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August 25, 2020
The Honorable Stephen Hahn, Commissioner
and
Steven Tave, Director
Office of Dietary Supplement Programs
and
Patrizia Cavazzoni, Deputy Center Director for Operations
Center for Drug Evaluation and Research

Food and Drug Administration
10001 New Hampshire Ave
Hillandale Bldg., 4th Floor
Silver Spring, MD 20993

and

10903 New Hampshire Avenue
Silver Spring, MD 20993

Dear Commissioner Hahn, Director Tave, and Deputy Center Director Cavazzoni:

The Center for Science in the Public Interest (CSPI) urges the U.S. Food and Drug
Administration (FDA) to issue warning letters and pursue enforcement action against the
manufacturers, distributors, and retailers of tianeptine, an unapproved antidepressant that
stimulates opioid receptors.

Tianeptine is a substance that is not approved as a drug for any use, does not qualify as a dietary
ingredient, is not an approved food additive, and is not generally recognized as safe.! Any
dietary supplement containing tianeptine is considered adulterated under the Federal Food, Drug,
and Cosmetic Act, and therefore cannot be sold in the United States.?

In this request, we are joined by Brandon Lackey, Chairperson, Alabama Association of
Christian Recovery Ministries—Alabama’s largest residential recovery network with the
capacity to care for more than 3000 persons. Mr. Lackey, in his 19 years of recovery services
work, continues to assist in providing comprehensive services to individuals battling drug abuse
and addiction, alcohol abuse and other problems.

The members of his state-wide network have personally observed the widespread marketing of
tianeptine throughout convenience stores in Alabama and the South. Mr. Lackey has been
advocating for a state ban on tianeptine in Alabama. According to news reports, the Alabama
State Committee of Public Health has moved to categorize tianeptine as a Schedule 11 drug,® but
Mr. Lackey remains concerned that the substance will continue to be sold as a supplement in
other states.

Tianeptine is an addictive, synthetic chemical that mimics the euphoric high, toxicity, and strong
withdrawal symptoms of opioids.* According to the Centers for Disease Control and Prevention
(CDC), tianeptine is known to have neurologic, cardiovascular, and gastrointestinal adverse
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effects that can mimic opioid toxicity and withdrawal.® The CDC has warned that people may
abuse tianeptine for its opioid-like effects and has stated that the substance can lead to addiction
and withdrawal symptoms similar to those of opioid withdrawal.®

The CDC also reports tianeptine use as a possible emerging public health risk, as there was an
increase in reports of adverse reactions to tianeptine in the United States.” Notably, the number
of tianeptine exposure calls reported by U.S. poison control centers increased from five in 2014
to 81 in 2017.% There were 470 tianeptine-related adverse events reports submitted to the FDA’s
Adverse Events Reporting System (the agency’s adverse event reporting system for drugs and
biologics) and the Center for Food Safety and Applied Nutrition (CFSAN) Adverse Event
Reporting System (CAERS).® These reports included at least 458 serious cases, of which 55
involved death.X® In 2019, more than double the amount of tianeptine-related cases were
reported to the FDA as compared to the yearly average for the period of 1998-2018.1!

The FDA previously took enforcement action against other marketers of tianeptine, stating that
supplements with tianeptine are adulterated.'> And the FDA previously warned that consumers
may inadvertently find themselves addicted to tianeptine, and that individuals should especially
avoid tianeptine supplements claiming to treat opioid use disorder.*3

In November 2018, the FDA issued warning letters to two companies for the illegal marketing of
dietary supplements containing tianeptine,'* including TIANAA Red, TIANAA White, and
TIANAA Green.'® In these letters, the FDA concluded that the offending companies were
selling “adulterated dietary supplements” and “illegal[ly] marketing...products labeled as dietary
supplements that contain tianeptine, a chemical compound that companies are illegally claiming
treats opioid use disorder (OUD), pain and anxiety, and other unlawful and unproven claims.”

Despite FDA’s previous enforcement action,'” our market scan (see note 18 for methods)*® found
that TIANAA Red and other tianeptine products continue to be widely available in Alabama and
online. For example, Jack B. Goods outlet store, a company which was subject to the November
2018 FDA enforcement action for selling TIANAA products,® continues to sell tianeptine as ZA
ZA Red? and ZA ZA Silver.?! In addition, these products are listed, sold, and/or distributed by
numerous companies, including MT Brands,??> M&J Distribution,? eBay,?* and numerous brick-
and-mortar retail locations, such as gas stations, vape stores, smoke shops, and supplement stores
(see Appendix). On June 4, 2020, Mr. Lackey shared with CSPI several pictures and locations
that demonstrate where tianeptine can be purchased (see Appendix).

Because many of the products containing tianeptine have similar bottling, labeling, and trade
dress, we believe that many of these supplements are being manufactured and distributed by just
a few companies. For example, TIANAA products—which was the subject of one of the
November 2018 FDA enforcement letters for being adulterated with tianeptine—is distributed by
MT Distribution (how MT Brands). ZA ZA Red, which lists tianeptine as an ingredient, is
distributed by M&J Distribution with similar trade dress (see Figure 1).



Figure 1: Products Distributed by MT Brands and M&J Distribution
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Enforcement action against supplements containing tianeptine should be given high priority as
the supplements take advantage of a vulnerable population—i.e., recovering or active drug
users—during a nationwide opioid epidemic.

