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Thank you for joining

FOR THE FDA

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

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

meeting.

g While we won it have time to directly address audience questions during
today is meeting, you may use the Zoom chat function for comments.



Today® Agenda (Eastern Time)
10a.m. Welcome
10:10a.m. Sessiorb: Set and Setting
11:20a.m. Sessiorb: Overview of FDA Regulatory Authority
11:40a.m. SessiorY: Considerations for Potential Psychedelic Use in the Real World
12:55p.m. Closing Remarks

1p.m. Adjourn
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Contextual
considerations In clinical
trials and applications
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The Graduate Program in Science
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Elements of Set and Setting

Set

A Personality
A Expectancy
A Intention

Substance and dose
(Fadiman, Zinberg)

Skillset
(Godasi)

Setting

A Physical (Sensory
environment)

A Social
A Cultural

Session (Fadiman)

Integration/Matrix
(altered states vs.
Altered traits)




Current research
on set and setting
demonstrates the
cruclalness of
context

A Clear intention is conducive to mystical
type experiences

A Positive set decreased likelihood of
challenging experiences

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

A Preparation before session increases
mental health benefits

A Features of space correlate with
frequency of difficult experiences.

A Musical selection mediates therapeutic
efficacy



Why were the results of mi&0th-century
hallucinogenic researatontradictory?

Do hallucinogens induce psychosis or heal the mind?

Do hallucinogens disrupt cognition or enhance creativity and innovation?

Are hallucinogenic experiences beatific or horrific?



I NCO h ere nt A ;Tigifgsnal relationships vs. therapeutic

. A Sterile hospital setting vs. comfortable, cozy
eXperl mental surroundings

A Extensive testings. freedom to explore

reSU ItS Can be A Expecting insanity vs. expecting healing
A Therapeutic intention vs10

eXplalned by Intention/choice
set and setting  Aecec




Seven
modalities of
set and setting
In the 1950s
and1960s

APsychotomimetic research

A Psychotherapeutic research

A Spiritual application

AArt and culture

ATechnological innovation
AMilitary and special operations
APeace building and political work



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




experiential
magnifiers




Contemporary
psychedelic
research pays
careful attention to
set and setting to

provide a
psychologically safe
environment,
conducive to
therapeutic results

APleasant room arrangement
A Soft lighting

A Able to lie down

APrivacy

AMusical selection

ATherapeutic alliance between therapist and
client

ATherapeutic framework
APreparatory session
Alntegration sessions



Individual Set and Settin@"¢ Level)

Collective Set and Settingf(Level)



Reactions to Mescaline Dependent on Culture

Caucasians in clinical Native American peyotists
experiments:

AExtreme mood swings Ao Mood swings

ASexual and aggressive ACalm presence, awe and
disinhibition. Suspiciousness. satisfaction.

AParanoia and feeling of AHigher sense of meaning and

meaninglessness Integration in the community.



Hallucinogens
and Culture

] \

Hallucinogen

Cross-
cultural

perspectives
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Contextual considerations In
contemporary clinical trials and
applications



Rethinking objectivity:
Humphry Osmond and
the Canadian Addiction
Research Foundation




0The quixotic attempt to eliminate the effects of
participantobservation in the name of a misplaced pseudo
objectivity Is fruitless, not so much because It iIs Impossible
but because It Is unproductivX The question becomes

not how to eliminate biaxX of participant observation, but
now 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 edit@ehavSci9 (1964 3:25456.



ORIGINAL ARTICLE Journal of Psychedelic Studies 4(1), pp. 51-60 (2020)
DOI: 10.1556/2054.2019.022

First published online September 19, 2019 (@) Culture and pSYChedelic pSYChOthel‘ apy: Ethl'lic

Race as a component of set and setting: How experiences of race AKADEMIAL KIADO and racial themes from three Black women
can influence psychedelic experiences therapists

LOGAN NEITZKE-SPRUILL*

Department of Sociology and Criminal Justice, University of Delaware, Newark, DE, USA

Joumal of Psychedelic =~ MONNICA T. WILLIAMS">*" ©, SARA REED"* and
(Received: April 12, 2019; accepted: August 7, 2019) Studies IAMILAH (}E‘:(:)RC'}]:‘;1

4 (2020) 3, 125-138

1oli DOl
10.1556,/2054.2020.00137 2 Behavioral Wellness Clinic, LLC, Tolland, CT, USA
© 2020 The Author(s)

! Department of Psychological Sciences, University of Connecticut, Storrs, CT, USA

