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Before the 
DRUG ENFORCEMENT ADMINISTRATION 

Washington, DC 

In the Matter of: 
Schedules of Controlled Substances: Placement of 

Tianeptine in Schedule I 

Docket No. DEA-1596 

COMMENTS OF THE FOUNDATION FOR DRUG POLICY SOLUTIONS 

SUMMARY OF COMMENT 

The Foundation for Drug Policy Solutions (“FDPS”) supports the Drug Enforcement 

Administration’s proposed rule placing tianeptine, including its isomers, esters, ethers, and salts, 

in Schedule I of the Controlled Substances Act (“CSA”).1 FDPS concurs in the eight-factor 

findings made by the Department of Health and Human Services (“HHS”) and DEA. This 

comment supplies four things the NPRM does not consider, and closes with implementation 

recommendations. 

First, FDPS presents the receptor-level pharmacology establishing that tianeptine is an opioid 

at the molecular level—evidence that forecloses the “atypical antidepressant” defense the 

regulated industry will raise. Second, FDPS identifies a hazard the NPRM does not address: 

tianeptine products have been found adulterated with synthetic cannabinoids, and the record should 

reflect that a consumer buying tianeptine is exposed to an unapproved opioid plus an unknown 

second intoxicant. Third, FDPS urges DEA to rest its currently-accepted-medical-use (“CAMU”) 

determination on the lawful five-part test and to avoid endorsing the two-part test HHS devised in 

 
1Schedules of Controlled Substances: Placement of Tianeptine in Schedule I, 91 Fed. Reg. 42,151 (July 8, 2026) (“NPRM”), 
Docket No. DEA-1596. 
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the marijuana proceeding. Fourth, FDPS explains why Schedule I is statutorily compelled rather 

than discretionary. 

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 sold to consumers under the cover of “dietary supplements” and “research chemicals.” 

Tianeptine—an unapproved opioid sold at gas station counters during a historic overdose crisis—

falls squarely within that concern. 

ANALYSIS 

I. FDPS Concurs in the Eight-Factor Findings and Does Not Restate Them. 

HHS transmitted its scientific and medical evaluation and scheduling recommendation on 

July 18, 2025, and DEA conducted its own eight-factor analysis under 21 U.S.C. 811(c). Both 
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analyses are on the docket.2 FDPS has reviewed both and concurs in their conclusions: tianeptine 

has a high potential for abuse; it produces opioid analgesia, euphoria, tolerance, dependence, 

withdrawal, respiratory depression, and death; it has no currently accepted medical use in treatment 

in the United States; and it lacks accepted safety for use under medical supervision. Factor 8 is 

neutral, as tianeptine is not an immediate precursor of a controlled substance.3 FDPS incorporates 

those findings by reference and will not rehearse them. The balance of this comment addresses 

matters the NPRM leaves unaddressed or underdeveloped. 

II. The Receptor-Level Pharmacology Forecloses the “Atypical Antidepressant” 
Defense. 

The NPRM establishes that tianeptine behaves like an opioid—morphine-trained animals 

generalize to it, and naloxone reverses its toxicity. FDPS submits that the record should also reflect 

why that is so at the molecular level, because the mechanism defeats the principal argument 

tianeptine’s defenders advance: that it is a European antidepressant being misused, rather than an 

opioid. 

In 2014, researchers using radioligand binding and cell-based functional assays demonstrated 

that tianeptine is an efficacious agonist at the mu-opioid receptor, and to a lesser degree the delta-

opioid receptor, and proposed that mu-opioid activation is the initial molecular event underlying 

tianeptine’s known effects.4 Three years later, a research group showed that tianeptine’s 

antidepressant-like behavioral effects are abolished in mu-opioid-receptor knockout mice—that is, 

 
2HHS, Basis for the Recommendation to Place Tianeptine and its Salts in Schedule I of the Controlled Substances Act (July 18, 
2025); DEA, Eight-Factor Analysis for Tianeptine, both available under “Supporting Documents,” Docket No. DEA-1596. 
321 U.S.C. 802(23), 811(c)(8). 
4Thomas C. Gassaway et al., The atypical antidepressant and neurorestorative agent tianeptine is a μ-opioid receptor agonist, 4 
Translational Psychiatry e411 (2014). 
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the therapeutic effect itself requires the opioid receptor.5 Later work localized that dependence to 

mu-opioid receptors on hippocampal GABAergic interneurons.6 A recent narrative review 

synthesizes this literature and the accompanying abuse-potential data.7 

Tianeptine is not an antidepressant that happens to be abused; it is a mu-opioid agonist whose 

antidepressant reputation is itself a product of opioid receptor activation. There is no 

pharmacological partition between the “therapeutic” tianeptine approved abroad and the “abused” 

tianeptine sold in American gas stations—they are the same drug acting on the same receptor, 

separated only by dose. Any argument that tianeptine’s non-opioid pharmacology should spare it 

from opioid scheduling is therefore unavailing, and DEA should say so expressly in the final rule 

so that the point is settled for future analogues. 

