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SUMMARY OF COMMENT

The Foundation for Drug Policy Solutions (“FDPS”) submits these comments in response to
the Request for Information issued by the Office of the Assistant Secretary for Health (“OASH”)
concerning the threshold at which 7-hydroxymitragynine (“7-OH”’) would be temporarily placed
in Schedule I of the Controlled Substances Act (“CSA”).! FDPS supports the temporary and
permanent scheduling of 7-OH. This comment does two things. Parts II and III answer the two
threshold questions the RFI poses. Part IV then addresses a matter the RFI states is outside its
scope but that FDPS respectfully submits is inseparable from the threshold determination and
squarely within the responsibility of this Department: whether natural mitragynine itself meets the
criteria for Schedule I. FDPS’s own analysis, set out below, concludes that it does, and FDPS urges
the Secretary—through the scientific and medical evaluation and scheduling recommendation that
HHS provides to the Attorney General under 21 U.S.C. 811(b)—to recommend that mitragynine

be controlled in Schedule 1.

On the threshold, FDPS’s position has three parts. First, because no safe level of 7-OH has

been established, FDPS’s preferred approach is to control 7-OH without a threshold—a position

1Ternporary Placement of 7-Hydroxymitragynine Above a Specified Threshold in Schedule I; Request for Information, 91 Fed.
Reg. 41,049 (July 6, 2026) (“RFI”), Docket No. HHS-OASH-2026-0232.



consistent with FDPS’s separate recommendation (Part I'V) that mitragynine also be scheduled, so
that the entire mitragynine—7-OH opioid family is controlled. Second, if HHS and DEA
nonetheless retain a threshold, it should be set at the lowest analytically achievable level, and the
proposed 0.050% / 1.00 mg figures should be treated as an outer ceiling, not a target. Third, any
retained threshold must be expressed as a share of total alkaloid content and as absolute per-serving
and per-container caps, must govern beverages by an absolute milligram cap rather than a
concentration, and must account for convertible precursors, because mitragynine converts to 7-OH

in the body and on exposure to light, heat, and oxidation.

INTEREST OF THE FOUNDATION FOR DRUG POLICY SOLUTIONS

FDPS is a nonpartisan, nonprofit organization dedicated to advancing drug policy grounded
in science, public health, and public safety. FDPS was founded by Dr. Kevin Sabet—a three-time
White House Office of National Drug Control Policy appointee who has advised three presidential
administrations on drug policy—and former United States Congressman Patrick J. Kennedy, a
longtime national leader on addiction and mental health policy. FDPS’s work is informed by its
Science Advisory Board, composed of physicians, scientists, and researchers with expertise in
addiction medicine, pharmacology, toxicology, and public health, whose review guides the

organization’s assessment of emerging drug threats.

FDPS’s mission is to advance evidence-based policies that reduce drug use and its
consequences, and to protect the public—especially young people—from addictive and
intoxicating substances, rather than policies shaped by the commercial interests that profit from
them. FDPS devotes particular attention to illicit drugs, novel synthetic opioids, and unregulated
intoxicants marketed to consumers as “natural” botanicals and “dietary supplements.” FDPS

accordingly has a substantial interest both in ensuring that any 7-OH threshold actually achieves



the statutory objective of avoiding an imminent hazard to public safety, and in ensuring that the

underlying opioid alkaloid is controlled under the CSA’s criteria.

ANALYSIS

L FDPS Supports Temporary Scheduling and Addresses Both the Threshold and the
Underlying Substance.

FDPS supports placing 7-OH in Schedule I on a temporary and permanent basis. 7-OH is a
potent, G-protein-biased agonist at the mu-opioid receptor, and it is the metabolite through which
much of kratom’s opioid activity is expressed.? FDPS recognizes that OASH has stated it is not
soliciting comment on permanent scheduling or on the general safety of kratom-derived products.
FDPS respectfully addresses the scheduling of mitragynine nonetheless, for two reasons. First,
HHS is the agency Congress charged with preparing the scientific and medical evaluation and
scheduling recommendation that the Attorney General must obtain before controlling a substance,
so a recommendation that HHS act on mitragynine is directed to precisely the right body.* Second,
as Part IV explains, the threshold OASH proposes cannot achieve its stated purpose so long as the
precursor from which 7-OH is made remains uncontrolled; the two questions are inseparable, and
it would be artificial to address the measurement of 7-OH while ignoring the alkaloid that generates
it.

