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Understanding the Controversy Regarding Treatment
of Age-Related Testosterone Deficiency

Abraham Morgentaler”

In this volume of Androgens: Clinical Research and from other groups,®” make no such distinction based
Therapeutics (the Journal), we present the Journal’s on etiology of TD, and recommend treatment for
first point-counterpoint on one of the key issues in those with characteristic symptoms and/or signs of
the field, namely whether testosterone (T) therapy TD confirmed by low serum T levels.

(TTh) should be offered to men with what has been As Dr. Traish ably explains,” the biological effects
called “age-related hypogonadism.”" Writing in and symptoms of TD occur from reduced levels of T,
favor of treatment for men with age-related testoster- regardless of underlying etiology. So, it has been per-
one deficiency (TD) is Abdulmaged Traish, MBA, plexing to clinicians and researchers alike why the
PhD, Editor-in-Chief of the Journal? and arguing FDA would take the position that a man with a pitui-
against treatment of these men are Christine Nguyen, tary tumor and a low serum T level would merit treat-
MD, and colleagues from the Food and Drug Adminis- ment, but a man without a pituitary tumor would not

tration (FDA) in the United States.’ merit treatment, even with identical symptoms and
The Journal is delighted to have such prominent au- serum T levels.
thors express their views, and, in particular, we appre- The responsibilities and history of the FDA shed

ciate. Dr. Nguyen and colleagues from the FDA some light on this question. The Food, Drug, and Cos-
engaging in this timely and much needed scientific de- metic Act signed by President Franklin Delano Roose-
bate to explain their position to the public. Indeed, this  velt on June 25, 1938, brought drugs, medical devices,
debate largely exists because of the FDA, which appears and cosmetics under the FDA’s control, requiring ap-
to have coined the phrase “age-related hypogonadism” proval for all new drugs and labels for their safe use.
in a 2015 publication in which several of the same au- It is a federal consumer protection agency that was cre-
thors argued that TTh use should be restricted to men ated after highly publicized episodes of deaths and inju-
with specific long-known causes of TD and should not ries from previously unregulated products marketed to
be offered to men without those specific conditions. the public. As stated on the FDA’s website, its mission
Nguyen and colleagues suggested that low T levels oc-  statement begins with, “The Food and Drug Adminis-
curred in men without these known conditions “for no  tration is responsible for protecting the public health by
discernable reason other than older age.”" ensuring the safety, efficacy, and security of human and
The controversy arises because professional society veterinary drugs, biological products, and medical de-
guidelines from prominent medical groups such as vices...” (emphasis added).® The fact that the word
the Endocrine Society” and the American Urological “safety” precedes “efficacy” is consistent with the pri-
Association,” as well as clinical recommendations mary goal of protecting public health. In contrast,
health care providers are focused on the care of the in-
7‘Terminology note: The Journal prefers and encourages use of the term dividual patient, and the calculus Ofbeneﬁts Versus pO-
“testosterone deficiency” over the older and less specific term, “hypogonadism.” tential harms may differ based on this approach.
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The history of the FDA’s relationship with TTh may
also play a role. T products have been available since the
mid-1930s, but it has only been in the past 20 years that
T products were prescribed to symptomatic but other-
wise reasonably healthy men with low T levels,” what
the FDA now refers to as men with age-related hypogo-
nadism. Although this change in prescribing reflects
the relatively recent recognition that men without
structural anatomical abnormalities, genetic abnormal-
ities, or toxin exposure may still suffer from TD and
benefit from TTh, it would be understandable if the
dramatic increase in rates of prescribing of a medica-
tion under the purview of the FDA would cause a de-
gree of consternation in that regulatory body.

Another key to understanding the mystery of the
FDA’s position appears to be its interpretation of
study results regarding the benefits of TTh. Whereas
publication of results of the T trials'®'" has been widely
hailed as confirming previous research showing TTh
has a remarkably wide range of benefits in multiple do-
mains, including sexual desire, sexual activity, mood,
physical activity, bone mineral density, and anemia,
Nguyen and colleagues appear to minimize the impor-
tance of those results. They write, “For most of these
measures, the publications reported no improvements
with testosterone therapies, and for others, the results
were of uncertain clinical benefit.”*> Although it is diffi-
cult to square the actual results of these sets of studies
with the descriptions by Nguyen and colleagues,” their
apparent belief that TTh provides negligible benefits
appears central to their conclusion that TTh use is
not merited in the vast majority of men with TD,
namely, men with age-related TD.

For the FDA, the safety of any medication is para-
mount, as it should be. In this regard, Nguyen and col-
leagues describe the new finding of small elevations in
mean blood pressures noted with ambulatory monitor-
ing for two TTh products during drug submission stud-
ies and were recently approved with a black box warning
regarding risk of hypertension.” Although this result
was a surprise to the scientific community, it must
also be noted that in the recently published T4DM
study in which 1007 men with abnormal glucose toler-
ance tests were randomized to 2 years of either T unde-
canoate injections or placebo, the differences in mean
systolic and diastolic pressures did not differ between
the T and placebo groups.'” Longitudinal registry stud-
ies have shown a decrease in blood pressure values over
time."” To explain these disparate findings, one must
wonder whether there may be a mild transient adverse
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effect of TTh on blood pressure, perhaps due to fluid re-
tention, which resolves with prolonged use.

One of the curiosities of modern medicine is that no
one is in charge of scientific “truth.” There is no univer-
sally respected wise guru of medicine, like a medical
Yoda from the Star Wars movie series, to provide either
the big picture of what the thrust of data show, nor guid-
ance on the details. Instead, we rely on fragmented often
contradictory views from what we consider trusted
sources: what we learned in medical school from teach-
ers or textbooks, professional medical organizations,
and the latest articles published in leading journals.
The degree of contradictory information in medical
opinion may lead the average clinician to throw up his
or her hands and say, “I don’t know what to believe.”
In this state of chaos, the FDA has often been regarded
as an arbiter of medical science, and the position of the
FDA with regard to TTh, as described by Nguyen and
colleagues,3 has an outsized impact. For this reason, it
is imperative for those involved in clinical work or re-
search involving TTh in men with TD to be familiar
with the arguments by Nguyen and colleagues’ as pre-
sented in this volume of the Journal, as well as the
strengths and weaknesses of those arguments.

The FDA is a critically important government insti-
tution charged with the protection of our public health.
Yet it must be emphasized that its role is to regulate the
pharmaceutical industry, and not health care providers.
It bears emphasis that the FDA is not involved with the
practice of medicine. Yet the medical community and
insurance companies pay close attention to the FDA’s
positions, and insurance companies frequently restrict
coverage based on FDA labels, especially if it helps
their bottom line.

Although pressures on a regulatory agency such as
the FDA differ substantially from those of health care
providers and medical groups, it is to be hoped that
the entirety of the scientific community, including the
FDA, will soon come to recognize the importance of
TTh not only for its symptomatic benefits in men
with age-related TD, but also for its impact on general
health. T encourage everyone interested in TD and its
treatment to read the excellent articles by Traish® and
by Nguyen and colleagues.’
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Abbreviations Used
FDA = Food and Drug Administration

T = testosterone
TD = testosterone deficiency
TTh = testosterone therapy
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