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July 22, 2026

Dockets Management Staff (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Rm. 1061
Rockville, MD 20852

Re: Docket No. FDA-2025-N-6895; Bulk Drug Substances Nominated for Inclusion on the
Section 503A Bulk Drug Substances List (Nominated Peptide Substances); Pharmacy
Compounding Advisory Committee Meeting of July 23-24, 2026

Dear Members of the Pharmacy Compounding Advisory Committee:

The Biotechnology Innovation Organization (“BlO”) appreciates the opportunity to submit these
comments in advance of the Pharmacy Compounding Advisory Committee (the “Committee”)
meeting scheduled for July 23-24, 2026, concerning whether seven unapproved peptide
substances (collectively, the “nominated peptides”) should be added to the list of bulk drug
substances that may be used to compound human drugs under section 503A of the Federal Food,
Drug, and Cosmetic Act (“FDCA”) (the “503A Bulks List”)."

BIO is the premier biotechnology advocacy organization representing biotech companies,
industry leaders, and state biotech associations in the United States and more than 35 countries
around the globe. BIO members range from biotech start-ups to some of the world’s largest
biopharmaceutical companies — all united by the same goal: to develop medical and scientific
breakthroughs that prevent and fight disease, restore health, and improve patients’ lives. Because
our members devote years of research and enormous investment to generating the evidence FDA
requires before a medicine reaches patients, BIO has a direct and substantial interest in ensuring
that the 503A Bulks List remains a narrow, evidence-based pathway and is not used to circumvent
the drug-approval process.

BIO writes to express its concerns about these nominations and to encourage the Committee to
align with FDA’s sound preliminary assessment that none of the nominated peptides should be
added to the 503A Bulks List at this time. As explained below, listing these substances would (i)
transform an established, evidence-based regulatory framework that ensures the American
people receive safe and effective treatments into a mechanism that could diminish the role of FDA
drug-approval process; (ii) expose patients to unacceptable and, in several respects,
uncharacterized safety risks; (iii) bypass the calibrated approval pathways Congress and FDA
have already established to provide access to promising unapproved therapies based on a

1See Pharmacy Compounding Advisory Committee; Notice of Meeting; Establishment of a Public Docket; Request for
Comments, 91 Fed. Reg. 20465 (Apr. 16, 2026) (Docket No. FDA-2025-N-6895) (meeting of July 23-24, 2026).
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considered benefit-risk assessment and genuine patient need; (iv) erode the incentives for
scientific and clinical innovation on which America’s biopharmaceutical leadership depends; (v)
run directly counter to this Administration’s stated priorities of securing the U.S. pharmaceutical
supply chain and reducing the Nation’s dependence on unapproved active pharmaceutical
ingredients sourced from China and; (vi) undermine the U.S. FDA as the global gold standard for
drug regulation.

. FDA Should Not Permit the 503A Bulks List to Become a Mechanism that could
Diminish the Role of the Drug-Approval Process.

The bedrock of the American drug system is FDA's review and approval of new drugs before they
may be sold to patients. This gold-standard framework requires developers to generate rigorous
evidence of safety, effectiveness, and quality. Section 503A is a deliberately narrow exception to
that framework because compounded drugs from these institutions are intended to be utilized on
a small scale. It exempts qualifying compounded drugs from three core safeguards: premarket
approval under section 505, adequate-directions-for-use labeling under section 502(f)(1), and the
supply-chain-security requirements of the Drug Supply Chain Security Act. The 503A Bulks List
is the narrow gateway that permits compounding from a bulk substance that is neither the subject
of a USP or NF monograph nor a component of an FDA-approved drug, and FDA may add a
substance only through notice-and-comment rulemaking after weighing the four criteria at 21
C.F.R. § 216.23(c): physical and chemical characterization, safety, effectiveness, and historical
use.?FDA has already applied those criteria to the nominated peptides and reached a preliminary
assessment that none should be listed. That determination is neither novel nor surprising: in 2023,
after reviewing these nominations, FDA placed each of these substances in Category 2 of its
interim policy finding, for several, that the record was too thin even to determine whether a
resulting compounded drug would harm patients.?