I1. Topic 1: What Concentration or Quantity of 7-OH Constitutes an Imminent
Hazard.

A. There Is No Established Safe Level of 7-OH; FDPS’s Preferred Approach Is to
Control It Without a Threshold.

2 Andrew C. Kruegel et al., Synthetic and Receptor Signaling Explorations of the Mitragyna Alkaloids, 138 J. Am. Chem. Soc.
6754, 6754-64 (2016); “Unveiling 7-Hydroxymitragynine as the Key Active Metabolite of Mitragynine,”
https://pmc.ncbi.nlm.nih.gov/articles/PMC6598155/.

»1us.c. sl 1(b); see also RFI, 91 Fed. Reg. at 41,050 (comments “will be provided by the Secretary for Health and Human
Services for consideration by the Attorney General”).



The most important datum for the threshold question is a negative one: there are no adequate
and well-controlled human studies establishing a safe consumption limit or standardized dose for
concentrated 7-OH. FDA has said as much, and has warned consumers against using 7-OH
products because they have not been shown safe for any use.* That negative fact answers the
question the RFI poses. Because no safe dose of 7-OH has been established, there is no scientific
basis for identifying a permitted quantity of this potent opioid above zero, and the soundest answer
to “what concentration constitutes an imminent hazard” is that any enriched, added, or
concentrated 7-OH does. FDPS’s preferred approach is therefore to control 7-OH without a

threshold carve-out.

The pharmacology and toxicology confirm that even small absolute quantities of 7-OH are
hazardous. 7-OH is markedly more potent than morphine in classic in-vitro assays—on the order
of thirteenfold—so a milligram-scale dose is pharmacologically significant.’> A published forensic
case reported a fatal outcome at a 7-OH blood concentration of 0.15 mg/L;®* DEA’s toxicology
program has detected 7-OH in dozens of overdose cases, a majority of them fatal;” and
contemporary poison-center data show serious medical outcomes in roughly a third of single-
substance 7-OH exposures.® These data do not identify a safe dose; they show that 7-OH is
dangerous at the milligram—and, given its potency, the sub-milligram—scale. A threshold, by

contrast, necessarily declares some quantity of 7-OH permissible, and it invites evasion that a

4FDA, FDA and Kratom, https://www.fda.gov/news-events/public-health-focus/fda-and-kratom; FDA warning letters to
marketers of 7-hydroxymitragynine products (June—July 2025).

SPharmacological Comparison of Mitragynine and 7-Hydroxymitragynine, https://pmc.ncbi.nlm.nih.gov/articles/PMC7923387/
(7-OH ~13x morphine, guinea-pig ileum).

®R. Karinen et al., An accidental poisoning with mitragynine and 7-hydroxymitragynine, Forensic Sci. Int. (2014).

7DEA, Three-Factor Analysis for 7-Hydroxymitragynine (2026), Docket No. DEA-1570, Supporting and Related Material, at
regulations.gov (DEA TOX identifications; mean detected concentration ~463 ng/mL).

8 America's Poison Centers, National Poison Data System (Jan.—July 2025) (~35% serious outcomes among single-substance 7-
hydroxymitragynine exposures; ~67% treated at a healthcare facility).



bright-line rule does not: mitragynine converts to 7-OH both in the body and on exposure to light
and heat (Part II1.C), beverages defeat concentration limits (Part III.E), and a divisible “article”
can be split below any per-unit cap (Part II1.B). Only control without a threshold is proof against
these workarounds. That approach is also consistent with FDPS’s recommendation, in Part IV, that
mitragynine be scheduled: FDPS’s position is that the entire mitragynine—7-OH opioid family
warrants control, so the trace 7-OH in the natural leaf is not a reason to preserve a carve-out. To
the extent administrability requires a numeric floor, FDPS recommends setting it at the analytical

limit of quantitation, so that no added, enriched, or concentrated 7-OH is permitted.

