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July 30, 2026

The Honorable Brian Christine

Assistant Secretary for Health

Department of Health and Human Services
200 Independence Avenue SW
Washington, DC 20201

Re: HHS-OASH-2026-0232, Schedules of Controlled Substance:
Temporary Placement of 7-Hydroxymitragynine Above a Specified
Threshold in Schedule |

Dear Assistant Secretary Christine -

On behalf of the American Society of Addiction Medicine (ASAM), a
national medical specialty society representing more than 8,000
physicians, clinicians, and associated professionals dedicated to
increasing access to and improving the quality of addiction services, we
appreciate the opportunity to provide comments on this Request for
Information (RFI).

ASAM recognizes the public health concerns associated with
concentrated 7-hydroxymitragynine (7-OH) products, including
potential for inducing dependence and withdrawal, uncertain
composition, inconsistent labeling, and widespread availability in the
absence of comprehensive federal product regulatory framework.!
However, though ASAM recognizes the government's authority to take
temporary action, we are concerned that the available evidence is
insufficient to identify a scientifically validated concentration, total
guantity, or measurement method that corresponds to an imminent
hazard to public safety.

Therefore, in support of the Administration’s efforts to protect public
health and advance an evidence-based approach to regulating 7-OH,
ASAM provides the following recommendations (for additional details,
please refer to ASAM'’s full comment below):



1. Do not establish the proposed values as validated thresholds. Current evidence is
insufficient to validate 0.050%, 1mg, or any alternative human harm threshold at
present.

2. If an interim threshold must be adopted, identify it explicitly as a precautionary
standard. HHS should publish the rationale from where the temporary thresholds were
derived, clarify that this is not an established toxicologic boundary, and establish a
process for reassessment as new evidence becomes available.

3. Support research needed to develop evidence-based thresholds for 7-OH. Priorities
should include controlled pharmacokinetic and pharmacodynamic studies, formulation-
and route-specific toxicology, repeated exposure studies, product-linked surveillance,
and research on dependence, withdrawal, polysubstance exposure, and treatment
needs.

Complete Comments

At present, there are no controlled clinical studies in which isolated or purified 7-OH has been
administered to humans. Initial findings from animal studies have suggested a potential hazard
potential of these products 23; however, these findings are not generalizable to the proposed
threshold level, or to current products that are available to consumers. For example, one study
has demonstrated respiratory depression in rats after intravenous administration of 7-OH at
dose ranges of 1, 3.2, and 10mg/kg.2 This type of exposure is difficult to interpret in terms of
how it applies to humans, given that the experimental conditions differ from the typical
formulations, bioavailability, dose, and route of administration of human 7-OH exposure.

Although human case reports, poison-center data, and toxicology findings do provide
important safety signals, currently they do not provide sufficient information regarding a
concentration threshold for 7-OH products. There are many methodological difficulties,
including the fact that product contents are often unverified, exposures are self-reported, and
toxicology studies may not distinguish directly consumed 7-OH from 7-OH formed through
mitragynine metabolism. As FDA has recognized,* current surveillance likely undercounts 7-
OH exposure and lacks product-level detail needed to characterize dose-response
relationships. Thus, the proposed threshold values appear more consistent with a
precautionary approach rather than validated toxicologic thresholds.

ASAM recognizes that DEA's temporary scheduling authority under 21 U.S.C. § 811(h) permits
consideration of a narrower set of factors than those required for permanent scheduling.
Nevertheless, this abbreviated process does not resolve the separate scientific question
presented in this RFl: whether available evidence supports a particular concentration,
guantity, or other measurement expression as the appropriate threshold for distinguishing



products that present an imminent hazard to public safety from those that do not. The
proposed values should therefore not be presented as scientifically validated thresholds or
afforded greater scientific weight than the evidence supports.

Additional Long-Term Regulatory Considerations

The absence of adequate research is central to the threshold questions outlined in this RFI.
Schedule | controls apply to research and chemical analysis involving covered material; thus
the temporary Scheduling of 7-OH products will result in added registration, protocol,
security, procurement, and administrative requirements. Experience with cannabis research
has demonstrated that such regulatory and product-access barriers can impede research
needed to answer public health questions;® thus, any interim action should be implemented in
a manner that facilitates timely access to research grade 7-OH, representative market
products, and efficient protocol review and approval.

Beyond the questions presented in this RFI, HHS should consider working with Congress to
authorize a dedicated FDA framework for psychoactive botanical products and their
concentrated or chemically modified derivatives. Such a framework could draw from similar
regulatory tools as those used by FDA's Center for Tobacco Products and support product
registration, manufacturing and testing standards, ingredient disclosure, accurate labeling, risk-
proportionate pre-market review, adverse-event reporting, surveillance, inspection, and
recalls. This would address a gap not filled by the FDA's existing botanical-drug pathway,
which applies to botanical products intended to be developed and used as drugs.

ASAM appreciates the opportunity to comment on this important scheduling action. If you
have any questions or concerns, please contact Corey Barton, Director, Practice Management
and Regulatory Affairs at cbarton@asam.org.

Sincerely,

SW% Tagytlor, W2

Stephen Taylor, MD
President, American Society of Addiction Medicine


mailto:cbarton@asam.org
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