Background and aims: Set and setting function both as a concept that guides research and practice with psych
drugs and as a meme aimed at reducing harm among psychedelic users. Referring to non-pharmacological factors that
shape drug experiences, the concept of set and setting was popularized in the West during the mid-20th century.
However, little theoretical development has occurred regarding what falls under the umbrella of set and setting since

? School of Psychology, University of Ottawa, Ottawa, ON, Canada

its conception. Methods: By bridging set and setting theory with research from the fields of social psychology and Received: March 29, 2020 e Accepted: July 5, 2020
sociology of medicine, this review calls attention to how race can contribute the set and setting for a psychedelic Published online: September 8, 2020
experience. Results: 1 argue that psychosocial factors infl ing racial differences in mental health also constitute
ORIGINAL ARTICLE Journal of Psychedelic Studies
DOI: 10.1556:20542019.015 THE CORPORADELIC SET AND SETTING
Making psychedelics into medicines: The politics and paradoxes On the Consequences of Psychedelic Commaodification

of medicalization

TEHSEEN NOORANI*

Department of Anthropology. Durham University, Durham, UK IDO HARTOGSOHN

(Received: April 30, 2019; accepted: July 10, 2019)

This commentary considers efforts to turn psychedelics into medications that can be administered through healthcare
systems as examples of “medicalization.” I draw on ethnographic research both inside and outside of university-based

« PR « e
clinical trials from 2014 to date, together with analogous examples from psychiatry and drug research and Abstract: The term corporadellc Slgnlﬁes mamtestmg corporate structures, ethos,

development. Rather than taking a normative stance on medicalization, I situate it in a wider political, economic, or lOgiC within the context of the psychedelic landscape." It points toa relatively novel
and cultural context to better understand its lnglcs»ﬂnd effects. I begin by suggesting the resurgence of psychedelic phenomena in the hiStOI’y ofpsychedelics: the appropriation ofthese psychoactive agents
science has been concerned with medicalization from the outset, recently prompting a crisis in the “psychedelics by fi fi . d the i . £ hedeli . .

community™ over its self-identity and values. Next, against the confident public messaging surrounding psychedelics, y tor-profit corporations and the integration of psychedelic use into corporate setting.
I consider how attempts to scale up and market psychedelic-assisted therapy could end up undermining the safety and Set and Setting is a fundamental Concept in the field of psychedelics and points to the

efficacy of the therapy itself. I then outline the movements to decriminalize, legalize, and minimize the harms and
risks of using psychedelics in their currently illicit therapeutic and recreational modalities. Finally, I explore how ) i ) )
working toward psychedelic medicalization over the coming years may influence the movements toward decrimi- intention, and environment. In recent years, the term has been extended to include an

nalizino and leoalizino neuchedelice nee  faencino an the nnderartienlated wave in which medicalization mav examination Of SOCiGCLlltLlI’al structures and their 1’016 in Shaping experiences Wlth

crucial dependence of psychedelic effects on contextual factors, such as expectancy,



Cultivating contextual literacy in psychedelic clinical

trials and applications
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The Graduate Program in Science
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Psychedelic Experiences
& Psychological Support/Therapy

David B. Yaden, PhD
The Roland R. Griffiths Professor of Psychedelic Research
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Department of Psychiatry and Behavioral Sciences
Johns Hopkins University School of Medicine
dyadet@jhmi.edu
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Disclosures:
Supported by B8 Grant from the NIH on Psilocyband Affective Function in Chronic Lower Back Pain and Depression

Support through the Johns Hopkins Center for Psychedelic and Consciousness Research was provided by Tim Ferris
Mullenweg, Blake Mycoskie, CNegenbergand the Steven and Alexandra Cohen Foundation.
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APsychological Support in Psychedelic Res
AConcepts from Different Paradigms
ASupport vs. Therapy




APsychological Support in Psychedelic Res
AConcepts from Different Paradigms
ASupport vs. Therapy




IIINIINI

Preparatory Integrative Integrative Outcome Measure
SCfeenmg Sessions Sessions Sessions G'mg;‘tl::lg'::gw'ljp
Experimental Experimental

Session Session



Psychedelics and Psychotherapy:
Cognitive-Behavioral Approaches as

Default
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and Training Center, Portland, OR, United States
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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-coneepts?

- Draw from underground experience e.g., new age spirituality?
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Psychedelics and Psychotherapy:
Cognitive-Behavioral Approaches as
Default

Concept Citations Description

Relevance to psychedelic treatments

Dosing session

CBT

Core beliefs and cognitive Beck and Haigh,

distortions 2014

Beck and Haigh, Targeting dysfunctional or biased reasoning (including core beliefs and
2014 cognitive distortions) and to help clients evaluate them.

