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December 09, 2025
Dear Editors,

Hsu and colleagues, reviewing the therapeutic use of cannabis and cannabinoids,
concluded that evidence for most medical indications remains “insufficient.”! While their
synthesis is broad and emphasizes important methodological gaps, several contextual
factors that shape the current evidence base warrant acknowledgment to avoid
overinterpreting limitations as inherent to the therapeutic potential of cannabis.

One key issue is the longstanding federal classification of cannabis, which has
constrained the ability of researchers to conduct the type of controlled clinical trials
typically required to establish efficacy.? These regulatory barriers have contributed to a
scientific landscape in which rigorous evidence is scarce not because research
questions lack merit, but because the infrastructure to answer them has been difficult to
navigate.

Additionally, in discussing risks, the review at times blurs the distinction between
cannabis used for medical purposes (whether it is effective or not is a separate issue)
and cannabis used recreationally. Risk profiles may differ substantially between adults
using cannabis for medical conditions, hopefully under medical supervision, and those
engaging in heavy recreational use, where putative adverse effects may also be
confounded by background neuropsychiatric and social factors that may themselves
relate to adverse outcomes. Thus, if cannabis use disorder (CUD) is prevalent among
some groups that report using cannabis medicinally, that does not establish that use of
cannabis medicinally, in itself, leads to CUD among individuals without significant prior
cannabis use.

Although the review refers to cardiovascular risks associated with cannabis use, it does
not fully reflect the heterogeneity of findings across population-based studies. Several
large observational studies have not demonstrated associations between cannabis use
and hypertension, myocardial infarction, or carotid atherosclerosis.3 Presenting these
divergent results alongside the studies cited would help avoid implying a level of
consensus on cardiovascular harm that has not yet been established.

We agree that clinicians should counsel patients about the limitations of evidence,
potential adverse effects, and variability in product composition. At the same time,
reviews should strive to present the evidence base without selective emphasis,
acknowledging both the gaps and the areas where harms remain unsubstantiated or
context-dependent. For example, are the adverse effects of cannabis in the treatment of
nausea actually greater than those associated with the drugs the authors reference?
Alizapride and chlorpromazine have arguably much more serious toxicities (e.g., tardive
dyskinesia, agranulocytosis, and neuroleptic malignant syndrome). A more balanced
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portrayal will better support informed, patient-centered discussions between clinicians
and their patients.

Sincerely,

Jamie Corroon, ND, MPH
Igor Grant, MD'

1 Center for Medicinal Cannabis Research, Department of Psychiatry, University of
California, San Diego, La Jolla, CA
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