B. If HHS and DEA Retain a Threshold, It Must Be Set at the Lowest Achievable
Level.

If HHS and DEA nonetheless retain a threshold—for example, to avoid capturing unenriched
leaf during the temporary period—the threshold should be set at the lowest analytically achievable
level, and the proposed 0.050% / 1.00 mg figures should be treated as an outer ceiling rather than
a target. Because 7-OH occurs only in trace amounts in the natural leaf—well under two percent
of total alkaloid content, and typically a small fraction of that—the threshold should be calibrated
just above the natural limit of occurrence, so that any enrichment, extraction, or synthesis of 7-OH

is captured.

State legislation supplies useful and, in places, more stringent comparators. Mississippi limits
7-OH to one percent of total alkaloid content and to 0.5 mg per container—an absolute cap set
below the 1.00 mg figure in the proposed federal threshold—and several other states cap 7-OH as

a percentage of total alkaloid content.® FDPS urges OASH and DEA to treat these state limits as a

9See Miss. H.B. 1077 (2025 Reg. Sess.); Miss. H.B. 1896 (2025 Reg. Sess.) (defining a lawful “kratom product” as one in which
7-hydroxymitragynine is not greater than 1% of total kratom alkaloids, as confirmed by high-performance liquid
chromatography, and not to exceed 0.5 mg per container); see also Ariz., Colo., S.C., and Tex. statutes (percentage-of-total-
alkaloid caps).



floor rather than a ceiling: where the science establishes no safe dose and the state consensus has
trended toward sub-milligram per-container caps, a federal threshold should not be more
permissive. If the record leaves doubt about the precise number, that doubt should be resolved in

favor of a lower threshold, because the cost of setting it too high is measured in opioid overdoses.

III.  Topic 2: Alternative Measurement Expressions.

Should HHS and DEA retain a threshold rather than adopt FDPS’s preferred no-threshold
approach, the following measurement expressions are necessary to keep that threshold from being
defeated by formulation. The RFI asks whether data support alternative measurement expressions;
FDPS offers four recommendations, each directed at a way the current expression could be evaded

or could understate the hazard, and each grounded in the chemistry of the products at issue.

A. Express the Threshold as a Share of Total Alkaloid Content, Not Only as Dry
Weight.

A dry-weight percentage can be diluted downward by adding inert bulk, lowering the
measured percentage while the absolute quantity of 7-OH a consumer ingests holds constant or
rises. Expressing the threshold as a share of total alkaloid content—the approach several states
have adopted—resists that manipulation, because it measures the enrichment of 7-OH relative to
the other alkaloids rather than relative to total product mass. FDPS recommends that the threshold
include a total-alkaloid-ratio metric alongside the dry-weight metric, with the lower of the two to

govern.

B. Pair the Concentration Metric With Absolute Per-Serving and Per-Container Caps,
and Define “Article” to Prevent Dose-Splitting.

A concentration limit alone does not bound the absolute dose obtainable from a single
purchase: a large-volume liquid or a multi-tablet package can stay under a percentage limit while

delivering a large total quantity of 7-OH. The proposed 1.00 mg-per-“article” limit is a sensible



addition, but its effectiveness turns on how “article” is defined. If read narrowly (a single tablet or
film), a vendor can distribute a hazardous total dose across several low-content “articles” sold
together. FDPS recommends defining the absolute limit to apply both per serving and per sealed

container or package, foreclosing dose-splitting across nominally separate units sold as a unit.

