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U.S. Food & Drug Administration

Federal Docket No. FDA-2018-N-3240

“List of Bulk Drug Substances for Which There is a Clinical Need Under Section 503B of the Federal
Food, Drug, and Cosmetic Act.”

July 28, 2026

The Partnership for Safe Medicines (PSM) supports the FDA’s May 1, 2026, Federal Register docket,
which proposes to exclude semaglutide, liraglutide, and tirzepatide from the 503B bulks list.' We urge
FDA to exclude these ingredients from the bulks list, as the Agency has appropriately proposed. Doing
so would help protect patient safety and the integrity of the drug approval process when considering the
addition of substances to the 503B bulks list. Separate from the considerations specific to this docket
and the assessment of clinical need, we also highlight the significant patient safety risks associated with
compounding generally and the need for strong FDA enforcement in this space.

OVERVIEW

Outsourcing facilities may not compound drug products using a bulk drug substance unless (1) the
substance appears on the list of bulk drug substances for which there is a clinical need, i.e., the 503B
Bulks List, or (2) the substance is used to compound a drug that appears on the drug shortage list in
effect under Section 506E of the FDCA at the time of compounding, distribution, and dispensing.? 503B
outsourcing facilities have compounded GLP-1 receptor agonists, particularly semaglutide and
tirzepatide, at scale since both drugs entered shortage status in 2022. FDA’s analysis concludes that the
nominations for semaglutide, tirzepatide, and liraglutide fail to demonstrate the clinical need required
for inclusion on the 503B Bulks List. The administrative record does not establish that FDA-approved
products cannot meet the needs of the identified patient populations or that compounding these bulk
drug substances provides a clinically meaningful benefit unavailable from approved therapies. Adding
these substances to the 503B Bulks List would therefore unnecessarily expand bulk compounding
without a demonstrated clinical need while increasing patient safety risks associated with compounded
products that have not undergone FDA review for safety, effectiveness, or quality.’

Separate from the immediate assessment of clinical need, the broader compounding environment means
that not adding these substances to the 503B bulks list would be in the best interests of public health.
The rapid growth of mass compounding continues to raise serious concern, and combined with a
documented history of non-compliance by specific 503B facilities, signals that adding semaglutide,

''U.S. Food & Drug Administration, “List of Bulk Drug Substances for Which There Is a Clinical Need Under Section 503B
of the Federal Food, Drug, and Cosmetic Act, Federal Register,” Federal Register 91, no. 84 (May 1, 2026): 23431,
www.federalregister.gov/d/2026-08552.

2U.S. FDA, FDA Bulk Drug Substances Used in Compounding Under Section 503B of the FD&C Act (accessed July 28,
2026), www.fda.gov/drugs/human-drug-compounding/bulk-drug-substances-used-compounding-under-section-503b-fdc-act.
% While liraglutide (injection) remains in shortage, its status on the 503B Shortage List should not impact FDA’s clinical need
determination, as set forth in the May 1, 2026 Federal Register Notice.
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liraglutide, and tirzepatide to the bulk substances list would not address unmet clinical needs for
patients, but would instead entrench and expand existing public health risks and undermine incentives
for seeking FDA approval.

FDA’s analysis already finds the evidence for inclusion insufficient across the applicable statutory
criteria. The considerations below provide additional grounds for caution and other recommendations
for FDA to protect the public health from illegal compounded drugs.

MULTI-INGREDIENT GLP-1 COMPOUNDED PRODUCTS: NO CLINICAL NEED, NO
JUSTIFICATION FOR INCLUSION

For each of the three ingredients under review, compounding with ancillary additives is occurring at an
industrial scale in what is effectively mass sham “personalization.” The petitioner’s proposed
justification to compound them does not hold. The additives in question, including B-12 and similar
ingredients, are independently available as separate products with the same route of administration as
the compounded combination product. A patient who needs, for example, tirzepatide and B-12, can take
an FDA-approved tirzepatide product and a separate B-12 supplement. There is no clinical basis for
combining them into a single, unstudied and unapproved compounded injection.

