
https://www.regulations.gov/commenton/FDA-2025-N-2589-0001 
 
Whom It May Concern, 
  
On behalf of the American Urogynecologic Society we respectfully submit this public comment in support of 
revising the Black Box warning on low-dose topical vaginal estrogen products. 
  
Low-dose topical vaginal estrogen therapies are safe and effective treatments for genitourinary syndrome of 
menopause, recurrent urinary tract infections, and other gynecologic conditions. The current Black Box 
warning misrepresents the risk profile of these products by attributing adverse effects to these medications 
when such risks have not been substantiated in formulations with minimal systemic absorption. Specifically, 
the warning that the low-dose topical use of vaginal estrogen can cause endometrial cancer, cardiovascular 
disorders, breast cancer and probable dementia is not evidence-based.  
  
The current warning is largely based on data extrapolated from the Women’s Health Initiative (WHI) trial, 
which primarily studied systemic hormone therapies initiated in a high-risk population already in their 60s. 
This extrapolation is inappropriate and misleading, as it fails to account for the pharmacokinetic distinctions 
between systemic and local estrogen therapies. Clinical and pharmacologic evidence consistently 
demonstrates that low-dose topical vaginal estrogen is associated with serum estradiol levels within a 
postmenopausal range. Specifically, WHI analyses of low-dose topical vaginal estrogen actually refute the 
claims on the Black Box warning label. The labelling of low-dose topical vaginal estrogen should emphasize 
information from studies of low-dose topical vaginal estrogen, and not data from systemic estrogen. This 
suggestion is based on the precedent set by other drugs, including lidocaine, where a Black Box warning may 
be on one formulation but not another, and the risks emphasized in the labeling are specific to that 
formulation. 
  
This current inaccurate labeling of low-dose topical vaginal estrogen has harmful real-world consequences. 
Many postmenopausal patients experience avoidable morbidity due to fear and confusion generated by the 
current warning. These fears prevent appropriate use of a highly effective treatment, ultimately 
compromising the well-being of millions of affected women. For example, vaginal estrogen is an incredibly 
effective non-antibiotic option to prevent recurrent urinary tract infections in postmenopausal patients. 
However, many patients decline this therapy when they read that vaginal estrogen can give them cancer, 
heart disease, and dementia. This leads to unnecessary urinary tract infections and the overuse of 
antibiotics, with widespread implications on antimicrobial resistance in our communities. 
  
In light of the substantial evidence supporting the safety and efficacy of low-dose vaginal estrogen 
products—and the clear distinction from systemic estrogen therapies—we urge the FDA to reconsider the 
Black Box warning on low-dose topical vaginal estrogen formulations. It would be appropriate to maintain 
that genital bleeding should be reported to a provider. Furthermore, amongst women with a history of breast 
cancer on aromatase inhibitors, the evidence surrounding the risks and benefits of various formulations of 
vaginal estrogen (ring, tabled, cream) should be reviewed with the patient and their Oncologist prior to use. 
  
Respectfully submitted, 
  
The American Urogynecologic Society 
www.augs.org 
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