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A Matter of Opinion

Should you prescribe testosterone
replacement, and when is it
warranted?
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About 1 million men
are turning to tes-
tosterone therapy in

hopes of restoring

vitality and slowing
the aging process.
By age 60, about
one in five men have
testosterone levels
lower than what's
normal for younger
men, although no
one knows whether
these levels are low
for men their age.
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Jow servm T lesels, the tisk lorce reconm-
menids, The Endocrine Society defined
these levels as those clearly below the lower
lienit of pormald for healthy, young men.

The veality of clinical practice s many
older men have symproms and signs of
deficiency, In addition, ireating only
those sympromatic patients in the very
Toow Tinits of mormal wonaled leswe our o sigs
nificant number of people we can help.

Iy my opinion, this approach diesn’
stress the benelits that patienis vilue in
favor of purported risk. Now, increasingly,
clinical experience with T supplementation
is showing greater safew. In fact, some
rescarch indicates there may be no risk
at all of prostate cancer” Anather study
shows that men with low T levels have an
BE percent increase in sk ol death com-
pared with these whio lad novmal levels,

1t is becoming more difficult for the
clinician to avoid the issue and retean o
the old stndlws: “Not enough is known
about salery™ and “first, do no hoarm.”™ o
my opinion, the choice not w oreat could
b mewre harmdul than reatment.

Patient Assessment

Thint being said, it is illegal o prescribe
androgens lor sports performance or
cosmetic miscle enhancement. Thus, we
need to document the disgnosis of hypo-
gonadism and list those svmptoms and
signs that support the diagnosis,

The decision to reat with T is not an
easy ones In G, many psvehological and
physiological processes affect all of the
signs and symproms of hypogonadism,
These processes could be the sole canse
of the problem.”

For excumple, an abese sedentary man
with poor nuriton could present with
sarcopenia (e, decreased muscle mass),
miiscle weakness, increased hody B, insu-
lin resistance, metabolic smdrome, osteo-
penia, impaired cognitive function and
decressed libido,

An older man with these symptoms
likely would have low serum T, predici-
able, in part, because of his age alone,
All of these changes have been demon-
stranedd vo improve with T, vet all of these
changes could be simply a consequence
of fitness and nutrition issues. All could
be improved with changes in fitness and
niutrition, withoul using hormones,

In addition, clinical manifestations of

hypogonudism are sommetimes a resull of

other catises, Low serum T isell can be

a resilt of several medical conditions,
including diibetes mellitus, lver disease,
hetmochromatosis and obesity, especially
with increased abdominal G Lower T
levels also have been assocties] with sev
el medicatons, including ketoconaeole,
citetidine and glicocorncoids, Smoking
and chronic alcohol use lower T levels.
These confounding issues of cause oflen
combine and are not easy o extrpolane.

Heavy aleohol use, for exanmple, i inde-
pendently associated with bone demin-
eralieation, and thus, can influence body
composition, nuirition, erectile fune-
tion and mood. In additon, excessive
aleohol affeas esticular production of
. Obviously, restoring T levels without
addressing alcoholism woulel Bl o addiress
thie fundmenial cise of the imbalance,

However, in both of these patient
examples, T could, with lifestyle changes,
accelerte the improvement. Tdeally, one
would like o know what imbalinces in
mile hormones look like clinically and
how 1o assess them (key indicators), as
well as where they come from (genetics,
diet, nutrition, environmental toxins,
stress). 1o reality, this is not possible for
the majority of patients because canses
and indicators overlap.

Thies, elinicians need w0 understmd the
patient as i whole person, notas a seces of
parameters, To come o a diagnosis, phy-
sicians should measure morning wial T
levels with a reliable assay, according 1o the
Endocrine Society, The society ilso recom-
mend retesting patients who are border-
line low, since these levels may chiunge.

It's imporant w consider that all T
meastres are not e sone., T is nearly all
bound to sex hormone binding globu-
lin (SHBG) and more loosely bouned o
albumin, However, some tests caleulate
free T hased on o measure of bioaailable
T, serum albumin and SHBG,

Genetic variations in SHBG allow
Tor tight ar loose binding of T, which
can result in less or more bioactive T,
Caleulated values do not thke these
variations into account, rendering
them less accurite. Many Libs will offer
a platform-based test, but 1 recomimencd
spending more on the LC/MS/MS test,
which means liquid chromatography tol-
lowed by mass specrroscopy, and then
again run through mass spectroscopy,
This is the gold standard because it mea-
sures the free T most velinbly and limits
CrossTeaction contamination.””
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LAB VALUES TO NOTE

When prescribing T therapy, you need
1o consider the following hormones:
Testosterone. When measuring

testosterone (T) levels, you should
document the time since the last dose.
This will help you interpret a given
serum hormone level, If the patient
takes T cream wwice daily, for example,
he should hold his moming dose and
have the blood drawn in the moming,
about 12 hours from the last dose.