C. Account for Convertible Precursors: 7-OH Content Measured at Manufacture
Understates Exposure.

This is the single most important measurement point, and it is squarely within the RFI’s scope
because it concerns how the threshold is measured. Mitragynine—the major kratom alkaloid,
present in ordinary kratom products in far larger quantities than 7-OH—converts to 7-OH. It does
so metabolically in the human body, analogously to the conversion of codeine to morphine,'® and
it does so in the product itself on exposure to light, heat, and oxidation.!! It follows that a product
tested fresh may show 7-OH below the threshold yet deliver a much larger 7-OH dose after aging,
heating, or metabolism, and that a product marketed as high in mitragynine but low in 7-OH is not,
for that reason, low in effective 7-OH exposure. FDPS recommends that the measurement
expression (i) require testing of the finished product in the form and condition in which it is
consumed—including after a validated accelerated-aging or light-exposure protocol—and (ii)
express the threshold in terms of total convertible 7-OH (measured 7-OH plus a defined fraction
of the mitragynine reasonably expected to convert), or a “7-OH-equivalent” measure. Absent such
an adjustment, a 7-OH-content threshold can be met on paper by a product engineered to convert

to hazardous levels after testing.

D. Specify a Validated Analytical Method and Require Finished-Form Testing.

19\Metabolic conversion of mitragynine to 7-hydroxymitragynine, https://pmc.ncbi.nlm.nih.gov/articles/PMC6598159/;
“Unveiling 7-Hydroxymitragynine as the Key Active Metabolite of Mitragynine,” supra.

" Conversion of mitragynine to 7-hydroxymitragynine upon light exposure, Chemical & Engineering News,
https://pubs.acs.org/doi/10.1021/cen-09423-notw4.



Whatever numeric threshold and expression are adopted can be enforced only against a
specified, validated analytical method. Kratom products are chemically variable and are sold as
powders, tablets, sublingual films, gummies, shots, and nasal sprays, and 7-OH labeling on such
products is frequently inaccurate. FDPS recommends tying the threshold to a designated, validated
analytical method (for example, LC-MS/MS) applied to the finished dosage form, so that it is
measured on the product as sold and consumed rather than on a bulk ingredient or a manufacturer’s

self-report.

E. Beverages Require an Absolute Cap, Not a Concentration Limit: The Hemp-
Beverage Lesson.

The beverage format deserves specific attention, because a concentration limit is uniquely ill-
suited to it and because 7-OH drinks are already a substantial market. 7-OH is sold in “shots” and
liquid extracts containing far more than a trace of the alkaloid—marketed products contain on the

order of 30 to 90 mg of 7-OH per bottle, some labeled as multiple 10 mg “servings.”!?

Applied to a beverage, the 0.050% concentration prong permits an enormous absolute dose.
Expressed by volume, 0.050% w/v equals 0.5 mg of 7-OH per milliliter—so a single two-ounce
shot at that concentration contains roughly 30 mg of 7-OH, and a twelve-ounce beverage roughly
177 mg. For an opioid on the order of thirteen times the potency of morphine in laboratory assays,
those are not merely intoxicating quantities; they approach or exceed the doses seen in the serious

and fatal exposures described above.!?

12See, e.g., Jubi 70H Extract Shot (50 mg, marketed as “5 x 10 mg servings”), https://drinkjubi.com/products/jubi-7oh-extract-
shots-50mg-kratom; OPiA 7-Hydroxymitragynine Liquid Extract Shot (2 oz, 30 mg, “3 servings”),
https://greatcbdshop.com/product/opia-7-hydroxymitragynine-liquid-extract-shot-30mg/; 7Rox 7-OH Extract Shot (60 mg),
https://7ohplus.com/; DEA, Three-Factor Analysis for 7-Hydroxymitragynine, Docket No. DEA-1570 (listing “liquid oral
beverages (shots),” “syrup,” and “liquid extracts” among marketed forms; documenting a liquid shot containing 90 mg).

B3gee supra Part II.A (7-OH ~13x morphine; fatal case at 0.15 mg/L; ~35% of single-substance exposures serious).