FDA’s analysis correctly identifies the lack of evidence supporting multi-ingredient compounding for
these bulk drug substances in this context. Nothing submitted by the nominator provides sufficient
justification for why patients might need the compounded combination product over an FDA-approved
product, particularly given the additional risks to public health and patient safety.

Those risks are not theoretical. Compounded drugs have not been reviewed by FDA for safety,
effectiveness, or quality, and compounders are not subject to the same rigorous requirements as
FDA-approved medicines. FDA has stated that “compounded drugs may expose patients to potentially
serious health risks” and, therefore, “[clompounded drugs should only be used in patients whose medical
needs cannot be met by an FDA-approved drug.” To this point, strong evidence exists that this
medically unnecessary multi-ingredient compounding endangers patients. A study submitted for
publication in March 2026 serves as an example of potential risks, describing ten samples of
compounded tirzepatide B-12 products that included “a widespread and previously unidentified impurity
in compounded tirzepatide-B12 products resulting from a chemical reaction between tirzepatide and
certain analogs of B12.” This finding is significant: it suggests that the combination itself, independent
of any other factor, may generate harmful byproducts, undermining any remaining argument that
multi-ingredient compounding in this space is safe or clinically necessary.

4U.S. FDA, Compounding and the FDA: Questions and Answers (accessed June 5, 2026),

https://www.fda.gov/drugs/human-drug-compounding/compounding-and-fda-questions-and-answers.
5 Brad Jordan et al., "A Novel, Widespread Impurity in Mass-Compounded Tirzepatide/B12 Products: Potential Patient Safety

Implications," Expert Opinion on Drug Safety 25, no. 5 (2026): 837—45, doi.org/10.64898/2026.03.09.26347818.

2


https://www.medrxiv.org/content/10.64898/2026.03.09.26347818v1
https://www.medrxiv.org/content/10.64898/2026.03.09.26347818v1
https://www.fda.gov/drugs/human-drug-compounding/compounding-and-fda-questions-and-answers

2 The Partnership fc

S AFEMEDI( :IN l ;-‘ ® 1300 [ Street NW, Suite 400E, Washington, D.C., 20005
www.safemedicines.org

503BS HAVE CONTINUED TO MASS-COMPOUND GLP-1S WITHOUT SUFFICIENT
ENFORCEMENT ACTION FROM FDA

Separate from FDA’s consideration of whether these substances should be added to the 503B bulks list,
PSM notes current patient safety risks posed by blatantly illegal mass compounding of these substances
by 503B outsourcing facilities. Lack of sufficient enforcement action is evident as mass compounding
persists, putting patients’ safety at risk.

Telehealth platform announcements® and consumer-facing communications’ confirm that numerous
503Bs continued compounding GLP-1s following the end of the relevant shortages, in direct
violation of the law and FDA’s guidance. Other 503Bs® remain active suppliers’ to telehealth
companies even after FDA’s April 1 guidance' made the regulatory violation explicit. FDA must take
action against entities engaging in blatantly illegal compounding; FDA action is critical to protect
patients’ safety and maintain incentives for seeking FDA approval.

ILLEGAL GLP-1 API IS FLOODING THE U.S., AND SOME OF IT IS GOING TO 503B
OUTSOURCING FACILITIES

PSM has documented the significant quantities of GLP-1 active pharmaceutical ingredients (API) being
imported to the U.S. These imports present a supply chain risk, as the large volumes do not appear to
have a relationship to legitimate compounding needs. FDA import records from 2023-2025 show high
volumes of bulk semaglutide and tirzepatide entering the United States from non-FDA-registered
foreign facilities, frequently labeled for further compounding.'' A ten-kilogram semaglutide shipment
intercepted by CBP in May 2025 is one documented example of a pattern the import data suggests is
widespread.'? In addition to the concerns discussed above, including semaglutide, liraglutide, or
tirzepatide on the 503B bulks list could encourage further importation of suspect product to support
mass compounding practices.

