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Abuse liability & Risks 2018

• Can cause harm in people with 

psychosis or predisposition

• For anybody, can cause fear, 

panic, confusion and potentially 

dangerous behavior 

• Moderate elevations in pulse & 

blood pressure

• Headaches in day following use

• Persisting perceptual changes

• No addiction



Safety Guidelines 2008

• Assisted in the approval of 

psychedelic studies by new 

scientists and universities





Ceremonial psychedelic use linked with addiction recovery

– Peyote and the Native American Church 
• Albaugh & Anderson, 1974; Bergman, 1971; Blum et al., 1977; Calabrese, 1997; Garrity, 

2000; Menninger, 1971; Pascarosa et al., 1976; Roy, 1973

– Ayahuasca ceremonies in South America and South American 
Religions

• Dobkin de Rios et al., 2002; Halpern et al., 2008



Krebs & Johansen (2012)

Across studies, LSD nearly doubled the odds that 

alcoholic patients would be improved at the 1st follow up 

(N=536)



Savage & McCabe (1973) Archives of General Psychiatry

LSD Treatment of Heroin Addicted Patients



Participant Comparing LSD to Heroin

“Heroin has a numbing-like effect on you. It tends to relax 

you and somewhat takes you out and away from your 

surroundings and yourself. LSD makes you more aware 

of yourself and puts you right into whatever has been 

troubling you.”



Smoking Cessation Pilot 

2014

• Feasibility and safety



Pilot Study Timeline

• Participants smoked average of 31 years, 19 cigs/day

• 15 week protocol with weekly meetings

• Cognitive behavioral therapy

• 3 psilocybin sessions over 8 weeks (20-30 mg/70 kg)

• 1st Psilocybin session on target quit date
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Mystical Experience in 

Smoking Cessation 2015

• Greater success in those who 

had mystical experience

• Mystical experience associated 

with craving reduction



Qualitative analysis: Smoking Cessation, 2018

• Persisting sense of 

interconnectedness, awe, curiosity

• Reduced smoking withdrawal 

symptoms compared with previous 

quit attempts 

• Psilocybin perceived as not addictive

• Other positive changes: Altruism, 

appreciation for aesthetics

• Insights: self-identity, smoking 

reasons



Survey Study of 

Smoking 

Cessation/Reduction

• 1110 people claiming to 

have quit or reduced 

smoking as the result of a 

psychedelic experience

• 358 people > 1 year ago

• N=161 reported total 

abstinence for at least 6 

months





Randomized Comparative Efficacy Trial

• 80 treatment-resistant smokers

• Randomized to psilocybin or nicotine patch

• Same cognitive behavior therapy

• 1 psilocybin session
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• Multi-Source Interference Task (MSIT) (Bush & Shin, 2006)

– Cognitive interference 

– Congruency effect:

• Reaction time of incongruent – congruent 

trials

Preliminary Cognitive and fMRI Results

(17 Psilocybin, 10 NRT)



Psilocybin group shows less 

“cognitive interference” the day 

after quitting

Pre Post



Normalization of task associated fMRI response in the right lingual gyrus the day 

after quitting for the psilocybin group



Alcohol Dependence Pilot

• 10 alcohol-dependent 

participants

• Motivational Enhancement 

Therapy

• 2 sessions of .3 mg/kg and 

.4 mg/kg psilocybin



Survey Study of 

Alcohol 

Cessation/Reduction

• 343 people claiming to 

have quit or reduced 

alcohol as the result of a 

psychedelic experience

• 83% no longer qualified as 

having a alcohol use 

disorder





Survey Study of Opioid 

Cessation/Reduction

• 343 people claiming to have quit or reduced opioid use as the 

result of a psychedelic experience

• Large reductions in retrospectively assessed criteria for OUD



 



Designs and outcomes for psychedelic treatment for OUD

• Acute session measures

– Mystical experience

– Challenging experience

– Meaningful nature of experience

– Awe

• Assessment of persisting adverse effects

– Life functioning

– Perceptual disturbance



Designs and outcomes for psychedelic treatment for OUD

• Assessment of other persisting benefits and possible 

psychological mechanisms

– Affect

– Quality of life

– Qualitative analysis

• Mechanistic outcome measures

– Beyond receptor effects, e.g., brain network dynamics

– Domains of executive function

– Neuroplasticity

– Inflammation



Overall Design Considerations

• Importance of preparation and rapport

• Unique risks and mitigation strategies

• Designs

– Pilot studies, comparative efficacy studies, blinded studies

– In blinded studies, nature of comparator: 

• placebo, active other compound, low or trivial dose

– Comparative efficacy

• Long term assessment

• Concerns about opioid use lapse

• Navigating the true believers
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