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Challenges

• Prior to dosing: selection of study participants

• During dosing session: Definition of an AE in context of psychedelics

• Expected effects 

• Abuse-related AEs

• Causality assessment

• Post dosing: duration of follow-up as it relates to safety



Prior to Dosing: Selection of Study Participants
Challenges

Clinical Trial Participants are generally a highly selective sub-population that not 

necessarily represent patient population post approval:

• Less frequent but still important safety effects not observed in small selective 

sample

• Patient population not necessarily reflective of population that will receive drug 

(i.e. suicidality exclusionary in clinical trials)

• Generalizability of observed safety data may be limited 



Prior to Dosing: Selection of Study Participants
Opportunities

• Patient input in clinical protocol design

o Importance of patient/caregiver input is informative for drug development 
and regulatory decision-making as discussed by Teresa Buracchio (FDA div 
Neuro 1) at ISCTM annual meeting Feb 2025

o The Netherlands requires previous clinical study participants input in training  
(https://www.psychedeliclivedexperiences.com/)

• Existing special access programs (Switzerland, Canada, Australia) may be able to 

provide real-world data in the future; currently only limited number of 

participants and a highly selected population 

https://www.psychedeliclivedexperiences.com/


During Dosing:
Expected effects of Psychedelics

Challenges

Definition of an Adverse Event (AE): An AE for purposes of IND safety 

reporting means any untoward medical occurrence associated with the 

use of a drug in humans, whether or not considered drug related.

Are/should expected effects of psychedelics be considered AEs?

 



During Dosing:
Expected effects of Psychedelics

Challenges

Considerations:

• Psychedelic naïve trial participants vs more experienced users

• Novice investigators vs experienced psychedelic researchers

• Needed for label: keep the “novice” prescriber in mind

• Differences in AE profile in relatively mild disease vs participants with more 

severe symptoms  

 



During Dosing:
Expected effects of Psychedelics

Opportunities 
• In clinical trial: 

o Limit number of trial participants with previous psychedelic experience

o Evaluate expected AEs as a different category with standard collection such as occurs in 
vaccine trials (redness, swelling etc)?

o Standard safety and patient reported outcome measures among trials and compounds for 
comparison?

o Accurate AE estimates would improve informed consent discussions (Hinckle et all 2024)

o Detailed consent discussion required that includes information about the vulnerability during 
treatment session

• Training is key: qualifications of dosing monitors will vary and interpretation of adverse events is 
inherently subjective

Source: Hinkle JT, Graziosi M, Nayak SM, Yaden DB. Adverse Events in Studies of Classic Psychedelics:
A Systematic Review and Meta-Analysis. JAMA Psychiatry. 2024;81(12):1225–1235. 



Abuse related AEs – FDA Guidance

Psychedelic medicines are typically not addictive. 

However, the Agency provided the following guidance:

• Psychedelic drugs act on the central nervous system, produce psychoactive effects (e.g., 
mood or cognitive changes, hallucinations), and need to be evaluated for abuse potential 
during drug development. 

• Many psychedelic drugs are Schedule I substances under the Controlled Substances Act

• For some psychedelic drugs that are Schedule I controlled substances, there have been 
numerous investigations of these drugs, as documented in the published scientific literature. 
When appropriate, sponsors should propose the use of scientifically valid, published 
investigations to support the abuse potential assessment.

 

Source: Psychedelic Drugs: Considerations for Clinical Investigations Guidance for Industry  June 2023



Abuse related AEs – FDA Guidance
• Abuse-Related AEs in Clinical Safety and Efficacy Studies, of interest are:

• Euphoria-related terms (euphoric/elevated mood, feeling abnormal, feeling 
drunk, feeling of relaxation, dizziness, thinking abnormal, hallucination, 
inappropriate effect)

• Terms indicative of impaired attention, cognition and mood (somnolence, 
mood disorders and disturbances)

• Dissociative/psychoactive terms (psychosis, aggression, confusion and 
disorientation)

• Related terms not capture elsewhere (drug tolerance, habituation, drug-
withdrawal syndrome, substance-related disorders)

→ Agency uses “Study Agent Abuse Potential” Office of New Drugs (OND) Custom 
Medical Queries (OCMQs), previously FMQs (FDA MedDRA or Medical Queries)

Source: Assessment of Abuse Potential of Drugs Guidance for Industry January 2017



Abuse related AEs – Challenges

Overall assessment of abuse potential risk from clinical perspective is complicated:

• Abuse-related AEs should be interpreted in the context of the proposed therapeutic indication of a drug and 
not all CNS-related AEs are equally relevant for purposes of abuse assessment
o an antidepressant that produces “elevated mood” or a sleep aid that produces “somnolence” in the 

absence of a clear euphoric signal is not likely to be interpreted from these AE data alone as having 
abuse potential. 

o even though “dizziness” is listed under euphoria-related terms, this AE is not by itself indicative of 
abuse potential.

• Ranking of relevant AEs as signals of abuse risk is not available (yet)

• Differences in abuse potential AE profile in different phases (healthy volunteers vs target indication 
population)

• Interpretation of “untoward” in definition is highly subjective
o  standardization required in larger multi-center clinical trials 

→ requires intra and inter site training and consistency 

Source: Assessment of Abuse Potential of Drugs - Guidance for Industry January 2017



Causality assessment 
Challenges and Opportunities

• Causality assessments of AEs by (sub)PIs are inherently subjective (within site and 

between sites); importance of training 

• FDA only considers “unrelated” and “related” vs more distinctive categories that 

have been used previously (“not related”, “unlikely related”, “possibly related”, 

“probably related” and “related”)

• Alternative option for causality assessments: if incidence of adverse events in 

active vs placebo group > 2, AEs are considered to be related to study drug 



Post-Dosing: Long term safety effects
Challenges

What type of events to collect post primary endpoint?

• Usually just SAEs, AESIs and SUSARs
• NSAEs severe enough to require medical intervention (eg,  

restricted medication, physician evaluation, or intravenous 
infusions)?

• Again, importance for the label to be able to share with patients

Duration of safety follow-up

• Early events (<= 48 hrs) vs delayed events (> 48 hrs) – Hinkle 2024

• Biological approach: 5 ½ lives

• Importance of rare but challenging effects such as HPPD



Post-Dosing: Long term safety effects
Opportunities

What is the best approach to collect those:

• Longer and larger Phase 3 trials: 

oCon: expensive and not necessarily “real world data” 

oPro: inclusion of placebo for “cleaner” comparison

• Conditional approval with post-marketing data collection (e.g. 
patient registry)

oCon: no standard placebo, comparator population sometimes 
hard to define

oPro: use of “real world data”, ie patient population generally 
broader than clinical trial participants 



Conclusions

• Input of patient experience in clinical trial design is the future
• All AEs need to be collected to properly inform label
• Importance of consistency of safety reporting among psychedelic 

compounds, clinical trial designs and assessors
• Training is key
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