In fact, because sales of tianeptine have become so widespread in Alabama, State Representative
Mike Holmes introduced a bill before the Alabama House that would ban the sale of tianeptine in
Alabama.?® The popularity of tianeptine increased in Alabama after its legislature prohibited the
possession or sale of kratom?*—another substance that mimics opioid effects and that is the
subject of FDA warnings.?’ As a result, it appears that there was an increase of tianeptine
products being sold in stores in the state.?®

Many of the same companies involved in selling tianeptine, also manufacture, distribute, and sell
kratom.?® Although many of these companies do not explicitly advertise their kratom or
tianeptine products as opioid alternatives or addiction treatment, it is clear that these companies
are specializing in supplements that are heavily abused by individuals who use opioids or are
recovering from opioid addiction.

Because FDA has issued enforcement letters but has yet to eliminate tianeptine sales, the agency
should continue to make enforcement action against these supplements a priority. We
respectfully urge FDA to immediately request enforcement action from the Department of
Justice against companies that continue to market, sell, and distribute products with tianeptine.

Specifically, the FDA should work with federal, state, and local officials—including the state
governors, health officers, and attorneys general—to determine which companies are involved in
the tianeptine market and the appropriate action needs to be taken to remove these dangerous
products from the market. We thank you for your efforts in this matter.

Sincerely,

Peter Lurie, MD, MPH Jensen N. Jose, J.D.

President and Executive Director Regulatory Counsel

Center for Science in the Public Interest Center for Science in the Public Interest

Laura MacCleery Brandon Lackey

Policy Director, J.D. Chairperson

Center for Science in the Public Interest Ala. Association of Christian Recovery Ministries
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cC:

Kay lvey

Alabama State Governor
600 Dexter Avenue
Montgomery, AL 36130

Steve Marshall

Alabama Attorney General
501 Washington Avenue
Montgomery, AL 36104

Scott Harris, M.D.

Alabama State Health Officer
201 Monroe St # 1552
Montgomery, AL 36104
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Appendix
Examples of Tianeptine Retailers:

CSPI has received reports that supplements with Tianeptine are commonly sold online and

throughout Alabama vape, tobacco, and gas station retailers, such as SAMCO, Shell, Chevron
and BP. Below are several examples, addresses, and pictures of retail shops selling Tianeptine
supplements. Please note that these are only a small sample of the locations where Tianeptine

can be sold.

Shell Gas Station
1488 Montgomery Hwy,
Vestavia Hills, AL 35216

SAMCO Gas stations
in Anniston, Alabama

~Unter 1\
No Tobates




Jack B. Goods Outlet Stores
https://www.jackbgoods.com/health-and-wellness/herbal-supplements-50/zaza-red-plus-extra-
strength-increase-alertness-focus-energy-15-ct-bottle-15-700mg.html
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Home ® Health & Wellness ® Horbal Supploments 50 ® ZAZA Red Plus Extra Strangth - Increase Alertness [ Focus | Energy 15 CT Bottle (15

ZAZA Red Plus Extra Strength - Increase Alertness / Focus / Energy -15 CT Bottle (15-700mg)
a Shipping Information
Click Here / Press for More Info >> ®

u Quick Ship Item
Ths product ships within 1 Business Day. Orders placed befors|

10am CST Manday-Friday. Ships Same Day!

Free Priority Shipping
This product qualifies for FREE USPS Priority Mail (2-3 Days)
Shapping. Products totaling $49 or more ship Free Site-Wide

ZaZalnc

Product Code. ZaZa-RED-ES-T00
Reward Points: 30

Availabilty. Quick Ship - 1 Business Day

$29.95

Plies, orders of $49 or more Ship Frae!
Price in reward points: 1500
Quantity Discounts

dor 25,95

https://www.jackbgoods.com/health-and-wellness/herbal-supplements-50/zaza-silver-extra-

strength-increase-alertness-focus-relaxation-15-ct-bottle-15-700mg.html?search=zaza
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Groupon:
https://www.groupon.com/deals/gg-mp-new-dietary-supplements-3-bottles-zaza-red-extra-

strength

GROUPON  cogoncs ~ @ o wmwgense B R 2 sowm -

New Dietary Supplements 3 Bottles Zaza Red Extra Strength

Share This Deal

NOT YET AVAILABILE

Ebay:
https://www.ebay.com/itm/Zaza-red-Extra-strength-1-bottle-of-15-capsule-total-15-capsule-
/2239265139437 trksid=p2385738.m4383.144720.c10&nordt=true&rt=nc&orig cvip=true

ebay - | [ - =
#0ar o bist b Desss + VEaTIng & Duptans SecuieTnts 5 Dbetan SepbeTants e
Zaza red Extra strength.(1 bottle of 15 capsule) total 15 capsule!

(B $22.99 by

'} ez $2299 —

P - |
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Ebay (Cont’d):
https://www.ebay.com/itm/Zaza-R-15-ct-Compare-to-TIANAA-and-
Tiara/164093414285?hash=item2634bach8d:q:FdYAAOSwif5eUg5n

G e

fraiegnAuy

i US$22.00/0a

EXTRA STREVGTV

¥ 3

G
- e W

The picture above lists tianeptine as an ingredient and M&J distribution as the distributor.
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