This is the same defect that undermined the federal hemp definition. By defining lawful hemp
as plant material containing not more than 0.3% delta-9-tetrahydrocannabinol “on a dry weight
basis,” Congress adopted a concentration ratio that does not cap the absolute dose per serving and
that maps poorly onto a mostly-water beverage; the predictable result was a market of intoxicating
hemp-derived THC drinks that are nominally “compliant.”'* A 7-OH threshold measured “on a
dry weight basis” invites the identical evasion: a manufacturer can bulk a liquid with inert
dissolved solids (sugar, maltodextrin) so that the 7-OH share of dry weight falls below 0.050%
while the drink still delivers tens of milligrams of a potent opioid. A 30 mg shot carrying 100
grams of dissolved solids computes to roughly 0.03% by dry weight—under the line—while

remaining a dangerous opioid dose.

The proposed threshold avoids the worst of this only because of its 1.00 mg absolute-per-
article prong, and even that prong protects consumers only if it clearly reaches beverages. FDPS
therefore recommends that, for beverages specifically, HHS and DEA: (i) state expressly that any
liquid or beverage is a processed “alternative dosage form” subject to the absolute-quantity prong,
so that a product cannot claim the “botanical material” classification—which carries only the dry-
weight test and no absolute cap—simply by being styled as a “tea” or “infusion”; (ii) provide that
the “dry weight basis” measure does not apply to liquids at all; and (iii) govern beverages by an
absolute cap expressed as milligrams per sealed container and per labeled serving, set well below
1.00 mg given 7-OH’s potency, so that multi-serving bottles cannot divide a hazardous total dose
into nominally compliant units. Without these clarifications, the beverage segment is the most

likely avenue of evasion.

Hcr, Agriculture Improvement Act of 2018, Pub. L. No. 115-334, Sec. 10113 (defining hemp by reference to a 0.3% delta-9-
THC dry-weight concentration); 7 U.S.C. 16390.



IV.  Beyond the Threshold: HHS Should Recommend That Natural Mitragynine Be
Placed in Schedule 1.

The threshold is a stopgap. The durable solution is to control the alkaloid from which 7-OH
is made. FDPS respectfully urges the Secretary to prepare and transmit to the Attorney General,
under 21 U.S.C. 811(b), a scientific and medical evaluation and scheduling recommendation
concluding that mitragynine meets the criteria for Schedule I. FDPS offers its own analysis under
those criteria, which requires a finding of a high potential for abuse, no currently accepted medical
use in treatment in the United States (“CAMU”), and a lack of accepted safety for use under
medical supervision. '3

A. The Threshold Cannot Achieve Its Purpose While the Precursor Is Uncontrolled.

As Part I1I.C explains, mitragynine converts to 7-OH both in vivo and in the product. A rule
that controls 7-OH above a threshold while leaving mitragynine lawful therefore invites
predictable evasion: manufacturers can market high-mitragynine extracts that convert to hazardous
7-OH exposures, and can rely on the body’s own metabolism to deliver the opioid effect. The
recent emergence of semi-synthetic opioids built on the mitragynine scaffold—mitragynine
pseudoindoxyl and related compounds now themselves the subject of temporary scheduling—
confirms that the alkaloid is a platform for producing new opioids faster than any single-compound
threshold can keep pace.!® Controlling the precursor is the only measure that reaches the source.

B. Mitragynine Has a High Potential for Abuse.

Abuse potential is assessed through four sub-factors, each satisfied here. First, individuals

take mitragynine in amounts that hazard their health and the community. According to CDC’s

State Unintentional Drug Overdose Reporting System, mitragynine (which SUDORS records

1521 U.s.C. 812(b)(1).

163¢e Schedules of Controlled Substances: Temporary Placement of Mitragynine Pseudoindoxyl, MGM-15, and MGM-16 in
Schedule I, 91 Fed. Reg. 40,909 (July 6, 2026), Docket No. DEA-1644.

