu

…
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Limitations of FDA’s Regulatory 
Authority

Tiffany R. Farchione, MD*

Director, Division of Psychiatry 
Office of Neuroscience

February 1, 2024
*No financial interests to disclose.



www.fda.gov

FDA, an agency within the U.S. Department 
of Health and Human Services, protects 
public health by regulating human and 
veterinary drugs, vaccines and other 
biological products, medical devices, our 
nation’s food supply, cosmetics, dietary 
supplements, electronic radiation emitting 
products, and tobacco products.



Some Things We Don’t Regulate

• Psychotherapy

• The practice of medicine

www.fda.gov



Role of Psychotherapy

• Many of the psychedelic development programs involve administering the 
investigational drug then engaging in psychotherapy either while the 
subject is experiencing the acute effects of the drug or in a subsequent 
session

• This additional variable both complicates the assessment of effectiveness 
and presents a challenge for any future product labeling

www.fda.gov



Example Psychedelic Psychotherapy 
Components

Johnson, Richards, & Griffiths. Journal of Psychopharmacology (2008)

Preparatory Psychotherapy

• Series of meetings (e.g., 4 x 
2-hour sessions in month 
prior to drug treatment) 
between patients and 
monitors/therapists 

• Discuss meaningful life 
experiences, beliefs, goals

Goal: Prepare patient for drug 
treatment,  build trust/rapport 
establish intentions/goals

Drug Treatment Session

• Monitors/therapists offer 
gentle guidance, support, 
and reassurance as needed

• Encouragement to “trust, let 
go, be open” to experience

• Instrumental music, 
eyeshades to block 
distractions

Goal: Reduce adverse 
psychological reactions, facilitate 
therapeutic session

Integrative Psychotherapy

• Series of meetings (e.g., 
next-day session + 2 
additional sessions over 6 
months) between patients 
and monitors/therapists

• Discuss novel thoughts and 
feelings that arose during 
drug treatment session

Goal: Ensure psychological 
stability, process and integrate 
experience



Labeling Approaches

• The FDA regulates product labeling to ensure that it contains the essential 
scientific information needed for the safe and effective use of the drug (21 
CFR 201.56). 

• Labeling regulations allow for specification that a drug should be used only 
in conjunction with another mode of therapy:

21 CFR 201.57(c)(2)(i)(A): If the drug is used for an indication 
only in conjunction with a primary mode of therapy (e.g., 
diet, surgery, behavior changes, or some other drug), a 
statement that the drug is indicated as an adjunct to that 
mode of therapy.



Psychotherapy-Relevant Labeling Precedents

Drug and Indication Label Section Text

Naltrexone extended-release 
injectable suspension for alcohol 
and opioid dependence

Indications and 
Usage

“Treatment … should be part of a 
comprehensive management program that 
includes psychosocial support.”

Bupropion hydrochloride 
extended-release tablets for 
smoking cessation

Dosage and 
Administration

“It is important that patients continue to receive 
counseling and support throughout treatment … 
and for a period of time thereafter.”

Buprenorphine sublingual tablets 
for opioid dependence

Clinical Studies “All trials used buprenorphine in conjunction 
with psychosocial counseling as part of a 
comprehensive addiction treatment program. 
There were no clinical studies conducted to 
assess the efficacy of buprenorphine as the only 
component of treatment.”



“Set and Setting”

www.fda.gov

• Set (Mindset)
• Thoughts, mood, expectations, goals

• Setting
• Physical and social environment

• Deeply informed by the bond component 
of the therapeutic alliance

• What are the minimum requirements?

• How do we communicate this on a 
label?



Monitor Credentials

• We can mandate certain credentials for clinical studies

• We do not have the authority to say that similar credentials will be needed 
for similar roles in the post-market setting

www.fda.gov



Risk Evaluation Mitigation Strategies
•Drug safety programs FDA can require for certain 

medications with serious safety concerns to help ensure 
the benefits of the medication outweigh its risks

•Focus on preventing, monitoring, and/or managing a 
specific serious risk by informing, educating, and/or 
reinforcing actions to reduce the frequency and/or 
severity of the event

•REMS are not intended to assure effectiveness

www.fda.gov



If Not Us…Who?
•See Session 7…

www.fda.gov



Session 7: Considerations for Potential 
Psychedelic Use in the Real World

Panelists:
• Richard C. Dart, MD, PhD, Denver Health and Hospital Authority
• Mason Marks, MD, JD, Harvard Law School
• Mark H. Rapaport, MD, University of Utah School of Medicine
• Lisa Robin, MLA, Federation of State Medical Boards
• Marta Sokolowska, PhD, U.S. Food and Drug Administration
• Ilse Wiechers, MD, MPP, MHS, U.S. Department of Veterans Affairs



Thank you!

Meeting materials will be posted on 
our website: www.reaganudall.org
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