To list substances that cannot satisfy § 216.23(c) would stand the statutory scheme on its head.
It would convert an evidence-based gateway into an alternative route to market for drugs that
have never met the standards Congress requires of innovator and generic products alike. It could
set a concerning precedent, inviting repeated efforts to use the Bulks List as a shortcut around
the approval process whenever an unapproved substance attracts sufficient commercial (and

2 See List of Bulk Drug Substances That Can Be Used To Compound Drug Products in Accordance With Section
503A of the Federal Food, Drug, and Cosmetic Act, 84 Fed. Reg. 4696, 4697 (Feb. 19, 2019) (to be codified at 21
C.F.R. pt. 216). Section 503A is codified at 21 U.S.C. § 353a, and the criteria FDA applies in evaluating substances
for the 503A Bulks List appear at 21 C.F.R. § 216.23(c).

3 See U.S. Food & Drug Admin., Certain Bulk Drug Substances for Use in Compounding That May Present
Significant Safety Risks, https://web.archive.org/web/20260123084551/https://www.fda.gov/drugs/human-drug-
compounding/certain-bulk-drug-substances-use-compounding-may-present-significant-safety-risks (archived Jan. 23,
2026, 8:45:51 UTC); U.S. Food & Drug Admin., Interim Policy on Compounding Using Bulk Drug Substances Under
Section 503A of the Federal Food, Drug, and Cosmetic Act Guidance for Industry (2025).
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social media) demand. The compounding framework was not intended to serve as a parallel
pathway for broad access to products lacking the level of evidence typically required through FDA
approval.

Il Listing the Nominated Peptides Would Expose Patients to Unacceptable Safety
Risks.

Because compounded drugs made from listed substances are exempt from current good
manufacturing practice requirements, FDA premarket review, and adequate-directions-for-use
labeling, FDA has long recognized that they pose a higher risk to patients than FDA-approved
drugs.* Those risks are especially acute here. The evaluation of the nominated peptides has been
based predominately on nonclinical data, with little or no controlled human evidence establishing
safety, effectiveness, or even an appropriate dose for the nominated uses. For four of the seven,
there are no known clinical studies assessing safety by any route of administration. Placing such
substances into routine patient care would shift unresolved questions of safety and dosing out of
controlled research and into the clinic, effectively making patients the first meaningful test of
whether these products are safe.

The risk profile is compounded by two further features. First, FDA has identified a risk of
immunogenicity for six of the seven substances. Immunogenic reactions can range from loss of
efficacy to anaphylaxis, and to neutralizing antibodies that cross-react with a patient’'s own
endogenous peptides. Further, the analytical methods needed to detect and control the peptide-
related impurities that drive such reactions typically exceed the routine capabilities of
compounding facilities. Second, six of the seven substances are intended predominantly for
injection, where any failure of sterility, purity, potency, or stability is delivered directly into the
body, bypassing the barriers that mitigate the consequences of contamination by other routes.

These patient safety hazards may be challenging to address fully within the existing oversight
system. Section 503A compounders are not required to register their facilities with FDA, are
exempt from the Drug Supply Chain Security Act’'s track-and-trace requirements and are not
subject to any uniform adverse-event-reporting requirement; primary oversight rests with state
boards of pharmacy whose resources are already stretched thin. A listing would flood that system
with new, high-risk injectable products while doing nothing to expand the capacity to police them.

Finally, listing would foster a damaging misperception. Consumers may reasonably interpret a
substance’s presence on a bulks list for a finding that FDA has determined the product to be safe
and effective. Given the aggressive direct-to-consumer marketing of these unapproved peptide
drugs in the wellness, performance, longevity, and weight-management markets, a listing would

4 FDA has repeatedly explained that compounded drugs are not FDA-approved and pose a higher risk to patients
than FDA-approved drug products. See, e.g., U.S. Food & Drug Admin., Compounding and the FDA: Questions and
Answers, https://www.fda.gov/drugs/human-drug-compounding/compounding-and-fda-questions-and-answers.
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be exploited as a perceived signal of regulatory legitimacy and would draw still more patients to
unproven products, including for the many uses that have never been evaluated.

lil. Congress and FDA Have Already Established Calibrated Pathways to Provide
Access Based on Benefit-Risk and Genuine Patient Need.

Some proponents contend that patients want access to these peptides. But the law already
supplies the appropriate, benefit-risk-calibrated tools for access to therapies that are under
development, none of which requires use of the Bulks List.

