Congress of the United States

Washington, BDE 20515

October 17, 2025

The Honorable Martin A. Makary, M.D., M.P.H.
Commissioner

U.S. Food & Drug Administration

10903 New Hampshire Avenue

Silver Spring, MD 20993

RE: Proposed Reclassification of Desiccated Thyroid Extract (DTE) as a Biologic

Dear Commissioner Makary:

We write to thank you for your commitment to ensuring access to desiccated porcine thyroid (DPT),
commonly known as desiccated thyroid extract (DTE), for all Americans.! While we understand
and appreciate the U.S. Food & Drug Administration’s (FDA’s) interest in the first-ever approval of
a DTE product, we believe DTE should be classified as a drug instead of a biological product.
Indeed, because it is unlawful to compound a biological product, this classification would leave
potentially millions of patients without a therapy that has been relied upon for decades when the
newly approved product(s) are not appropriate for patients.

DTE has been prescribed for the treatment of hypothyroidism since the late 1800s, decades before
the establishment of the FDA, and the product is relied upon by hundreds of thousands, if not
millions, of Americans to this day. The proposal to regulate DTE as a biologic appears to rest on
the fact that it contains thyroglobulin, a naturally occurring protein in porcine thyroid glands. Yet
thyroglobulin is not the active component of DTE. The clinical benefit comes from two well-
understood small molecule hormones, levothyroxine (T4) and liothyronine (T3).

By FDA’s own long-standing guidance, a drug product that contains a protein only as an inactive
ingredient is not considered a “biological product” under section 351 of the Public Health Service
(PHS) Act. Section 351(i) of the PHS Act defines “biological product” as follows:

(1) The term “biological product” means a virus, therapeutic serum, toxin, antitoxin, vaccine,
blood, blood component or derivative, allergenic product, protein, or analogous product, or
arsphenamine or derivative of arsphenamine (or any other trivalent organic arsenic
compound), applicable to the prevention, treatment, or cure of a disease or condition of
human beings.

In FDA guidance the Agency asserts that a drug product that contains a protein only as an inactive
ingredient is not considered to be a “protein” for purposes of the statutory definition of “biological
product.” 2

1

https://x.com/DrMakaryFDA/status/1955783788040159558
2 “The ‘Deemed to Be a License’ Provision of the BPCI Act; Questions and Answers Guidance for Industry,” March

2020, p. 5. https://www.fda.gov/media/135838/download
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For example, FDA has stated that a product formulated with human serum albumin as an inactive
ingredient is not considered a protein for purposes of biologic classification.” Any amounts of
thyroglobulin present in DTE should be considered inactive, since it is not intended to furnish
pharmacological activity, but instead functions as a precursor and storage molecule for thyroid
hormones.

Moreover, DTE does not meet the compendial or labeling standards that would support FDA’s
claim. The official United States Pharmacopeia (USP) monograph for Thyroid USP does not
identify or quantify thyroglobulin, nor do the labels of currently marketed DTE products. FDA’s
prior letters to state boards of pharmacy identified no clinical relevance of thyroglobulin in
compounded or manufactured DTE.

Despite these facts, FDA has announced that after a 12-month enforcement discretion period, DTE
manufacturers must either secure a Biologics License Application (BLA) or direct patients to
levothyroxine and/or liothyronine. This requirement is unworkable and could result in only one
manufacturer achieving licensure, creating a monopoly, driving up costs, and jeopardizing supply. It
also would prohibit compounding pharmacies from preparing DTE formulations, eliminating access
for patients who require custom dosages not commercially available.

Congress specifically provided statutory authority for licensed pharmacists and physicians to
compound drug products using bulk substances that meet applicable USP monographs, including
Thyroid USP.

Unfortunately, this proposal was issued without a public process to resolve these issues in
collaboration with industry and patient stakeholders. We note and appreciate FDA’s transparency
when it published the List of Approved NDAs for Biological Products That Were Deemed to be
BLAs on March 23,2020 — a process that included multiple public comment periods on issues
surrounding FDA’s transition of drug products to biologics and FDA’s interpretation of what is
considered a biologic. We encourage the Agency to rescind this proposal and pursue a similar
process with respect to DTE.

Given these issues, we respectfully urge the FDA to:

e Retract its proposal to reclassify DTE as a biologic and pursue a public process to resolve
the aforementioned issues;

e Clarify that thyroglobulin in DTE is an inactive ingredient and cannot serve as a basis for
biologic classification; and

e Preserve access for both commercially manufactured and compounded DTE products on
which patients have safely relied for more than a century.

Forcing desiccated thyroid extract products into a biologics framework is at odds with FDA’s
statement on biologic classification, eliminates compounding as an option for these patients and
would severely limit patient access.
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We support a pathway for FDA approval of thyroid therapies — but it must be the right pathway,
one that reflects the science, and keeps patient access front and center.

We look forward to working with you to meet these goals, and would appreciate the opportunity to

discuss these concerns with you by October 31, 2025. Thank you for your attention to this critical
matter, and for your commitment to ensuring access to DTE.

Sincerely,
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Diana Harshbarger, Pharm.D. Earl L. "Buddy" Carter
Member of Congress Member of Congress