Clark and Beck, These techniques include progressive muscle relaxation (PMR, applied
2010 relaxation, and breathing retraining.

Beliefs and thoughts that address the self, one's future, and the world.

Cognitive restructuring

Relaxation techniques

Dosing session:
DBT
Mindfulness skills

Linehan, 2015 The core mindfulness skills are the what (e.g., observe, describe, and

participate) and how skills (e.g., non-judgmentally, one-mindfully, and do what

works)
Emotion regulation skills Linehan, 2015
cannot have total control over our emotions, but useful for modulating

emotion.

Emotion regulation skills are often taught in DBT with the caveat that we

During dosing sessions, a participant may encounter core beliefs and cognitive distortions.

There is initial evidence to suggest that psychedelic therapy can change various beliefs.
Training with this skill may facilitate this desired outcomes.
If these are practiced in advance, session monitors could prompt clients to use techniques
(functionally similar to therapeutic touch) to restore a sense of safety and empower participants
to continue with the session, should anxiety or panic occur.

Training in mindfulness skills taught during preparation may help client to experience the
session in a more engaged manner.

In session, participants may be better to able to articulate and manage what emotions are
coming up and thereby give session monitors a better sense of when to intervene and minimize
unnecessary disruption




Psychedelics and Psychotherapy:
Cognitive-Behavioral Approaches as

Default

Concept

Citations

Description

Relevance to psychedelic treatments

Distress tolerance skills

Linehan, 2015

Crisis survival skills (such as the relaxation techniques described in traditional
CBT) and reality acceptance skills, which promote a conscious commitment
to accept situations beyond one's control.

When challenging experiences arise in the session phase, participants can be encouraged to
use the Turning the Mind skill, which is a stance cultivated through practice involving choosing
to accept one's present experience.

Dosing session:
ACT

Defusion

Acceptance

Present moment awareness

Luoma et al., 2017,
p. 99

Hayes et al., 2012

Harris, 2009, p. 156

Exercises and discussion to help participants to get a better sense of the
nature of their unique process of thinking rather than getting caught up (or
fused) with a particular thought, sensation, image, or memory.

Allow thoughts and feelings to come and go without trying to change them.

Involves paying attention to one's moment by moment experience (internally
and externally)

May help clients be able to let go of the struggle with attempting to understand or more make
sense of the psychedelic experience in the moment, to help them engage more fully therapy.

Helpful for navigating challenging experiences. Participants could be cued to engage in
acceptance during difficult moments.
Helpful for clients who get caught up in repetitive thinking, catastrophic worry, or otherwise
unable to return to the psychedelic experience.

w N S AAU WA BEUAAWLIL A

iedelic &
esearch



Psychedelics and Psychotherapy:
Cognitive-Behavioral Approaches as

Default

Concept

Citations

Description

Relevance to psychedelic treatments
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CBT) and reality acceptance skills, which promote a conscious commitment
to accept situations beyond one's control.

When challenging experiences arise in the session phase, participants can be encouraged to
use the Turning the Mind skill, which is a stance cultivated through practice involving choosing

to accept one's present experience.

Dosing session:

Defusion

Acceptance

Luoma et al., 2017,
p. 99

Hayes et al., 2012

Exercises and discussion to help participants to get a better sense of the
nature of their unique process of thinking rather than getting caught up (or
fused) with a particular thought, sensation, image, or memory.

Allow thoughts and feelings to come and go without trying to change them.

and externally)

May help clients be able to let go of the struggle with attempting

to understand or more make

sense of the psychedelic experience in the moment, to help them engage more fully therapy.

Helpful for navigating challenging experiences. Participants could be cued to engage in
acceptance during difficult moments.
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Guy Goodwin, MD Max Wolff, PhD
Oxford, England Berlin, Germany



: COlI?
Guy Goodwin, MD Max Wolff, PhD

Compass Pathways MIND Foundation



Evans2023



ol here are other reasons to think of the clinical effects as be
more related to the drug than the psychotherapy. And the firs
these considerations is that drugs, unlike psychotherapy, hav
very clear dos@sponse relationship. The higher the dose, the
more the effeci.