III. The NPRM Does Not Address Adulteration, Which Compounds the Hazard. 

The NPRM’s public-health discussion treats tianeptine as a discrete substance. In the 

marketplace it is not. In January 2024, following severe adverse events including seizures, loss of 

consciousness, and death, the manufacturer of the tianeptine product “Neptune’s Fix” agreed to a 

nationwide recall; FDA simultaneously warned consumers not to purchase or use any tianeptine 

product and wrote to convenience stores, gas stations, and other retailers urging them to stop 

selling such products.8 Public health authorities then identified a cluster of severe illness and 

 
5Benjamin A. Samuels et al., The Behavioral Effects of the Antidepressant Tianeptine Require the Mu-Opioid Receptor, 42 
Neuropsychopharmacology 2052 (2017). 
6Mu opioid receptors on hippocampal GABAergic interneurons are critical for the antidepressant effects of tianeptine, 
Neuropsychopharmacology (2021), PMID 34593976. 
7Tianeptine, an Antidepressant with Opioid Agonist Effects: Pharmacology and Abuse Potential, a Narrative Review (2023), 
https://pmc.ncbi.nlm.nih.gov/articles/PMC10444703/. 
8FDA, FDA Warns Consumers Not to Purchase or Use Any Tianeptine Product Due to Serious Risks (Jan. 2024), 
https://www.fda.gov/drugs/drug-alerts-and-statements/fda-warns-consumers-not-purchase-or-use-any-tianeptine-product-due-
serious-risks. 
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reported that some Neptune’s Fix lots were adulterated with synthetic cannabinoids—substances 

independently associated with seizures, hallucinations, and cardiac effects.9 

FDPS urges DEA to make this adulteration record explicit in the final rule for two reasons. 

First, it is independently probative under Factor 6: the risk to public health posed by tianeptine is 

not merely the risk of an opioid, but the risk of an opioid of unknown dose combined with an 

undisclosed second intoxicant. Second, it forecloses a foreseeable argument that tianeptine’s risks 

are “known” and therefore manageable through labeling or a dietary-supplement pathway. They 

are not knowable, because the product Americans actually buy is not the molecule the NPRM 

describes. Relatedly, bulk tianeptine has been pressed into counterfeit tablets bearing hydrocodone 

and oxycodone markings—an aggravating fact that belongs in the public-health analysis, not 

merely the enforcement narrative.10 

IV. DEA Should Rest the CAMU Determination on the Five-Part Test and Should Not 
Endorse the HHS Two-Part Test. 

The CAMU inquiry decides the schedule, and FDPS is concerned less with the outcome 

here—which is not close—than with the standard DEA invokes to reach it. The lawful standard is 

DEA’s five-part test: a drug has a currently accepted medical use only if (i) its 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.11 Tianeptine fails every prong. FDA has approved no marketing 

 
9See CDC and state health department advisories (Feb. 2024) (cluster of severe illness associated with tianeptine products; 
synthetic cannabinoid contamination identified in certain lots). 
10DEA, Eight-Factor Analysis for Tianeptine, Docket No. DEA-1596 (seizure of bulk tianeptine powder, a tableting machine, 
and counterfeit pills bearing hydrocodone and oxycodone markings). 
1157 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 to a CAMU, 
but a consensus of qualified experts is required). 
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application for it; its chemistry as sold is neither known nor reproducible; there are no adequate 

and well-controlled U.S. efficacy studies at the doses at issue; and no consensus of qualified U.S. 

experts accepts it as medicine. 

The new two-part CAMU test which HHS invented to ensure marijuana could achieve 

Schedule III status, is not a legitimate test for CAMU. However, tianeptine also fails the HHS two-

part test, which asks whether there is widespread current experience with medical use of the 

substance by licensed practitioners operating under implemented state-authorized programs, and 

whether there is scientific support for such use. FDA found no implemented state-authorized 

program for the medical use of tianeptine anywhere in the United States.12 With no FDA approval, 

no expert consensus, no adequate and well-controlled U.S. efficacy studies at the doses at issue, 

and no state medical program, tianeptine has no currently accepted medical use in treatment in the 

United States. Because tianeptine fails both standards, DEA can and should rest its determination 

on the five-part test alone, and should refrain from language endorsing the two-part test as the 

governing legal standard. Nothing in this proceeding requires DEA to entrench a test devised to 

reach a particular result in a different docket. 