Where a substance shows genuine therapeutic promise but lacks adequate evidence, the proper
pathway is a controlled clinical study under an investigational new drug (IND) application, which
subjects the product and study to informed consent, institutional review board oversight, defined
study protocols, FDA supervision, and adverse-event reporting. These are the very protections
that 503A compounding lacks.

For individual patients with serious or life-threatening conditions who cannot enroll in a trial, FDA’s
expanded access (“compassionate use”) program and the federal Right to Try Act already provide
mechanisms to obtain investigational products.

These pathways share a defining feature the Bulks List route lacks: each preserves an evidence-
based, patient-protective evaluation of benefit and risk. Routing mass-market demand through
the Bulks List would bypass that evaluation, and it would not make these products safe; it would
merely attach an unwarranted implication of FDA legitimacy to substances whose risks remain
uncharacterized. The existence of these tailored pathways confirms that there is neither a need
nor a sound basis to repurpose the Bulks List as a substitute for the approval process. More
fundamentally, these pathways help ensure that clinical evidence is generated to evaluate the
safety, effectiveness, and appropriate use of investigational therapies. The question is not simply
whether patients can access these substances today, but whether incentives remain aligned to
support the evidence needed to inform patient care in the future

Iv. Mass Compounding of Unapproved Substances Undermines the Incentives that
Drive Biopharmaceutical Innovation.

America’s leadership in biopharmaceutical innovation rests on a straightforward compact:
companies (many of them small, pre-revenue biotech start-ups of the kind BIO represents) invest
enormous time and capital, and accept extraordinary scientific and financial risk, to generate the
rigorous clinical evidence FDA requires, in exchange for a fair, predictable, evidence-based
pathway to market. That framework supports not only innovation, but also the broader ecosystem
of scientific research and investment that depends on confidence that generating rigorous
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evidence remains the pathway to broad patient access. Developing a single new medicine
commonly takes well over a decade and can cost billions of dollars, and the large majority of
candidates that enter clinical testing never reach patients. That system is grounded in science
and controlled clinical trials and is the engine that has driven unparallelled medical advancements
by producing safe, effective, and genuinely novel therapies.

Allowing the large-scale manufacture of compounded drugs from unapproved substances could
weaken that longstanding policy framework. The potential impact on innovation incentives is not
merely theoretical. Every signal that an unapproved substance can reach a mass market through
compounding without trials, without approval, and without the accompanying obligations,
diminishes the incentive to undertake the disciplined clinical research that generates real
evidence of safety and effectiveness, including for the very indications toward which several of
these peptides are marketed and for which approved and investigational therapies already exist
or are in active development. Protecting the integrity of the approval pathway is, therefore, a
precondition for the continued flow of innovative medicines to patients.

V. Listing These Peptides Would Run Counter to the Administration’s
Pharmaceutical Supply-Chain and China Policies.

The nominated peptides are not manufactured to FDA-approved standards. A substantial share
of the supply of these peptides originates in China. Adding these substances to the 503A Bulks
List would not encourage U.S. manufacturing and clinical trial leadership as the administration
has correctly championed. Instead, implementing FDA’s proposed additions to the compounding
bills list would channel intense consumer and commercial demand into the exact unapproved,
largely China-based API supply that current U.S. national policy is working to stop. More
fundamentally, the issue is not solely the origin of these products, but whether policy incentives
are aligned with pathways that support evidence generation, regulatory oversight, and supply-
chain resilience. At a time when the Administration is prioritizing domestic pharmaceutical
manufacturing and biomedical innovation, policies should encourage investment in FDA-
regulated development and trusted domestic manufacturing capacity while helping ensure that
patient access is supported by appropriate evidence and oversight

This Administration has made securing the U.S. pharmaceutical supply chain and reducing
dependence on foreign and adversary-nation API, an express priority. Executive Order 14293,
“‘Regulatory Relief To Promote Domestic Production of Critical Medicines” (May 5, 2025), directs
agencies to facilitate domestic manufacturing of prescription drugs and their key ingredients.® The
Executive Order of August 13, 2025, “Ensuring American Pharmaceutical Supply Chain
Resilience by Filling the Strategic Active Pharmaceutical Ingredients Reserve,” expressly targets
the Nation’s overreliance on foreign sources of API, noting that only about ten percent of the APIs

5 Exec. Order No. 14293, Regulatory Relief To Promote Domestic Production of Critical Medicines, 90 Fed. Reg.
19615 (May 5, 2025).
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used in the United States are manufactured domestically.® The Administration has reinforced
these measures with enforcement actions aimed at foreign pharmaceutical inputs, and at China
in particular.