See Goodwin et a2023 AJP



Synthetic Psilocybin

25 mg 10 mg 1 mg
(N=79) (N=75) (N=79)

Treatment-Resistant @ @ @

Major Depressive Disorder

Goodwin et al2022 NEJM



Least-Squares Mean Change

Primary efficacy assessment at wk 3
-2 P<0.001 for 25-mg dose vs. 1-mg dose
A P=0.18 for 10-mg dose vs. 1-mg dose

—6~ £ — #

_8- 1
=1h= -
Y

== Psilocybin, 1 mg (N=79)

g — Psilocybin, 10 mg (N=75)
6~ = Psilocybin, 25 mg (N=79)
-18 T T T T T T T T T T T T T
Baseline Day Wk Wk Wk Wk Wk
(day-1) 2 1 3 6 9 12

Goodwin et al2022 NEJM




Low-Dose High-Dose High-Dose

Standard-Support Standard-Support High-Support
(N=25) (N=25) (N=25)

1mg + 1mg 20mg + 30mg 20mg + 30mg
Journaling + Meditation

Griffiths et al.2018 Psychopharm



High-Dose Standard-Support

High-Dose High-Support

Feacaliarmeny Joy/Intense Happiness

Low-Dose Standard-Support

Low-Dose Standard-Support

High-Dose Standard-Support *

High-Dose High-Support *

o 1 2 3 4 . 1T & 5 &
Peak Rating

Peak Rating

Griffiths et al.2018 Psychopharm

Low-Dose Standard-Support

High-Dose Standard-Support

High-Dose High-Support

Anxiety or Fearfulness

0

1 2 3
Peak Rating



Altruistic/Positive Social Effects

Low-Dose Standard-Support:

High-Dose Standard-Support *

High-Dose High-Support *+

0 20 40 60 80 100
Percent of Maximum Possible Score

Positive Behavior Changes

Low-Dose Standard-Support:

High-Dose Standard-Support *

High-Dose High-Support *+

0 20 40 60 80 100
Percent of Maximum Possible Score

Griffiths et al.2018 Psychopharm

Did the experience change your sense
of well-being or life satisfaction?

Low-Dose Standard-Support:

High-Dose Standard-Support *

High-Dose High-Support *

0 1 2 3
Rating



ol think the@sychedelic assisted psychothéimpytoo pervasive
expression. And while we're far from understanding how
serotonergic drugs work, we should use more neutral termino
and not anticipate the outcomes we may desire but canndat pre

See Goodwin et a2023 AJP



oDr Max Wolff, in response, argued that psychedelic treatments,
good ones anyway, always do involve psychotherapy. He pointed
out that Compass Pathw@aysn trial protocol emphasized the
importance of théherapeutic procaXsit says:

darticipants 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 personaltarrative.

Dr Wolff concluded@ his sounds a lot like psychotheiday.

SedGrunderet al. 2023 Lancet






There are any number of medical interventions, including throughout ps
that dord requirpairing psychotherapy.

é But psychotherapy almost always helps.



Psychedelic Scientific and Ethical Exceptionalism (PSEE)?
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Cheung, Patch, Earp, & Yaden. Distinctive but not Unique: Against Psychedelic Ethical Exceptionalism. AJOB under review



Psychedelic Scientific and Ethical Exceptionalism (PSEE)?

AAlthough we argue thedme issues should not be treated as exceptior
the sense of being categorically differamigue, they are nonetheless
important and deserving of attention and caation.

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



Psychedelic Scientific and Ethical Exceptionalism (PSEE)?

olnsteadof treating psychedelics in an exceptional manner, we can
take the new era of psychedelic scierare @sportunity to

redouble our efforts on applying existing concepts, guidelines, and
standards ipsychedelic research and clinical applications.

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



Psychedelic Scientific and Ethical Exceptionalism (PSEE)?

olnsteadof treating psychedelics in an exceptional manner, we can
take the new era of psychedelic scierare @sportunity to
redouble our efforts on applying existing concepts, guidelines, and

standards ipsychedelic research and clinical applications.
- -

Reinventing the wheel.
Knowing when and how.

.

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

Februaryl, 2024

*No financial interests to disclose.



FDA

Jata GLANCE

:4 v.5]Fo0n & bRUS
E ADMIrISTRMION

it i1

s the OFFICE OF THE COMMISSIONER | January-2028 s 5

FDA REGULATED PRODUCTS AND FACILITIES

FDA oversees the safety of more than

$3.6 trillion

worth of food, tobacco, and
medical products produced in the
U.S. and abroad.

PDBE

There are over | About 82% of active
20,000 prescription ‘ pharmaceutical ingredient
drug products approved | manufacturers are

for marketing. ' located outside of the U.5.

FDA oversees over | About 47% of medical
4,500 different medical | devices used in the U.5.
device products. — areimports.

There are about | About 8% of animal
1,600 FDA-approved | product sales are
animal products. = imports.

There are about
B9 FDA-licensed
biologics products.

About 80% of biologics
sales are imports.

FDA-regulated products are manufactured or
handled at nearly 280,000 registered facilities,
more than half of which are outside of the U.5.

