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Abstract

Testosterone supplementation has proven benefits for women but unfortunately,

to date, no Food and Drug Administration (FDA) approved product is available;

while 31 different preparations of testosterone are FDA approved for men.
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Testosterone (T) is the most abundant biologically active
gonadal hormone throughout the female lifespan.1 Yet,
testosterone has always been perceived as being the
“male” hormone. Ovaries in a woman of reproductive age
produce approximately three to four times more testos-
terone than estrogen on a daily basis.2 There is increasing
data to support the use of testosterone supplementation
for women who suffer from hypoactive sexual desire
disorder (HSDD).3 Supplemental testosterone in post-
menopausal women has been shown in multiple large,
randomized placebo controlled trials to improve sexual
desire, arousal, orgasm and overall sexual satisfaction with
minimal adverse events.4–6 There are also multiple other
studies supporting testosterone supplementation for brain
health,7 bone health,8 cardiovascular protection9 and
breast cancer protection.10 However, there remains lack of
an Food and Drug Administration (FDA) approved
testosterone product available to women. Rather, FDA
approved testosterone products exist exclusively for men.
Limiting access to testosterone for women creates a
gender bias that negatively affects their general health,
well‐being, and quality of life.

Three prior attempts have been made to obtain an
FDA approved testosterone product for women, all of
which were denied. The first was Estratest, a combina-
tion of estrogen and testosterone initially available in the
United States in 1965.11 However, over time it was re-
moved from the market even though safety and efficacy
had been documented by multiple trials.12 This was due
to the FDA enacting the Drug Efficacy Study and
Implementation regulation system. Given that Estratest

was safe, the manufacturer would have had to prove that
it is more efficacious than estrogen alone and for that
reason it was taken off the market. Shortly thereafter, a
testosterone patch called (Intrinsa) was also promoted for
FDA approval in women.13,14 The data on this product
showed significant improvements over placebo and
consequently held much promise for FDA approval.
However, it was ultimately denied approval based on
questionable theoretical concerns around androgen
safety that stemmed from data related to estrogen and
progesterone from the Women's Health Initiative Clinical
Trial.15 The most recent attempt was a product called
Libigel,16 a testosterone containing percutaneous gel.
It did not meet FDA requirements based on theoretical
concerns around long term safety. As with Intrinsa, the
need for further research limited the manufacturers
ability to meet the perceived FDA guidelines for
approval.

On the other hand, there are 31 preparations of tes-
tosterone that are FDA approved for men. These pro-
ducts are indicated for those men who have low
testosterone levels and other associated medical condi-
tions. They have been approved by the FDA based on the
manufacturer's ability to safely restore testosterone levels
to the normal male range, often with a single pivotal
open label clinical trial and with minimal safety data.
Androgel was evaluated in one multicenter randomized
parallel controlled trial of 180 days in 227 hypogonadal
men. These studies are much less scientifically valid
when compared to the larger studies performed in
women.17 This raises concerns that a double standard
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has been applied by the FDA regarding evidence required
for approval of testosterone products for men versus
women. As a result, clinicians remain unguided regard-
ing their ability to prescribe testosterone to women when
it is clinically indicated. Their only choices are limited to
off label FDA approved male product or utilize a com-
pounding pharmacy to generate the appropriate testos-
terone preparation for their patient.

Additionally concerning is a recent effort by certain
clinicians in conjunction with the FDA to limit and po-
tentially regulate how physicians use compounded bioi-
dentical hormones. In the summer of 2020 the National
Academy of Science, Engineering and Medicine (NASEM),
convened a consensus that more oversite and regulations
on prescribers and pharmacies is needed. While certainly
more data regarding the use of compounded hormone
preparations is always beneficial the NASEM conclusions
attempt to disrupt the current physician/patient relation-
ship regarding use of compounded pharmacies.

These statements and conclusions from NASEM18

were weighted more so on opinion rather than evidence.
NASEM also displayed minimal knowledge on the cur-
rent status of the various compounding pharmacies
available to clinicians. After 2012, the FDA created a
higher level of certification for compounding pharmacies
known as the 503b outsource compound facility. They
were required to meet specific and rigorous FDA stan-
dards. The 503b designation is an advanced certification
granted by the FDA and must be registered for annually.
They must follow strict CGMP (Current Good Manu-
facturing Practice) guidelines enforced by the FDA.
In lay terms, CGMP assures proper monitoring and
control of manufacturing processes and the facilities the
compounded products are made in. The 503b outsource
facility must report its compounding data twice a year
and report adverse events to the FDA. These standards
are similar to what is required by pharmaceutical man-
ufacturers. Despite this, NASEM and its proponents ap-
pear unwilling to consider (i) the natural physiologic
requirements of testosterone in women (ii) the evidence‐
based health benefits of replenishing testosterone in
women (iii) the presence of compounding pharmacies
already in place and following strict FDA standards to
ensure safe and effective delivery of these treatments.

One cannot view television for even a relatively short
length of time without seeing a commercial on erectile
dysfunction. Similar advertisements are frequently on the
internet as well. On the other hand, there remains wide-
spread ignorance on the severe quality of life issues that
women suffer from due to a lack of testosterone therapies.
This unfortunate reality is due to the significant gender
bias that exists with testosterone supplementation in

women versus men. Clinicians are currently operating in a
guidance vacuum regarding how best to manage HSDD as
well as other symptoms and disease states that we know
testosterone successfully treats. Hopefully future guidelines
will account for and offer improved approaches for the use
of testosterone in women.
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