8 "Fifty410 Email No Longer Selling ProRx," r/compoundedtirzepatide, Reddit, 2025,
www.reddit.com/r/compoundedtirzepatide/comments/1sg3vck/fifty410_email no longer selling prorx/.

r/gimmecare, "BPI Stopping Production of Compounded Tirzepatide," Reddit, April 23, 2026,
www.reddit.com/r/gimmecare/comments/1sspll6/bpi_stopping_production_of compounded_tirzepatide/.

8 r/Refills, "Refills.com Announcement — Important Updates (Effective Immediately),” Reddit, April 11, 2026, last modified
May 5, 2026, www.reddit.com/r/Refills/comments/1si5sqa/refillscom_announcement important updates/.

? Big Easy Weight Loss, "Pharmacy Partners," accessed June 2, 2026, joinbigeasy.com/pharmacy-partners/.

" FDA, "FDA Clarifies Policies for Compounders as National GLP-1 Supply Begins to Stabilize," last modified April 1,
2026,
www.fda.gov/drugs/drug-alerts-and-statements/fda-clarifies-policies-compounders-national-glp-1-supply-begins-stabilize.
" Partnership for Safe Medicines, Knockoff Weight Loss Drugs From Illegal Foreign Sources,” February 2025,
www.safemedicines.org/wp-content/uploads/2019/09/PSM-White-Paper-v1-PUBLIC-VERSION.pdf.

12 Partnership for Safe Medicines, "Prescription Drug Freight Fraud Report, September 2025," September 2025,
www.safemedicines.org/2025/09/prescription-freight-fraud-report-sept-2025.html.
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Where these shipments ultimately land is not fully traceable in the public record, but FDA warning
letters to outsourcing facilities in Nebraska'® and Pennsylvania'* and inspection records for facilities in
Texas" and Nevada'® cite 503Bs sourcing bulk drug substances from non-FDA-registered
establishments. This is not a hypothetical risk. It is a compliance failure FDA has already identified and
cited at named facilities. The Agency must continue enforcement action against illegally imported API
for compounding to protect patient safety.

A TRACK RECORD OF PATIENT HARM EMERGING FROM COMPOUNDED GLP-18
The public health costs of compounded GLP-1s are no longer speculative. A March 2026 study of
FDA’s Adverse Event Reporting System found that compounded GLP-1 products have higher rates of
adverse effects, safety concerns, and quality issues than FDA-approved products.'” A November 2025

petition'® filed by the California Board of Pharmacy against Empower Pharmacy documents patients
becoming ill following administration of the pharmacy's semaglutide/cyanocobalamin injections.

The human toll extends further. Recent harms linked to compounded GLP-1 treatments include the death
of a Texas woman'’, a Kentucky woman developing acute liver failure®, and hospitalizations of
residents in Illinois*' and North Carolina.?* These are not isolated incidents. Rather, PSM is concerned
they are an emerging pattern that FDA bulk substances list inclusion would accelerate.

3 U.S. FDA, "Staska Pharmaceuticals, Inc. - 699291," Warning Letter, May 5, 2025,
www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/staska-pharmaceuticals-inc-6
99291-05052025.

4U.S. FDA, "ProRx, LLC MARCS-CMS 696742," Warning Letter, March 4, 2025,
www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/prorx-11c-696742-03042025.
'3 U.S. FDA, Empower Clinic Services, LLC, dba Empower Pharmacy: Inspectional Observations (Form FDA 483), (Dallas
District Office, December 1, 2023), www.safemedicines.org/wp-content/uploads/2019/09/empower_compounded 508ed.pdf.
' U.S. FDA AnazaoHealth Corporation: Inspectional Observations (Form FDA 483 (San Francisco District Office, January
30,2015),
www.fda.gov/files/about%20fda/published/AnazaoHealth-Corporation--Las-Vegas--NV--483-Issued-1-30-2015.pdf.

7K. L. McCall et al., "Safety Analysis of Compounded GLP-1 Receptor Agonists: A Pharmacovigilance Study Using the
FDA Adverse Event Reporting System," Expert Opinion on Drug Safety 25, no. 3 (March 2026): 581-88, doi.org.