Two anticipated objections fail. Foreign marketing approval does not establish a CAMU: the 

statute asks about medical use “in treatment in the United States,” 21 U.S.C. 812(b)(1)(B), and in 

any event the therapeutic dose abroad (37.5 mg per day) bears no relationship to the hundreds to 

thousands of milligrams per day consumed by Americans, so the foreign experience says nothing 

about the safety of the product actually sold here. And tianeptine’s antidepressant reputation 

cannot supply accepted safety under 21 U.S.C. 812(b)(1)(C), because tianeptine has never been 

 
12HHS, Basis for the Recommendation to Place Tianeptine and its Salts in Schedule I, supra; NPRM, 91 Fed. Reg. at 42,152–53. 
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approved or thoroughly investigated as a new drug in the United States; its safety under medical 

supervision has simply never been established. 

V. Schedule I Is Statutorily Compelled, Not Discretionary. 

Scheduling is sometimes discussed as though the Administrator selects among schedules as 

a matter of policy judgment. She does not. Schedules II through V are each defined to require that 

the drug “has a currently accepted medical use in treatment in the United States.”13 It follows that 

a substance with a high potential for abuse and no CAMU cannot lawfully be placed in Schedules 

II through V; Schedule I is the only available placement.14 Having found that tianeptine lacks a 

CAMU and lacks accepted safety under medical supervision, DEA is not choosing Schedule I—it 

is applying it. FDPS encourages the Administrator to state that reasoning expressly, both because 

it is correct and because it insulates the final rule from a challenge premised on the notion that 

DEA weighed tianeptine’s foreign therapeutic use against its abuse potential and struck a 

discretionary balance. DEA’s further determination to place tianeptine in the opioids subcategory 

of Schedule I is likewise well supported by its mu-opioid pharmacology, opioid-type withdrawal, 

and naloxone-reversible toxicity. 

VI. Implementation Recommendations. 

FDPS offers four recommendations that go beyond the proposed rule’s text. 

First, if final action is delayed, DEA should exercise its temporary scheduling authority under 

21 U.S.C. 811(h) in the interim. The statutory predicate—an imminent hazard to public safety, 

 
1321 U.S.C. 812(b)(2)–(5). 
1421 U.S.C. 812(b)(1). 
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assessed under Factors 4, 5, and 6—is plainly satisfied on this record, and tianeptine will remain 

lawfully available at retail during any extended rulemaking. 

Second, DEA should confirm that the rule’s coverage of “isomers, esters, ethers, salts, and 

salts of isomers, esters, and ethers” reaches the forms actually marketed—principally tianeptine 

sodium and tianeptine free acid—and should state that it will monitor for structurally related 

analogues marketed as tianeptine substitutes. The designer-drug market responds to scheduling by 

substitution; the final rule should anticipate that response rather than await it. 

Third, DEA should address the detection gap. CDC has observed that tianeptine is not 

routinely included in toxicological analysis and that specialized testing may be required to identify 

it, which means current mortality and morbidity figures understate the true burden.15 FDPS urges 

DEA to work with its Special Testing and Research Laboratory, the National Forensic Laboratory 

Information System, and medical examiner and coroner offices to add tianeptine to routine panels, 

so that scheduling is accompanied by the surveillance necessary to measure its effect. 

Fourth, scheduling should be paired with distribution-level enforcement. Tianeptine reaches 

consumers through convenience stores, gas stations, smoke shops, and online vendors rather than 

through pharmacies. FDPS urges DEA to coordinate with FDA—which has already issued import 

alerts, warning letters, and a blanket consumer warning—so that the final rule is enforced at the 

retail and e-commerce chokepoints where the drug is actually sold. 

CONCLUSION 

 
15Tharwat El Zahran et al., Characteristics of Tianeptine Exposures Reported to the National Poison Data System — United 
States, 2000–2017, 67 MMWR 815 (Aug. 3, 2018); see also Tianeptine Exposures Reported to United States Poison Centers, 
2015–2023 (follow-up analysis of National Poison Data System data). 
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Tianeptine is a mu-opioid agonist with no accepted medical use in the United States, sold at 

retail in unknown doses and sometimes adulterated with a second intoxicant, and it is injuring and 

killing Americans in rising numbers. The pharmacology is settled, the statutory findings are 

supported, and Schedule I is the placement the CSA requires. FDPS urges the Administrator to 

finalize the rule promptly, to rest the CAMU determination on the five-part test, and to adopt the 

implementation measures described above. 

Respectfully submitted, 

FOUNDATION FOR DRUG POLICY SOLUTIONS 

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

Dated: July 16, 2026 


