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Key knowledge gaps

* Optimal dosing regimens

* Long term effects, duration of trials and demonstrating durability
of effect

* Role of psychotherapy/ psychological support; dose response in
psychotherapy

* Subjective psychedelic experience
* Co-administration with other drugs
* Diversity and generalizability



Optimal dosing regimes
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Long term effects, duration of trials and
demonstrating durability of effect

* Longer term and / or repeated
use in full doses and impact on
safety and efficacy

* How long do trials need to be to
demonstrate short term
efficacy?

Table 2.—Patterns Classified by Time of Onset

and Treatment

Drug Condition

Placebo, Drug,

Onset of Improvement No. (%) No. (%) St?::‘ %
All improvement Patterns*
Early: onset week 1, 2 24/100 (24) 23/100 (23) 47
Delayed: onset week 3, 4,5 20/100 (20) 33/100 {33) 53
Column Sum, % 44 56 100
Nonpersistent Patternst
Early: onset week 1, 2 19/57 (33) 18/57 (32) 65
Delayed: onset week 3,4, 5 13/57 (23) 7/57 (12) 35
Column Sum, % 56 44 100
Persistent Patternss
Early: onset week 1, 2 5/43 (12) 5/43 (12) 24
Delayed: onset week 3, 4, 5 7/43 (16) 26/43 (60) 76
Column Sum, % 28 72 100

Quitkin, 1984




Long term effects, duration of trials and
demonstrating durability of effect

* How long do trials need to be
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Role of psychotherapy

* Psychedelic — assisted psychotherapy vs psychological support
* Variability in practices and need for standardization
* Concept of standard / good medical practice

* Potential solutions:
* |s afactorial design study feasible to evaluate role of psychotherapy?

* Combination of studies (basic support vs fully loaded)



Role of subjective experience
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Conclusions

* Aspects of traditional clinical trial methodology need adaptation
for psychedelics; emerging data will help continue refinement

* Methodologies such as randomized withdrawal designs are not
suited to psychedelics — simple observational designs and real
world data can be utilized instead

* A combination of studies, vs a single factorial design may be
better suited to evaluating role of psychotherapy

* Creative designs such as administering under anaesthesia may
help tease out the contribution of subjective effect in efficacy
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