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I’'m Dr. Marie Ezran, a family medicine physician and a fellow with Public Citizen. Public
Citizen is a nonprofit consumer advocacy organization with over one million members. We have
no financial conflicts of interest related to this topic.

Public Citizen supports research on potential psychedelic treatments for serious psychiatric
conditions. There is a need for therapies that are more effective and provide faster relief for
conditions such as treatment-resistant depression, post-traumatic stress disorder, and substance
use disorders.

Public Citizen also appreciates the Food and Drug Administration’s (FDA’s) consideration of
patient safety when studying the potential future therapeutic use of psychedelic drugs. The most
effective ways the FDA can protect patients are by requiring rigorous and well-designed
clinical trials that enroll adequate numbers of participants and by conducting a thorough
review of a new drug application prior to any potential approval.

We are concerned about the use of the Commissioner’s National Priority Voucher (CNPV) pilot
program for three psychedelic drugs currently in clinical trial or under review. Public Citizen has
previously outlined our concerns about the CNPV pilot in a public comment.! A 2017 study
demonstrated that new drugs reviewed under accelerated pathways “are associated with
increased safety related label changes after approval, particularly for the types of changes
representing the highest risk warnings.”? At the time of the study, the one- to two-month review
timeline of the CNPV pathway had not been established. For a class of medications that remains
relatively new to the FDA, there should be careful and complete review of the benefits and
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harms of each therapeutic, which is impossible to accomplish within a one- to two-month review
time frame.

In the July 2026 guidance for industry about psychedelic drugs, the FDA stated that careful
consideration of the selection of placebo is important for determining the drug’s efficacy.® Use of
an inert placebo would create unfunctional blinding that can bias results. Thoughtful choice of
placebos in clinical trials of psychedelics therapeutics is essential to ensure the efficacy of drugs
that are eventually approved. Moreover, long-term studies, of at least 12 months duration, are
also needed to evaluate the potential lasting effects of psychedelic therapeutics.

For any approved psychedelic therapeutics, we support the use of the Risk Evaluation and
Mitigation Strategies (REMS) program with elements to assure safe use (ETASU).* Because
psychedelics have serious dissociation and hallucinogenic potential as well as cardiovascular
side effects, use of the REMS program would allow for appropriate administration and
monitoring.> We support the following safety precautions, many of which are part of the REMS
program for esketamine (SPRAVATO), a medication for treatment-resistant depression and a
drug that raises similar safety concerns.®

e The psychedelic therapeutic should be prescribed by a licensed psychiatrist that provides
ongoing treatment to the patient. The prescriber should receive REMS training and
certification prior to prescribing and dispensing the medication.

e The patient should have a separate evaluation prior to medication administration to
ensure there are no contraindications to treatment. Patients should give written consent
after demonstrating an understanding of possible side effects in addition to the potential
transformative and irreversible effects of these medications.
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e The medication should be administered only at a REMS-certified outpatient or inpatient
health care setting. There should not be doses to take home. Two licensed providers
should monitor the patient during the entire treatment session: “a health care provider
with graduate-level professional training and clinical experience in psychotherapy,
licensed to practice independently, serving as the lead monitor” and “an assistant monitor
with a nursing or bachelor’s degree and at least 1 year of clinical experience in a licensed
mental health care setting.”” The session should also be video recorded for the safety of
the patient. The patient should be monitored for a specified number of hours after
treatment with vital sign checks to ensure return to a baseline state.

¢ Finally, to support safe use of the medication, patients taking this therapeutic should be
enrolled in a registry to monitor clinical outcomes and adverse effects.

We recognize that needed safety measures to protect patients can also make a medication harder
to access and increase administrative work for prescribers. Nonetheless, if or when the FDA
approves psychedelic therapeutics, the agency must prioritize ensuring patient safety. Part of the
approval of any new psychedelic therapeutic should be requirements for strong patient protection
measures that can be promptly updated when new evidence develops.

The FDA can best serve and protect patients by upholding quality clinical trial standards;
conducting thorough reviews of drug applications prior to approval, regardless of the approval
pathway for the drug; and requiring robust post-market surveillance for adverse events, misuse,
and abuse.
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