Listing the nominated peptides would strongly undercut those objectives. It would legitimize and
expand a market currently served by unapproved foreign API rather than reducing the Nation’s
exposure to it. The concern is heightened by investigative findings showing that proceeds from
U.S. online peptide sales have flowed to China-based manufacturers of fentanyl precursors that
are now diversifying into the peptide trade.” A listing on the Bulks List would risk strengthening,
rather than disrupting, some of the illicit supply chains that federal policy seeks to dismantle.

If FDA is concerned that constrained compounding access would push patients toward foreign
black-market sources, the answer lies in enforcement, not in premature listing.

VI. Listing These Peptides Would Undermine the US FDA as the Global Gold Standard
for Drug Regulation.

FDA's position as the global gold standard for drug regulation is built on decades of rigorous,
evidence-based decision-making and the consistent application of standards for safety,
effectiveness, and quality. Maintaining that leadership is essential not only to American health,
safety, and prosperity, but also to the broader global regulatory ecosystem. The Agency's
credibility, and the trust it commands from patients, healthcare providers, researchers, investors,
innovators, and regulators around the world, rests on confidence that products receiving FDA
recognition have been evaluated through established evidence-based standards.

FDA's influence extends well beyond the United States. Once the FDA determines the safety and
efficacy of a new treatment for patients, numerous global regulators rely on this trusted
assessment when making their own approval decisions.® As a result, FDA approval serves as a
global signal of scientific rigor and regulatory credibility, shaping investment, development, and
access to decisions across jurisdictions. The next phase of regulatory competition will hinge less
on who approves the most drugs and more on who commands trust—from patients, from financial
markets, and from other regulators.® FDA's leadership is therefore not merely a matter of

6 Exec. Order No. 14336, Ensuring American Pharmaceutical Supply Chain Resilience by Filling the Strategic Active
Pharmaceutical Ingredients Reserve, 90 Fed. Reg. 40223 (Aug. 13, 2025).

7 See Tina Reed, Axios, Chinese fentanyl makers find new U.S. market in peptides (July 7, 2026)
https://www.axios.com/2026/07/07/chinese-fentanyl-makers-pivot-peptides.

8 Lawrence Liberti & Eunjoo Pacifici, The FDA'’s Pivotal Role in Global Therapeutic Product Availability, 47 CLINICAL
THERAPEUTICS 478, 478 (2025).

9 Damien Ng, Lond. Sch. of Econ. Bus. Rev., How different drug regulators construct global authority — and why it
matters for firms (2026).
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reputation; it helps shape global scientific, regulatory, and investment expectations and depends
on confidence that the Agency's standards will continue to be applied consistently and predictably.

Adding these nominated peptides to the 503A Bulks List despite the absence of adequate
evidence could blur the distinction between FDA-reviewed therapies and unapproved substances
that have not met FDA's standards. Preserving the integrity of FDA's evidence-based framework
is therefore important not only for protecting patients, but also for maintaining U.S. leadership in
drug regulation and the credibility that underpins that leadership worldwide

VI. Conclusion.

For the foregoing reasons, BIO respectfully urges the Committee to align with FDA’s preliminary
assessment and to recommend that none of the nominated peptide substances, in free base or
acetate form, be added to the 503A Bulks List for any of the indications identified in the Federal
Register notice for this meeting. The 503A Bulks List should remain what Congress designed it
to be: a narrow, evidence-based pathway for genuine, individualized patient need and not an
alternative route for broad access to unapproved drug products outside the established FDA
review process. Preserving the integrity of the FDA approval framework is essential not only to
protecting patients, but also to sustaining the scientific credibility, investment environment, and
regulatory leadership that have made the United States the world's leading center for biomedical
innovation. BIO appreciates the Committee’s consideration of these comments and stands ready
to serve as a resource to the Committee and to FDA on these important patient-safety and public-
health issues.

Respectfully submitted,

Is/

Annetta Beauregard

Senior Vice President, Science & Regulatory Affairs
Biotechnology Innovation Organization

Is/

Joseph B. Franklin

Chief Legal & Policy Officer
Biotechnology Innovation Organization



