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Psychiatric Risks







Common trial exclusion criteria

• History of psychosis or mania (many studies also exclude if 
primary relative with these conditions)

• Active suicidal ideation or high risk for suicide

• Active substance use (~excepting mild to moderate cannabis 
use)

• Medical contraindications

• Are these generalizable?



Risk of psychosis and mania

• Anecdotal reports of prolonged psychosis going back to the 
1960s

• Not seen in any modern clinical trials 

• One 1960s study reported “psychosis > 24 hours” in subject 
whose twin had schizophrenia 

• Most case reports finding association are obscured by 
comorbid heavy cannabis use



Methods

• 9,732 participants enrolled

• Surveyed at T1 and T2 (2 months)

• T1: risk factors for psychosis and 
mania

• T1 & T2: symptoms of mania and 
psychosis

• T2: psychedelic use during study 
period?
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• Sample of 16,255 adolescent twins

• Cross sectional evaluation of association between past psychedelic 
use and psychotic or manic symptoms

• Psychedelic use was associated with lower rates of psychotic sx when 
controlling for other drug use

• Higher risk for manic symptoms in individuals with higher genetic 
vulnerability for both schizophrenia and bipolar disorder



Hallucinogen Persisting Perceptual 
Disorder
• Re-experiencing perceptual distortions induced while under 

effects of a psychedelic with subsequent impairment or 
anxiety

• Has not occurred in any modern study

• Challenges: paucity of controlled data, recall bias

• Possible LSD > psilocybin (?)

Linszen et al, Eur Neuropsychopharmacol 2018
Halpern et al, Curr Top Behav Neurosci 2018



Psychedelics and Suicide







Media reports from 1969 
and Diane Linkletter



• A 30 year old man with no past psychiatric history presented to the emergency 
department after a suicide attempt by multiple self-inflicted stab wounds to the 
neck with a 5-inch kitchen knife…. 

• On interview [after], the patient denied any recent stressors and current or previous 
thoughts of self-harm. He expressed regret regarding the incident. He was unable to 
explain why he had attempted suicide, although he did confirm he had attempted 
suicide. Mental status exam was unremarkable.

• Ingestion of psilocybin-containing chocolates later revealed by patient’s brother.



Psychedelic therapy and suicide

• Studies in modern era generally point toward reduction in 
symptoms of suicide and symptoms known to be risk factors for 
suicide (alcohol use, depression etc)

• Meta-analysis (2022) of 7 PAT trials found large effect sizes for 
reduction in “suicidality” relative to baseline, including 
“sustained” responses (1-8 weeks and 3-4 months), and medium 
effect sizes for reductions at 6 months

• However, authors noted significant limitations (small sample 
sizes, heterogeneity of interventions)

• Do psychedelics also carry a risk of suicide and/or suicidal 
ideation?

Zeifman et al, J Clin Psychiatry, 2022



Psilocybin for TRD, NEJM, 2022

Goodwin et al, NEJM, 2022



Psychedelics and Ego 
Inflation

• “The trouble is, LSD attracts unstable 
therapists as much as it does the neurotic 
patient. It gives them an intoxicating sense 
of power to bestow such a fabulous 
experience on others.” Sidney Cohen, 1963

• Tendency of people who have had a 
psychedelic experience to seek to share it 
with others

• Association with pathological personalities 
(eg Manson)

Anderson et al, Lancet Psychiatry 2020
Kobler, Saturday Evening Post, Nov 2 1963



Psychedelics, Suggestibility, 
and Vulnerability
• Long known that psychedelics induce a state of heightened 

suggestibility

• Psychedelic state itself is a highly vulnerable state

• This likely increases in correlation to the power of the experience 
itself 

• Risk of fetishizing or aggrandizing therapist/s

• Power dynamic between patient and clinician 

• Risk of abuse, manipulation or undue influence



Use of touch in psychedelic therapy

• Partly a legacy of Grof, designed in part based on extensive 
experience conducting LSD work

• Partly pragmatic: anxiety not uncommon and patients may ask for 
physical contact

• Most protocols allow for only limited touch, ie hand-holding or a hand 
on the shoulder

• Use of touch and patient preference always discussed beforehand

• Touch may be offered, but never done on therapists’ own initiative

• Even if touch is beneficial, is modern mental healthcare prepared to 
know how to do this ethically and safely?



Ethical concerns around informed consent

• Risks of challenging experiences: seemingly low in controlled studies, 
but 

• Survey of mushroom users: 39% reported their worst trip to be 
among the 5 most challenging experiences of their lives

• Potential to reactivate (or re-experience) trauma

• Some evidence showing enduring changes in personality, values, 
woldviews, and spirituality

• Need for “enhanced” informed consent?



Smith et al J Med Ethics 2020
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