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CORRESPONDENCE

Hormone Therapy for Postmenopausal Women

TO THE EDITOR: In an assessment of therapies to
treat the symptoms of menopause, Pinkerton
(Jan. 30 issue)' dismisses compounded therapies
(except for those used in patients with allergies
or when there is a medical need for unusual dos-
ing regimens), and she notes safety concerns.
This blanket generalization overlooks the sub-
stantial Food and Drug Administration (FDA)
oversight established by the 2013 Drug Quality
and Security Act (DQSA).

Contrary to Pinkerton's assertion of “minimal
government regulation and monitoring,” the drug
outsourcing facilities supervised under the DQSA
must register with the FDA, be subject to regular
unannounced inspections, comply with Current
Good Manufacturing Practices, and use FDA-
regulated ingredients. Patients have depended
on compounders and outsourcing facilities for
decades to provide the customized formulations
that work well for them, along with counseling
on use of the compounded medication. I am
extremely concerned about the potential conse-
quences for women who use these therapies of
disregarding this sector in its entirety owing to
unfounded safety concerns.
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TO THE EDITOR: In her article on hormone ther-
apy, Pinkerton focused on data from the Women's
Health Initiative and did not mention the Danish
Osteoporosis Prevention Study, which randomly
assigned 1006 recently postmenopausal or peri-
menopausal women to estradiol or no estradiol
for 11 vears and followed them for 16 years.
Women who received estradiol had significantly
lower mortality (among 15 women vs. 26 women)
and a significantly lower incidence of myocardial
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infarction (5 vs. 11) than women who did not
receive estradiol, without an increase in the inci-
dence of cancer (36 and 39, respectively), venous
thromboembolism (2 and 1), or stroke (11 and 14).*
The article by Pinkerton also did not address
sexual dysfunction® or menopause-related cogni-
tive impairment,’ which has been reported to be
present in 60% of perimenopausal and post-
menopausal women.”* Subjective reports of symp-
toms are confirmed by objective evidence of de-
creases in measures of verbal memory, episodic
memory, list learning, verbal fluency, or execu-
tive functioning.™ Lack of awareness among
physicians of this association between memory
loss and menopause may have disastrous conse-
quences for menopausal women, including the
misdiagnosis of dementia in women with these
symptoms.’
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THE AUTHOR REPLIES: Schwartz notes concerns
about the recommendation to avoid the use of
compounded therapies except in special circum-
stances. The 2013 DQSA provides national licen-
sure standards and FDA inspections for out-
sourcing wholesale distributors and third-party
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logistics providers who ship across state lines.'
Compounding pharmacies that are not outsourc-
ing providers are monitored by states, with wide
variability in oversight.! The Pharmacy Com-
pounding Accreditation Board assesses voluntary
compliance with sterile and nonsterile pharmacy
compounding processes. Major medical societies,
including the American Medical Association, the
American College of Obstetricians and Gynecol-
ogists, and the North American Menopause Soci-
ety, recommend against compounded hormone
therapies owing to safety concerns regarding
overdosing or underdosing, impurities, the lack of
sterility, insufficient scientific efficacy and safety
data, and the lack of labels providing informa-
tion on dosing, ingredients, and risks.

FDA-approved bioidentical therapies include
systemic and vaginal estrogen and progesterone
and vaginal dehydroepiandrosterone. Medical in-
dications for compounded hormone therapies
should be documented.!? For example, oral pro-
gesterone should not be used in patients with
peanut allergy, preservative-free vaginal estrogen
may be warranted, pellets with supraphysiologic
levels of testosterone for sexual disorders are not
recommended, and special dosing or formula-
tions may be required. Federal and state over-
sight is needed for increased transparency about
compounded product ingredients, financial con-
flicts of interest, and monitoring of adverse
events.

With respect to the comments by Devi and
colleagues: since the Danish Osteoporosis Pre-
vention Study was open label, did not involve a
placebo, and was much smaller than the Wom-
en's Health Initiative, the data are less robust.
Devi et al. also call attention to the effects of
menopause on sexual function and memory.
Systemic and vaginal estrogen improve lubrica-
tion and blood flow and decrease the symptoms
of genitourinary syndrome of menopause and
painful sex, without effects on sexual interest,

arousal, or orgasm beyond reduced vasomotor
symptoms.® For women with low libido, trans-
dermal estrogen is recommended because it has
less effect on testosterone bioavailability than
oral hormone therapy.

Memory problems during menopause (e.g.,
forgetfulness, losing keys, and difficulty concen-
trating or retrieving names) are usually not as-
sociated with clinically significant impairment.
Treatment of depression, anxiety, and sleep dis-
turbances, increased concentration to focus at
tention, and increased exercise may decrease
memory problems.’ Neuropsychological testing
is recommended if cognitive symptoms interfere
with daily life.* Estrogen has been associated
with improved cognition after early surgical
menopause,’ has neutral effects if used early in
postmenopausal women,"* and may worsen
memory if initiated in patients older than 65
years of age.? Hormone therapy is not recom-
mended to prevent or treat cognitive dysfunction
or decline.
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