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Presentation at a Glance

Objectives:

1. Define psychedelics and provide clarity surrounding 
related terms

2. Provide brief historical context of psychedelic use and 
research

3. Discuss potential therapeutic 
paradigms/rationale/utility in mental health and 
addiction disorders



“Psyche-delic”

“…the feature that distinguishes psychedelic 
agents from other classes of drugs is their 
capacity reliably to induce or compel states of 
altered perception, thought, and feeling that are 
not (or cannot be) experienced otherwise except 
in dreams or at times of religious exaltation”

- Jaffe, 1985

Humphry Osmond (1957)

“mind/soul”                                 “manifesting”                                 



Classic Psychedelics
*Agonism/Partial agonism at 5-HT2A Receptor*

indolealkylamines

phenylalkylamines

*Induction of 
endogenous NT release 
including DA and 5HT*



Hallucinogens

Non-specific

• Term often includes several other substances with differing properties, 
mechanisms of action, risks/adverse effects

• Dissociatives/NMDA-R Antagonists: Phencyclidine, Ketamine, 
Dextromethorphan
Kappa Opioid Receptor Agonist: Salvinorin A

• CB1/CB2 Receptor Modulators: Cannabinoids

Reductive/Misnomers
• Characteristic effect of psychedelic substances is not reducible to the induction of 

hallucinations





Historical Context

Evidence of human psychedelic use in 
religious/spiritual/healing/ritualistic practices for 
millennia

• Soma in Hindu Rig Veda (3500 years ago)
• Kykeon in Ancient Greek Eleusinian Mysteries 

initiation rites (5th century BC)
• Psilocybin “flesh of the gods” used in Aztec 

ceremonies
• DMT/Ayahuasca in healing traditions of people 

of Amazonian basin 



Historical Context (continued)

LSD first synthesized by Albert Hofmann in 1938

• Psychoactive effects discovered when 
Hofmann accidentally ingested some of the 
substance himself

Psychedelics became an intense area of interest 
in 1950’s and 1960’s

• Initially posited that LSD could be used as a 
psychotomimetic to model psychotic illnesses

• Role of serotonin in the brain and biological 
basis of mental disorders

• Promising findings in treatment of cancer-
related psychological distress and alcoholism



Historical Context (continued)

1960’s: Widespread recreational use and 
association with anti-establishment 
movement

• Schedule I Substances under Controlled 
Substances Act (1970)

• Social/Political Factors
• Halt to psychedelic research for 

decades; did not re-emerge until the 
early-to-mid 1990’s



Challenges with Contemporary 
Psychopharmacological Treatments

• Multiple potential side effects
• Slow time to effect
• Most often require consistent, long-term adherence
• Loss of Efficacy
• Relapse with discontinuation/lack of lasting psychological change



• 51 cancer patients with life-threatening diagnoses and symptoms of depression and/or anxiety
• Randomized, double-blind, cross-over design; patients received sequenced low dose (placebo) and high 

dose (30mg/70kg) psilocybin treatments, 5 weeks apart, with follow-up assessment at 6 months.
• Treatments were administered in a soothing environment accompanied by trained staff to provide 

support throughout experience.
• Clinician-administered and self-administered measurements of mood, anxiety, attitudes taken 

throughout study and at 6 months follow-up.





Clinical response with 
regard to depression and 
anxiety measurements 
appeared to be mediated 
by ”mystical 
experience” occasioned 
by psilocybin treatment



• Single group, open-label, proof-of-concept study
• Ten patients with alcohol dependence (DSM-IV) received orally-administered psilocybin 

on two occasions (at 4 weeks and 8 weeks) in addition to Motivational Enhancement 
Therapy

• Assessed multiple dimensions of alcohol use disorder (heavy drinking days, abstinence, 
craving etc.) up to 36 weeks



• Following first 
administration of 
psilocybin, significant 
decreases in drinking days 
and heavy drinking days 
relative to baseline and 
MET only

• Large correlations were 
observed between 
intensity of acute effects 
of psilocybin and changes 
in drinking behavior, 
craving and self-efficacy



• Zero participants required 
medication or intervention 
for adverse effects

• 5 participants reported mild 
headache which resolved 
within 24 hours

• Transient, mild increases in 
heart rate and blood 
pressure following 
psilocybin administration



“While the mechanisms underlying the therapeutic efficacy of classic psychedelics 
are yet to be conclusively elucidated, several clinical studies have found a 
moderate to strong correlation between treatment outcomes and the level of 
‘mystical’ experience a participant reports”

-Yaden et al. 2021 



Mystical Experience/Quantum Change

“sudden, distinctive, benevolent, 
and often profoundly meaningful 
experiences that are said to result 
in personal transformations that 
affect a broad range of personal 
emotions, cognitions, and 
behaviors “

- Baca and Miller, 2001



Mystical Experience/Quantum Change

• Claustrum = most dense 
expression of 5-HT2A

receptors in brain

• Desynchronization of Default 
Mode Network related areas

• Profound changes in 
functional connectivity 
correlated with “ego-
dissolution” (Carhart-Harris et 
al. 2016)



Positive psychological 
effects persistent after 14 
months in healthy 
volunteers

Griffiths, R. R., Richards, W. A., Johnson, M. 
W., McCann, U. D., & Jesse, R. (2008). 
Mystical-type experiences occasioned by 
psilocybin mediate the attribution of personal 
meaning and spiritual significance 14 months 
later. Journal of psychopharmacology, 22(6), 
621-632



Adjunct to Twelve-Step Facilitation?

Yaden, D. B., Berghella, A. P., Regier, P. S., Garcia-Romeu, A., Johnson, M. W., & Hendricks, P. S. (2021). 
Classic psychedelics in the treatment of substance use disorder: Potential synergies with twelve-step 
programs. International Journal of Drug Policy, 98, 103380.



Psychedelic Therapy
An Interesting Departure from a Strictly Biomedical Model of Psychopharmacological 
Treatment Provision
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Low Toxicity



Low Addiction/Abuse Liability

Center for Behavioral 
Health Statistics and 
Quality. (2013). National 
survey on drug use and 
health.



Relatively Low Overall Harm 

Nutt, D. J., King, L. A., & Phillips, L. D. 
(2010). Drug harms in the UK: a 
multicriteria decision analysis. The 
Lancet, 376(9752), 1558-1565.



















Cautions

• “Psychedelic Exceptionalism”
• Maintenance of an Empirical/Secular framework

• consciousness “jingle fallacy”
• Boundary Demarcation

• attachment trauma/pre-existing lack of healthy 
boundaries for patients with addictive disorders

• Harm Reduction



Summary

• Psychedelics are a distinct class of compounds with a longstanding history 
in sacramental/religious/spiritual practice

• Historical prohibition and suppression of research was largely due to 
political/social factors and ambiguity in classification. There does not 
appear to be robust objective evidence of harm that is comparable to other 
common substances

• Psychedelic therapy represents a unique opportunity to explore a 
paradigm-shift in psychopharmacological treatment provision that 
eschews the artificial mind-body split inherent in a strictly biomedical 
model



Summary

• Therapeutic use of psychedelics for substance use or any other indication 
remains in the very preliminary phases of development

• Psychedelics, like any substance capable of altering consciousness, 
introduces unique risks and vulnerabilities that may be exceptionally 
salient for patients with substance use disorders

• Open dialogue with inquiring patients, acknowledging both the potential 
benefits and the remaining uncertainties in a balanced and non-
judgmental manner will be crucial as psychedelics continue to rise in 
prominence, demand and availability.
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