10



under the drug category Kratom/Mitragynine) was involved in 5,208 overdose deaths from 2020
through 2024, and an earlier CDC study found that, among 27,338 overdose deaths in 27 states
during July 2016-December 2017, kratom was determined to be a cause of death in 91 of 152
kratom-positive decedents, including seven in which kratom was the only substance detected.!”
Poison centers logged 1,489 kratom-related exposure calls in 2023.!8 Second, there is significant
use outside legitimate channels: mitragynine is not FDA-approved, is subject to an FDA import
alert, and is sold through smoke shops, gas stations, and the internet with no lawful medical
distribution channel.! Third, individuals overwhelmingly take mitragynine on their own initiative
rather than on medical advice—roughly 1.6 million Americans used kratom in 2023 and 5.1
million report lifetime use, essentially none pursuant to a prescription.?? Fourth, mitragynine is so
related in action to controlled opioids that it plainly shares their abuse potential: it is a G-protein-
biased partial agonist at the mu-opioid receptor whose effects are substantially mediated by its
more potent metabolite 7-OH, and it is the chemical parent of 7-OH and of the pseudoindoxyl and
MGM derivatives.?!
C. Mitragynine Has No Currently Accepted Medical Use.
A substance cannot be placed outside Schedule I unless it has a CAMU, because Schedules

IT through V are each defined to require one.??> DEA’s five-part CAMU test asks whether (i) the

Ctrs. for Disease Control & Prevention, State Unintentional Drug Overdose Reporting System (SUDORS) Dashboard: Fatal
Overdose Data (Drugs Involved: mitragynine, 2020-2024), https://www.cdc.gov/overdose-prevention/data-research/facts-
stats/sudors-dashboard-fatal-overdose-data.html (5,208 mitragynine-involved overdose deaths across participating jurisdictions,
2020-2024); Emily O'Malley Olsen et al., Notes from the Field: Unintentional Drug Overdose Deaths with Kratom Detected —
27 States, July 2016-December 2017, 68 MMWR 326 (2019).

18 America's Poison Centers, National Poison Data System (2023).
9FDA Import Alert 54-15 (detention without physical examination of dietary supplements and bulk dietary ingredients that are
or contain kratom).

20gybstance Abuse & Mental Health Servs. Admin., 2023 National Survey on Drug Use and Health, Detailed Tables, tbl. 8.1B,
https://www.samhsa.gov/data/.

21Kruegel etal., 138 J. Am. Chem. Soc. 6754 (2016), supra (mitragynine and 7-OH are partial agonists at the human mu-opioid
receptor; 7-OH ~10x more potent than mitragynine).

2221 U.S.C. 812(b)(2)(5).

11



drug’s chemistry is known and reproducible; (ii) there are adequate safety studies; (iii) there are
adequate and well-controlled studies proving efficacy; (iv) the drug is accepted by qualified
experts; and (v) the scientific evidence is widely available.?* Mitragynine fails each prong. Its
chemistry is neither known nor reproducible in the marketed product: kratom products are
chemically variable and are frequently adulterated, and FDA has found lead and nickel in kratom
products at levels unsafe for human consumption.?* There are no adequate safety studies—a 2017—
2018 multistate Salmonella outbreak linked to kratom sickened 199 people across 41 states, and a
review of Colorado death certificates identified 15 kratom-related deaths—and no adequate and
well-controlled efficacy studies for any indication.?> FDA has confirmed that “there have been no
adequate and well-controlled scientific studies involving the use of kratom as a treatment for
opioid use withdrawal or other diseases in humans.”?® No major medical society recommends
kratom or mitragynine as medicine, and FDA affirmatively warns the public against using it.

Mitragynine therefore has no currently accepted medical use under the standard that governs.

The result is no different under the two-part test HHS devised in the marijuana proceeding.
That test—under which HHS asked whether there is widespread current experience with medical
use of a substance in the United States by licensed health care practitioners operating in accordance
with implemented state-authorized programs, where the medical use is recognized by entities that

regulate the practice of medicine, and, if so, whether there is scientific support for at least one such

2357 Fed. Reg. 10,499, 10,504-06 (Mar. 26, 1992), aff’d, Alliance for Cannabis Therapeutics v. DEA, 15 F.3d 1131, 1135 (D.C.
Cir. 1994); see Grinspoon v. DEA, 828 F.2d 881, 886-91 (1st Cir. 1987) (FDA approval is not the exclusive route, but a
consensus of qualified experts is required).