13 In the Matter of Empower Clinic Services LLC dba Empower Pharmacy, Case No. 7437, Accusation and Petition to
Revoke Probation (California Board of Pharmacy November 24, 2025),
www.pharmacy.ca.gov/enforcement/accusations/ac227437.pdf.

1 Complaint, Lauren Stash and Don Rhodes vs. Empower Clinic Services, L.L.C., Case No. 2026-24311 (D.C. Harris
County, Texas. April 10, 2026), www.safemedicines.org/wp-content/uploads/2026/04/Stash-Empower-complaint.pdf

2 Jimmie Wilson, "How Risky Can the Weight-Loss Drug Boom Be? I Learned the Hard Way," The Washington Post, March
31, 2026, www.washingtonpost.com/opinions/2026/03/3 1/weight-loss-compounding-pharmacies/.

2! Chris Ingalls, "Washington Poison Center Calls Related to GLP-1 Diet Drugs Double Since 2024," KING 5 News,
February 6, 2026,
www.king5.com/article/news/investigations/investigators/washington-poison-center-calls-glp1-diet-drugs-double-since-2024/
281-2710a947-171b-404b-adb9-10fe8da5656a.

22 Kevin Kennedy and Nate Morabito, "Popular, Powerful — and Potentially Dangerous: One Woman's Warning About DIY
GLP-1 Weight-Loss Injections," WFMY News 2, February 6, 2026,
www.wfmynews2.com/article/life/glp-1-powerful-and-potentially-dangerous-one-womans-warning-about-diy-glp-1-weight-1
oss-injections/83-429d5b9¢-a98a-4de6-a196-213203576917.
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RISKS OF MASS COMPOUNDING OFFERS LESSONS FOR THE FUTURE

The record on compounded semaglutide and tirzepatide is clear: many 503B outsourcing facilities
operate outside FDA’s explicit guidance, source unreliable API from unvetted suppliers, breaching the
U.S. pharmaceutical border security, produce medically unnecessary and untested combination products,
and continue compounding after shortages resolve and deadlines pass.” PSM agrees with FDA’s
analysis that tirzepatide, semaglutide, and liraglutide do not belong on the 503B bulks list.

In addition to not adding these substances to the 503B bulks list, we strongly encourage FDA to take
steps to prevent illegal mass compounding. Without sufficient enforcement to ensure compounding
occurs in the limited circumstances under which it is permitted, mass compounding is likely to continue
to flourish. The Agency has warned against other compounded GLP-1 drugs used for weight loss. For
example, the FDA recently issued a press release stating that retatrutide and cagrilintide—two drugs
currently under active investigation by companies seeking to generate evidence for FDA approval—
cannot be used in compounding under federal law. Nevertheless, as evidenced by FDA warning,
telehealth companies continue to directly market these substances to consumers, API distributors
continue to sell them, and outsourcing facilities continue to repackage them.* Following Foundayo’s
approval in April 2026, at least one telehealth company is already actively marketing compounded
orforglipron.”® Many players in the 503B compounding space are engaged in blatantly illegal mass
compounding, and FDA should enforce against these entities to protect the public health.

PSM therefore urges FDA to not only decline to add these three ingredients to the bulks substances list,
but also proactively take steps to enforce against illegal compounding of these and other substances.
Acting now is the most effective way to protect patients from unnecessary and undue health risks.

Sotl Cullen Satlle

Shabbir Safdar
Executive Director
The Partnership for Safe Medicines

B U.S. FDA, "ProRx, LLC MARCS-CMS 696742," Warning Letter, March 4, 2025,
www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/prorx-11c-696742-03042025.
2 U.S. FDA, "FDA's Concerns with Unapproved GLP-1 Drugs Used for Weight Loss," last modified February 4, 2026,
www.fda.gov/drugs/drug-alerts-and-statements/fdas-concerns-unapproved-glp-1-drugs-used-weight-loss.

2 Mochi Health Team, "What Is Orforglipron? The New GLP-1 Weight Loss Pill Explained," Mochi Health (blog), April 6,
2026, joinmochi.com/blogs/what-is-orforglipron-the-new-glp-1-weight-loss-pill-explained.
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