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What is the Methodological Question Being Addressed Can we successfully mask study
participants and staff in a randomized, placebo-controlled psilocybin trial?

Introduction Psilocybin therapy has garnered attention as a promising and even transformative
new treatment for multiple neuropsychiatric disorders. Though recent trials report that a single
dose produces robust and sustained improvements in mood and well-being, methodological
challenges limit the extant literature. A primary concern is the role that expectancy may play in
psilocybin’s effects. 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. In addition, because psilocybin therapy
involves a drug dosing session combined with psychotherapy sessions, therapists’ own
expectations may influence treatment outcomes. To understand the efficacy of psilocybin therapy,
innovative approaches to managing expectancy effects are needed.

Methods Psychedelic-naive adults (N=40) with chronic pain will consent to participate in a
single-dose, randomized clinical trial knowing that they have a 100% chance of receiving psilocybin.
Participants will be informed that dosages may vary from ultra-low (1 mg) to high (25 mg) and that
psilocybin may be co-administered with up to two different drugs from a list of sedative-hypnotics,
stimulants, and dissociative anesthetics. In reality, participants will be randomized to one of only
two conditions. They will have a 50% chance of receiving psilocybin 25 mg and a 50% chance of
receiving the active placebo: psilocybin 1 mg co-administered with zolpidem 10 mg and modafinil
200 mg. This three-drug control is designed to produce perceptual and sympathomimetic effects
similar to psilocybin without yielding meaningful or sustained improvements in trial outcomes.
Psilocybin 1 mg is included so that all participants do, in fact, receive psilocybin; its physiological
and psychological effects are negligible. All participants will complete identical psychotherapy and
drug dosing sessions. Therapists and study outcome assessors will be masked to trial design,
provided with the same information as participants. We expect that this approach will allow for
adequate masking of participants, therapists, and assessors. Disadvantages include the challenge
of recruiting participants willing to receive one of several drugs, the logistical burden of masking
study staff to trial design, and the ethical considerations of incomplete disclosure.

Our primary clinical outcome is the change in pain-related interference from baseline to one month
following the drug session. Assuming ��=0.05 and using one-tailed testing, we are powered to detect
large effects (Cohen’s d=0.8) similar to those observed in previous psilocybin trials. We will also
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test our masking procedures by assessing participant and therapist reports of the following
immediately following the drug session: (1) perceived intensity of drug effects, (2) estimate of the
dosage of psilocybin received, and (3) expectation of symptom improvement in one month. We will
evaluate differences in means between the treatment arms and follow up non-significant results
with equivalence testing.

Results Data are not yet available due COVID-19-related delays. We expect to begin enrollment
April 2021 and reach the target sample (N=40) after 12 months.

Conclusion This study will provide important data about our ability to manage expectancy effects
in psilocybin trials, a key element of determining the clinical potential of psilocybin therapy.
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