24FDA, Statement and laboratory findings on heavy metals (lead and nickel) in kratom products (Nov. 2018).

25CDC, Multistate Outbreak of Salmonella Infections Linked to Kratom (2017-2018); Kate Gershman et al., Deaths in Colorado
Attributed to Kratom, 380 New Eng. J. Med. 97 (2019).

26gtatement from FDA Commissioner Scott Gottlieb, M.D., on new warning letters FDA is issuing to companies marketing

kratom (Sept. 11, 2018), https://www.fda.gov/news-events/press-announcements/statement-fda-commissioner-scott-gottlieb-md-
new-warning-letters-fda-issuing-companies-marketing.

12



use—was invented to enable marijuana to be moved to Schedule IT1.27 It is not a legitimate test for
currently accepted medical use: it substitutes state-authorized commercial distribution for the
medical consensus that Section 812(b)(1)(B) requires, and it departs from the five-part standard
the D.C. Circuit sustained. FDPS urges the Department not to entrench that test here. But the point

is academic in this instance, because mitragynine fails it too—and fails it at the threshold.

Prong one is not close. There is no implemented state-authorized program anywhere in the
United States under which licensed practitioners recommend or dispense mitragynine as medical
treatment, and no entity that regulates the practice of medicine recognizes such use. The two-part
test was constructed to draw on the state medical marijuana programs that dozens of states had
implemented; mitragynine has no counterpart whatsoever. The states that regulate kratom—
including the roughly nineteen that have enacted Kratom Consumer Protection Acts—treat it as a
consumer product subject to age, labeling, and purity requirements, not as a medicine.?® Americans
obtain mitragynine at gas stations, smoke shops, and websites—not through any practitioner-

supervised program. Because the test is conjunctive, the failure of prong one ends the inquiry.

Prong two fails as well. Even if some state-authorized medical experience existed, there
would be no scientific support for any medical use to which it could attach: FDA has confirmed
that “there have been no adequate and well-controlled scientific studies involving the use of kratom
as a treatment for opioid use withdrawal or other diseases in humans.”?® Mitragynine thus fails

both the lawful five-part standard and the permissive two-part test HHS created for a different

?7See Food & Drug Admin., Considerations for Whether Marijuana Has a Currently Accepted Medical Use in the United States
for Purposes of Section 202(b) of the Controlled Substances Act (Aug. 28, 2023); Rescheduling of Marijuana, 89 Fed. Reg.
44,597 (May 21, 2024).

28566, e.g., Miss. H.B. 1077 (2025 Reg. Sess.), supra (regulating kratom products as consumer products, with age, testing, and
content requirements); state Kratom Consumer Protection Acts (same).

293tatement from FDA Commissioner Scott Gottlieb, M.D., supra.
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substance and a different result. On any test the Department might apply, mitragynine has no
currently accepted medical use in treatment in the United States.
D. Mitragynine Lacks Accepted Safety for Use Under Medical Supervision.

Because mitragynine has never been shown safe under medical supervision—its composition
is variable, its products are adulterated with heavy metals and pathogens, and no controlled study
establishes a safe dose—it lacks accepted safety for use under medical supervision within the
meaning of 21 U.S.C. 812(b)(1)(C). The same product-integrity failures that defeat a CAMU

independently defeat any claim of accepted safety.

E. The 2016 Withdrawal Reflected Industry and Political Pressure—Not a Scientific
Finding of Safety—and Does Not Bar Action on the Current Record.

FDPS anticipates the objection that DEA and HHS previously declined to control
mitragynine. That history, examined closely, is not a scientific vindication of kratom,; it is a record
of an organized pressure campaign that halted an emergency scheduling action before the science
could be weighed. In August 2016, DEA published a notice of intent to place mitragynine and 7-
OH in Schedule I on a temporary basis.’® Within weeks, an industry-led campaign—organized by
the American Kratom Association and the Botanical Educational Alliance—generated a
demonstration near the White House and a petition exceeding 100,000 signatures. DEA withdrew
the notice of intent on October 12, 2016—the first time the agency had ever reversed a scheduling
decision after announcing it.3! Critically, DEA did not withdraw because it found mitragynine safe

or lacking in abuse potential. It withdrew to allow public comment and to await FDA’s scientific

3ONotice of Intent, 81 Fed. Reg. 59,929 (Aug. 31, 2016).