FDA-Registared Facilitias

Program Domestic Foreign Total
Animal Drugs 985 720 1,705
Animal Food 17,969 8,204 26173
Biologics 5,224 549 5,875
Human Drugs 4577 3,843 8420
Human Food 84 824 122,678 207 5ad
Medical Devices 13,010 12,89 25,901
Tobacco 1,659 0 1,659
Total 128,212 148,985 277,197

FDA-regulated products
account for about

21 cents
of every dollar spent by
L.S. consumers.

FDA regulates about 78%
of the U.5. food supply;

About 0% of fresh fruit,

39% of vegetables, and 92%

except meat, poultry, and | of seafood consumption by
some egg products. | volume are imports.

FDA regulations cover about:
= 35,000 produce farms n 10,500 vending machine

= 300,000 restaurant food ~ Operators
establishments
FDA oversees over
100,000 tobacco products, About 4% of tobacco

not including ENDS product salesare imports.

FDA-regulated products account for 14% of U.S.
imports and 17% of exports.

U.S. Imports and Exports by FDA Program

Imperts (Billions] Exports Billions]

Animal Food $4.50 $7.24
Biologics $469 $34.85
Human & Animal Drugs $107.590 $34.24
Human Food & Cosmetics 21700 $151.20
Medical Devices $83.04 $42.27
Tobacco $1.82 $0.23
FDA Total $4561.27 $277.05

USA Total $3,254.27 $1,747.05

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@ food supply, cosmetics, dietary
supplements, electronic radiation emitting
products, and tobacco products.



Some Things Weaorn Reqgulate

APsychotherapy
AThe practice of medicine



Role of Psychotherapy

AMany 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

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



Example Psychedelic Psychotherapy

Components
A Series of meetings (e.gtx A Monitors/therapists offer A Series of meetings (e.g.,
2-hour sessions in month gentle guidance, support, nextday session 2
prior to drug treatment) and reassurance as needed additional sessions ovér
between patients and months) between patients
monitors/therapists A Encouragement totrust, let and monitors/therapists
go, be opento experience
A Discuss meaningful life A Discuss novel thoughts and
experiences, beliefs, goals A Instrumental music, feelings that arose during
eyeshades to block drug treatment session
distractions
Goal Prepare patient for drug Goal Reduce adverse Goal Ensure psychological
treatment, build trust/rapport  psychological reactions, facilital stability, process and integrate
establish intentions/goals therapeutic session experience

Johnson, Richards, & Griffitilurnal of Psychopharmacolo@p08



Labeling Approaches

AThe FDA regulates product labeling to ensure that it contains the essentic
scientific iInformation needed for the safe and effective use of the dedg (

CFR201.56.

ALabeling regulations allow for specification that a drug should be used on
In conjunction with another mode of therapy:

21 CFR201.54c)@)()(A): If the drug is used for amdication
only in conjunction with a primary mode of therap{e.qg.,
diet, surgery, behavior changes, or some other drag),
statement that the drug Is indicated as an adjunct to that
mode of therapy




Psychotherapyrelevant Labeling Precedents

Naltrexone extendedelease Indications and
Injectable suspension for alcoho Usage
and opioid dependence

Bupropion hydrochloride Dosage and
extendedrelease tablets for Administration
smoking cessation

Buprenorphine sublingual tablet: Clinical Studies
for opioid dependence

G ¢ NB I (I sh&uid be pxrt of a
comprehensive management program that
includes psychosocial suppabte

GLO A& AYLERZNIIFYyOG OGKFG
O2dzyaSt Ay3a | yR 4&dzLiLi2 N
and for a period of time thereafte® €

G! £ £ ( NJprerforhindza &m/unction
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 or
O2YLRYSYyldu 2F GNBlLFGYSY
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ASet (Mindset)

AThoughts, mood, expectations, goals

ASetting
APhysical and social environment

ADeeply informed by the bond component
of the therapeutic alliance

AWhat are the minimum requirements?

AHow do we communicate this on a
label?




Monitor Credentials

AWe can mandate certain credentials for clinical studies

AWe do not have the authority to say that similar credentials will be neede
for similar roles in the postharket setting



Risk Evaluation Mitigation Strategies

ADrugsafetyprograms FDA can require for certain
medications with serious safety concerns to help ensur
the benefits of the medication outweigh its risks

AFocus 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

AREMS areot intended to assure effectiveness




If Not UXWho?
ASee SessionX

www.fda.gov
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llse Wiechers, MD, MPR MHS, U.S. Department of Veterans Affairs

—a —a —a —a _a _a



Thank you!

Meeting materials will be posted on REAGAN-UDA(,
our website: FOUNDATION

FOR THE FDA
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