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A. Background
Psilocybin therapy is a promising new treatment for multiple 
neuropsychiatric disorders, including chronic pain1.  Recent trials report 
that a single dose of this psychedelic drug produces robust and sustained 
improvements in mood and well-being, but methodological challenges 
limit the extant literature2. A primary concern is the role that expectancy 
may play in psilocybin’s effects. First, serotonergic psychedelics like 
psilocybin produce profound changes in perception and consciousness 
that make identifying an adequate placebo control difficult. Thus far, no 
psychedelic trials have demonstrated effective masking. 

Second, because psilocybin therapy involves a drug dosing session 
combined with psychotherapy sessions, therapists’ own expectations may 
influence treatment outcomes. Quantifying and managing expectancy 
effects is an important step in determining psilocybin’s efficacy.

Methodological question: 

Can we successfully mask both participants and staff in a randomized, 
placebo-controlled psilocybin trial?

B. High-dose psilocybin therapy model

C. Study design
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1. Preparation 2. Dosing 3. Integration

Best practices in psychedelic research emphasize 
optimization of ‘set’ and ‘setting.’3 (1) During preparation, 
therapists meet with a participant to provide 
psychoeducation about psilocybin’s potential effects, 
identify goals, and build rapport. (2) Therapists monitor and 
may offer psychological support to participants during a 6-8h 
dosing session conducted in a quiet, comfortable space with 
minimal disturbances. (3) Subsequent integration meetings 
between the participant and therapists are designed to help 
the participant navigate the insights and/or challenges that 
may arise from their psilocybin experience. 
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1. Framing the trial for participants, therapists, & assessors. We 
provide all three groups with the same information during the 
recruitment and informed consent process. Key points:

• Participants will be randomized, but all will receive psilocybin
• Dosages of psilocybin may vary within a range
• Psilocybin may be co-administered with additional drugs

2. Using a multi-drug active 
placebo. For participants 
randomized to the placebo 
condition, we administer an ultra-
low dose of psilocybin combined 
with additional agenst to 
approximate the physiological and 
psychological effects of high-dose 
psilocybin.

3. Masking assessment 
immediately following 
resolution of acute drug 
effects. We evaluate each 
participant’s and their 
therapists’ experience during 
the dosing session & beliefs 
about the drug(s) 
administered.

Integration 
sessions

4. Masking assessment at the final trial 
visit. We evaluate participants’, 
therapists’, and clinical assessors’ beliefs 
about the drug(s) administered.
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