Do No Harm

Filed Electronically
February 10, 2026

The Commissioner of Food and Drugs

c/o Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Rm. 1061

Rockville, MD 20852

Re: Do No Harm's Comment on the Citizen Petition Pursuant to 21 C.F.R. § 10.30
Requesting the FDA (A) Open a Docket, (B) Hold a Part 15 Public Hearing Regarding the
Off-Label Use of Estrogen in Natal Males for Gender Affirmation, and (C) Consider
Regulatory Action Including a Boxed Warning Under 21 C.F.R. § 201.80(e) (Docket #FDA-
2025-P-7321, filed December 23, 2025)

Dear Commissioner,

Do No Harm is a nationwide organization composed of medical professionals and
others dedicated to protecting healthcare from identity politics. We accomplish our
mission through education and advocacy about the divisive and discriminatory ideology
increasingly embedded within medical education, training, research, practice, and policy.

Consistent with that mission, Do No Harm believes that medicine should follow the
evidence, not fashionable political trends. To that end, we are concerned by the sharp rise
in recent years in the off-label use of estrogen in natal males, particularly youth, to alter
secondary sex characteristics for gender-identity purposes. Yet, as the recent HHS
umbrella review showed,' these interventions offer no demonstrated benefit for children—
and evidence for the risks of harms continues to grow.

As signers of the Citizen Petition we echo our support for a Part 15 hearing to gather
testimony from patients, parents, and experts alike regarding the harms of estrogen in natal
males. It is critical for requlators to hear these accounts firsthand to understand the gravity
of the issue. We likewise hope the FDA will consider the recommendations outlined in the
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Citizen Petition, particularly as they relate to a boxed warning, comprehensive safety
review, and adverse event reporting.

It goes without saying that hormones have powerful effects, especially when taken
outside normal physiological levels. While estradiol is the principal endogenous estrogenin
females, males normally have levels below 30 pg/ml—one-fifth to one-tenth the level found
in premenopausal women.* 3 For gender dysphoria in males, the Endocrine Society
recommends an estradiol level of 100 to 200 pg/ml, about 5 to 10 times higher than that
found in a normal male.*

Taken at these levels, estrogen’s effects are significant in men. For one, estrogen
interferes with testicular functionincluding sperm production, which may cause infertility.*
® Cardiovascular risks are also multiple from venous thromboembolism to increases in
triglycerides.” 8 An increased risk for stroke is also evident, as are increased risk for
testicular cancer, invasive breast cancer, and thyroid cancer.® ™™ "2 % Fyrther, in terms of
adolescents, it is not completely understood how opposite sex hormones impact a youth's
brain and mental health (including, but not limited to mood swings, emotional changes, and
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depression), particularly in the long term. Longer follow-up studies are needed to better
understand adverse cognitive effects of opposite sex hormones.™

Advocates of so-called “gender affirming care” also recognize these significant risks.
UCLA Health's “Taking Estrogen for Gender Affirmation” lists a series of possible risks due
to estrogen, while also stating that “we are still learning about the long-term health of
people who take estrogen for gender affirmation.”™® Cornell Health has a similar guide noting
a multitude of possible side effects and risks of estrogen use in males."® The Mayo Clinic
likewise notes a series of risks associated with feminizing hormone therapy."”

The evidence from both the literature and clinical practice shows that the risks
associated with estrogen use in natal males are well-documented and significant.
Physicians prescribing estrogen and males receiving estrogen must be fully informed of
these potential adverse effects. Unfortunately, current labeling for estrogen-containing
products does not adequately warn clinicians or patients about the dangers associated
with this off-label use, undermining informed consent and patient safety. We urge careful
attention to this issue of growing magnitude and public health importance.

Respectfully submitted,

Kurt Miceli, MD
Chief Medical Officer
Do No Harm
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