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Psychedelics (“‘Serotonergic Hallucinogens)

* Substances that exert their effects primarily by an agonist (or partial
agonist) action on brain serotonin 5-hydroxytryptamine (5-HT) 2A
receptors

Nichols, 2016, Pharmacological Reviews
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Physiological Ettects

* Transient increase in heart rate and blood pressure
* Mild Headaches
* Non-toxic

e Non-addictive



Neuroimaging



Increased Resting State Functional Connectivity

Placebo

Carhart-Harris et al., 2016, PNAS
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“Set and Setting”™



“Set and Setting”™

* Set = Mindset (expectations, mindset, cultural messages, clinical messages)



“Set and Setting”™

* Setting = Context (physical location, treatment room, social situation)



Recreational Use:
Challenging Experience Survey

* Of these respondents, 39% rated the experience as among the top five
most challenging experiences of their lifetime

* 11% reported putting themselves or others at risk of physical harm
* 2.7% reported getting medical help during the occasion.

Carbonaro et al., 2016, Journal of Psychopharmacology
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Recreational Use
Previous Year Suicide Attempt
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Clinical Use:
Typical Procedures
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Challenging Experiences in Clinical Contexts

* Many participants endorse that the experience was challenging

Carbonaro et al., 2016, Journal of Psychopharmacology



Challenging Experiences in Clinical Contexts

* “It 1s not fun, that is the thing. It is a hard experience; it is a very rich
experience. You have a lot of things to learn from it, but how much fun
is learning, you know?"

Belser et al., 2017
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Dose-Dependent Subjective Etfects

Overall Drug Effect
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Mystical-Type Experience

THE VARIETIES OF
RELIGIOUS
EXPERIENCE

WILLIAM JAMES

Wirtiam James challenged the older philosophic methods
with the “pragmatic” method, demanding that ideas be tested
by their relation to life as well by as their relation to one another,
that philosophy step down from the world of abstractions
into the living world.

James's attitude and utterances have been a major influ-
ence in philosophy for the past thirty years, and are growing
rather than diminishing in importance. His philosophy is a
universal one, but at the same time is inherently a native
product. “Men celebrate him” says Horace Kallen, “not
merely as the greatest American philosopher, but as the great
philosopher of America.”

- The Varietiesof .. .
. Spiritual Experience
' 21st Century Research =
.« - and Perspectives’ T &

. . .
. e

David B. Yaden
Andrew B. Newberg

Griffiths et al., 2006; James, 1902; Yaden & Newberg, 2022



Mystical Experience Questionnaire (MEQ)

Four Factors in the Mystical Experience Questionnaire (MEQ30)
Factor 1: Mystical

Internal Unity

Experience of pure being and pure awareness (beyond the world
of sense impressions).

Factor 2: Positive Mood
Experience of amazement.
Factor 3: Transcendence of Time and Space
Loss of your usual sense of time or space.
Factor 4: Ineffability

Sense that the experience cannot be described adequately in
words.

Barrett, Johnson, & Griffiths, 2015



“II experienced a] feeling of no boundaries, where I didn’t
know where I ended and where my surroundings began.
Somehow, I was able to comprehend what oneness is”

Forstmann et al., 2019, PN.AS; Griffiths, 2006



Mystical Experience on Sessions Days
Predicts Later Therapeutic Outcomes
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Substance Use Disorders (SUD)
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Nicotine Use Disorder (NUD)

* Open-Label




Nicotine Use Disorder (NUD)

* Open-Label
*N =15
* Two doses of psilocybin (20 mg/70 kg & 30 mg/70 kg)

* Paired with 15-week smoking cessation program

Johnson et al., 2014, Journal of Psychopharmacology



Nicotine Use Disorder (NUD)

* *Open-Label*
* 12 of 15 (80%) showed biologically confirmed abstinence at 6 months

* (current behavioral and/or pharmacological therapies are about 35% effective)
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Johnson et al., 2014, Journal of Psychopharmacology



Nicotine Use Disorder (NUD)

On-Going

- Psilocybin-facilitated Smoking Cessation Treatment: A Pilot Study
- Johns Hopkins University School of Medicine
- Randomized controlled trial (control = NRT, nicotine patch)

