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July 27, 2026 

 

 

 

Admiral Brian Christine 

Assistant Secretary for Health 

Department of Health and Human Services 

200 Independence Avenue, SW 

Washington, DC 20201 

 

Docket No.: HHS-OASH-2026-0232 

Re: Request for Information on Temporary Placement of 7-Hydroxymitragynine 

Above a Specified Threshold in Schedule I 

 

 

Dear Admiral Christine: 

 

  

My name is Jeffrey A. Singer. I am a Senior Fellow in Health Policy Studies at the 

Cato Institute. I am also a medical doctor specializing in general surgery and have 

been practicing that specialty in Phoenix, Arizona, for over 40 years. The Cato 

Institute is a 501(c)(3) non-partisan, non-profit, tax-exempt educational foundation 

dedicated to the principles of individual liberty, limited government, free markets, 

and peace. Cato scholars conduct independent research on a wide range of policy 

issues. To maintain its independence, the Cato Institute accepts no government 

funding. Cato receives approximately 80 percent of its funding through tax-

deductible contributions from individuals. The remainder of its support comes from 

foundations, corporations, and the sale of books and other publications. The Cato 

Institute does not take positions on legislation. 

I write to share my thoughts on your request for information on whether a 

scientifically justified dose threshold exists for scheduling 7-hydroxymitragynine 

(7-OH). The current peer-reviewed literature does not provide a scientific basis for 

answering that question. Although 7-OH has become the focus of increasing 

regulatory attention, researchers have published relatively little peer-reviewed 

research on its dose-related effects in humans. Animal studies demonstrate dose-

dependent analgesia.1 Other studies have examined abuse liability, as well as the 

development of tolerance and physical dependence following repeated 

administration.2 However, researchers have published essentially no controlled 
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human dose-escalation studies evaluating how increasing doses of purified 7-OH 

affect analgesia, respiratory depression, sedation, euphoria, cognitive or 

psychomotor performance, or abuse liability. Researchers have likewise not 

systematically characterized how those effects vary across different dosing 

regimens in humans. As a result, the existing scientific literature does not provide a 

reliable empirical basis for selecting a scientifically justified dose threshold. 

When the available evidence cannot answer the agency's central scientific question, 

the appropriate response is not to infer a scientifically unsupported threshold but to 

develop the evidence needed to answer it. The Department of Health and Human 

Services should therefore extend the comment period to allow additional research 

and analysis before adopting a dose threshold. The available epidemiologic 

evidence does not indicate an immediate public health emergency that would 

require the Department to act before researchers complete additional studies. The 

Centers for Disease Control and Prevention (CDC) reported 233 kratom-associated 

overdose deaths from 2015 to 2025. Over the same period, approximately 887,000 

Americans died from drug overdoses nationwide.3 

Moreover, nearly four out of five reported kratom-associated deaths involved 

multiple substances; opioids were present in nearly two-thirds of those deaths; and 

the agency concluded that it was not possible to determine which substance was 

primarily responsible for the clinical outcome or death in multiple-substance 

exposures.4 Those findings underscore the difficulty of attributing serious harms to 

7-OH alone and reinforce the need for a more complete scientific record before the 

Department establishes a dose threshold with significant legal and public health 

consequences. 

The Department should also consider the unintended consequences of acting 

before the necessary evidence is available. Surveys consistently show that many 

kratom consumers use it to manage chronic pain, anxiety, post-traumatic stress 

disorder, depression, or opioid withdrawal.5 The Drug Enforcement Administration 

(DEA) has likewise recognized that users report self-treating chronic pain with 

commercially available 7-OH products and cite pain and anxiety as key 

motivations for use.6 If individuals who rely on these products lose access to 

regulated commercial sources before the scientific evidence is sufficient to support 

a scientifically justified dose threshold, the loss of access may lead some 

consumers to obtain them through illicit markets. Unlike products sold through 

legitimate commercial markets, illicit products offer no meaningful assurance of 

dose, purity, or freedom from contamination with other substances. The resulting 

increase in uncertainty could expose consumers to greater—not lesser—risk. 
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Extending the comment period would allow the Department to better evaluate both 

the direct risks of 7-OH and the potential unintended consequences of different 

regulatory approaches before establishing a scientifically justified dose threshold. 

For these reasons, I respectfully urge the Department to extend the comment period 

and to defer selecting a dose threshold until additional research provides a sound 

scientific basis. Regulatory decisions with significant legal and public health 

consequences should rest on evidence sufficient to answer the agency's central 

scientific question, rather than on the absence of that evidence. 

Respectfully submitted, 

Jeffrey A. Singer, MD, FACS 

Senior Fellow, Department of Health Policy Studies 

Cato Institute  
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