3lWithdrawal of Notice of Intent to Temporarily Place Mitragynine and 7-Hydroxymitragynine Into Schedule I, 81 Fed. Reg.
70,652 (Oct. 13, 2016); David Kroll, DEA Withdraws Kratom Ban, Opens Formal Comment Period, Forbes (Oct. 13, 2016)
(noting the campaign by the American Kratom Association and Botanical Educational Alliance, the White House demonstration,
and the 100,000-signature petition, and describing the withdrawal as the first time DEA reversed such a decision after
announcing it).

14



and medical evaluation—that is, for procedural reasons and in response to public and political

pressure, not on the merits.

The 2018 chapter is to the same effect. In August 2018, the Assistant Secretary for Health
declined to recommend scheduling, resting expressly on an asserted “relative lack of evidence”
and on the policy concern that scheduling might drive users toward more dangerous opioids—and
doing so over FDA’s contemporaneous recommendation that mitragynine and 7-OH be
controlled.’? That determination, too, was not a finding that mitragynine is safe or that it lacks a
high potential for abuse; it was a judgment about the sufficiency of the then-available evidence

and the consequences of acting, reached amid the same sustained advocacy campaign.

HHS is not bound by that earlier forbearance, and the ground has shifted decisively. Neither
the 2016 withdrawal nor the 2018 letter rested on a scientific conclusion of safety, so neither
forecloses action now. And the record has changed materially: the receptor pharmacology
establishing mitragynine and 7-OH as mu-opioid agonists—and 7-OH as mitragynine’s key active
metabolite—has since been developed; CDC’s SUDORS system now records 5,208 mitragynine-
involved overdose deaths from 2020 through 2024 (Part IV.B); and an entire market of
concentrated 7-OH and semi-synthetic opioids built on the mitragynine molecule has emerged, a
market this Department and DEA now treat as an imminent hazard. On the current record—unlike
in 2016 or 2018—mitragynine plainly satisfies each Schedule I criterion, and FDPS urges the

Secretary to weigh the science on its merits and recommend control.

CONCLUSION

321 etter from Brett P. Giroir, M.D., Assistant Secretary for Health, HHS, to DEA (Aug. 16, 2018) (recommending that
mitragynine and 7-hydroxymitragynine not be controlled “until such time as” supported by research; citing the potential public-
health risk of scheduling), publicly released in 2021; see FDA, FDA and Kratom, supra (FDA’s scientific evaluation supporting
control).
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On the threshold, FDPS urges HHS and DEA to control 7-OH without a threshold, because
no safe level has been established and any threshold invites evasion. If a threshold is nonetheless
retained, FDPS urges the agencies to set it at the lowest analytically achievable level and to treat
the proposed 0.050% / 1.00 mg figures as an outer ceiling; to express it as a share of total alkaloid
content and as absolute per-serving and per-container caps; to govern beverages by an absolute
milligram cap rather than a concentration, given that 0.050% w/v permits roughly 30 mg in a two-
ounce shot; to account for convertible precursors by testing the finished product as consumed and
adopting a total-convertible-7-OH measure; and to tie the threshold to a validated analytical
method. Beyond the threshold, FDPS urges the Secretary to recommend to the Attorney General
that natural mitragynine be placed in Schedule I, because mitragynine has a high potential for
abuse, no currently accepted medical use in treatment in the United States, and no accepted safety
for use under medical supervision. Controlling 7-OH while leaving its precursor lawful will invite

evasion; controlling mitragynine reaches the source.

Respectfully submitted,

FOUNDATION FOR DRUG POLICY SOLUTIONS

Dr. Kevin Sabet
President & CEO
Foundation for Drug Policy Solutions
Washington, DC

Dated: July 16, 2026
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