If he takes only one dose every 24
hours, be sure to consistently check
the level at the same time, Be aware
that comparing T levels from blood
drawn 24, 12 or sometimes one hour
after cream application can cause big
changes in the serum level.

Estradiol. These measures before
and after therapy can indicate the
conversion from T to estradiol, This
is important because it indicates the
activity of the patient’s aromatase
enzyme. 5till, measurements of estra-
diol in men require a sensitive accu-
rate measure for low concentrations.

Too much estrogen can mediate
the effects of T, and low levels of
estrogen can affect neurons and bone
and may lead to loss of teeth. In my
experience, lowering the T dosages
usually still delivers benefits, while
limiting the potential adverse effects
of using another medication to solve
the problem.

DHT. Tisconverted to dihydro-
testosterone ([OHT) by the enzyme 5
alpha-reductase. DHT blood levels are:
about one-tenth of T levels, but the
potency of DHT in bio-assays Is at least
twice that of T. In some patients who
start T supplementation, DHT rises
dramatically and disproportionately
to T, This, we monitor DHT levels to
ensure proper prostate differentiation
and function.

I DHT levels rise, make sure the
patient Isn't applying T near the
groin. He shouldn't apply the topi-
cal anywhere from the waist to the
knees. Having excluded that issue,
patients with high DHT levels and
perhaps any patient at risk of benign
prastatic hypertrophy, could use saw
palmetto or finasteride. Both inhikit
5 alpha-reductase enzymes.

—Dan Cosgrove, MO




Applications for T Replacement
T is ot wailable orally except as modified compounds that are
hepatotoxic. Oral roches and buccal patches are being investi-
mnted and are available from some compounding pharmacies.
Medical professionals have prescribed tentanthate or cypi-
onate injections for decades to replace T but Lind thar paticnts
may have dilficulty with the injections, the marked swing of
serum Jevel peaks and roughs, as well as tissue damage, with
prestential fibrosis from repeat injections.

T application is also available in a pach. One of the first was
a serotal patch. However, T application near the groin usually
results in unwanted higher DHT levels, apparently due 1o an
increased concentration of the S-alpha reduetase eneyme subou-
mneously near the groin, Now, physicians recommened patients
apply patches 1o the upper osa.

Yuches are not my first choice for treatment because they
can lose their adhesion and irrie the skin. Patches also are
limited for titrtion of the dose. D prefer using T gel as a delivery
method in most cases and often o w reliable compounding
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pharmacies for my prescription. Compounding pharmacies
often provide it less expensive alternative 1o the branded gels.

1 ypically recommend 50 mg T per gram of cream. [ generally
recommentd patients apply 1 gram wwice daily. 1T men prefer o
take a single dose, we can double the concemration,

Follow-up and Reassessment

Once men begin using T gel, they retarn in two weeks for a
review of potential adverse effects, such as aggression. As physi-
cians, we should discuss perecived benefits, such as libido, desire
o exercise or any chunge in Gigue and energy,

We dzw Lib tests at twio weeks, just e be certain the dose is
correct, We miy notice the level remains low at 200300 ng/
dl, which is common, However, we can check back in six 1o
12 months for more accurate clinical and lab evaluation. By
this time, men should feel maintained subjective changes in
mood, well-being, libido and evectile function, Body compo-
sition, weight and changes in muscle strength provide more
objective measires.

At six months, we also obtain a PSA 1o determine risk of pros-
e cancer, We consider PSA thar increases to more tham (0.6 2
rapid rise. Although PSA reference ranges are often less than 4,
we acled a0 serum free PSACE the level is greater than 2.5. This
offers greater sensitvity in early derection of prostate cancer,

Some experts believe there's no associaion bemween T and
cancer, but one study did show thatwsmall portion of those who
ook T got a more aggressive prostate cancer.” Thus, ics abways
gondd 1o be vigilint

We also monitor hemoglobin change. Many men on T have
hemoglobin creep up from 15 grams o nearly 20 grams since T
stimulates ervthropoiesis. At 17 grams, | encourage patients o
tlonate blood o lower iron levels, T therapy is not a contraingdi-
cation for most blood banks. If the patient has a suong hemato-
poietic response to T, he may need 1o give a unit of blood once
o twice annually,

I have seen iron deliciency in patients, but most men do not
hawe this problem. Beciuse iron is a potent oxidant, lowering the
irom level through blood donation s an adeded benefit

[ also recommentd ordering baseline serum towl and free T,
DHT, estradiol and DHEAS. Some costsensitive patients may
ot want to measure all these hormones in follow-up. Mostly, U'm
looking for high or low amounts of conversion of T w estradiol or
DHT. (See sidelar on previous page. )

Hormones are potent and incréise virions cellilar processes,
When those processes are imbalanced, increasing hormone activ
ity iy magnify the imbalanee and do more haom than good,

Thus, the cavalier prescription for a potent hormone without
follow-up invites rouble. At my clinic, we insist on a protocol
that requires Ieseline screening tests and the patient’s commit-
ment for follow-up, In this way, we can document the degree of
response to thempy, B
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