- ClinicalTrials.gov Identifier: NCT01943994
- N = 95 expected enrollment

- 5-HT2A Agonist Psilocybin in the Treatment of Tobacco Use Disorder
- Multisite: Johns Hopkins University, University of Alabama, NYU
- Randomized controlled trial (inactive placebo = niacin)
- ClinicalTrials.gov Identitier: NCT05452772
- N = 66 expected enrollment



Alcohol Use Disorder (AUD)

* RCT




Alcohol Use Disorder (AUD)

* Randomized controlled trial (inactive placebo = diphenhydramine)
*N =093

* Two doses of psilocybin (25 mg/70 kg & 25-40 mg/70 kg)
* Paired with 12-week manualized psychotherapy

Bogenschutz et al., 2022, [AM.A



Alcohol Use Disorder (AUD)

e RCT - Weeks 5-36
* Percentage of heavy drinking days during the 32-week .
double-blind period was 9.7% for the psilocybin group 4 -
and 23.6% (P =.01) S o
* Mean daily alcohol (drinks per day) lower in the ;‘; y
psilocybin group S *
. [E=
L' -

Bogenschutz et al., 2022, [AM.A



Alcohol Use Disorder (AUD)

On-Going

* Clinical and Mechanistic Effects of Psilocybin in Alcohol Addicted Patients
* University of Zurich
* RCT
* N = 60 expected enrollment

* ClinicalTrials.gov Identifier: NCT04141501

* Psilocybin Treatment of Major Depressive Disorder with Co-occurring Alcohol Use
Disorder

* Johns Hopkins University School of Medicine
« RCT

* N = 90 expected enrollment

* ClinicalTrials.gov Identifier: NCT04620759



Alcohol Use Disorder (AUD)

On-Going

* Psilocybin-assisted Therapy for Treatment of Alcohol Use Disorder
* Copenhagen University
* RCT
* N = 90 expected enrollment
* ClinicalTrials.gov Identifier: NCT05416229

* Psilocybin-assisted Psychotherapy for Treatment of Alcohol Use Disorder
* University of Iowa

* RCT
* N = 20 expected enrollment

* ClinicalTrials.gov Identifier: NCT05421065



Opioid Use Disorder (OUD)

On-Going

* Adjunctive Effects of Psilocybin and Buprenorphine
* University of Wisconsin
* RCT

* N = 10 expected enrollment

* ClinicalTrials.gov Identifier: NCT04161066

* Psilocybin for Opioid Use Disorder in Patients on Methadone Maintenance
With Ongoing Opioid Use
* Johns Hopkins University School of Medicine
* RCT

* N = 92 expected enrollment
* ClinicalTrials.gov Identifier: NCT05242029



Cocaine Use Disorder (CUD)

On-Going

* Psilocybin-facilitated Treatment for Cocaine Use: A Pilot Study
* University of Alabama, Birmingham
* RCT

* N = 40 expected enrollment
* ClinicalTrials.gov Identifier: NCT02037126
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Integrating Psychedelics with SUD Treatments
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Yaden, et al., 2021, International Journal of Drug Policy



Integrating Psychedelics with SUD Treatments

Psychedelic {  Period of Withdrawal Psychedelic Additional MAT to aid recovery as necessary
. v i = < - -
Medication | Aided by MAT | | | |
Assisted | | | | |
Treatment

Psychosocial
Treatments

e.g., CBT, CM, Ml

At intervals of ...Additional psychedelic
| Therapy throughout Psychedelic _ several months Psychedelic sessions as needed to
| » il “ d il enhance therapy

Yaden, et al., 2022, in prep
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- Psychedelics in Psychiatry—Keeping the Renaissance From
VIEWPOINT . .
Going Off the Rails

Preparing for the Bursting of the Psychedelic Hype
Bubble

IAMA The Joumal of the
American Medical Association
. ___ ____________________________ ______________________________________|

Yaden, Yaden, & Griftiths, 2020, [AM.A Psychiatry
Yaden, Potash, & Griftfiths, 2022, LANMA Psychiatry
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