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Here’s a common scenario that 
can lead to a treatment dilemma: 
During a routine primary care 

visit, a male patient in his sixties or sev-
enties mentions that he is experiencing 
erectile dysfunction (ED). A review of 
his history may reveal manifestations 
of vascular insufficiency (stroke, myo-
cardial infarction, angina, or peripheral 
arterial disease) that suggest a general-
ized atherosclerotic process is contrib-
uting to the problem. You also may 
learn of such contributing factors as 
use of medications associated with ED 
(including various antihypertensives) 
or excessive alcohol use. 

Eventually, though, laboratory test-
ing—including measurement of the 
hormones testosterone, follicle-stimu-
lating hormone (FSH), luteinizing 
hormone (LH), and prolactin—will 
be performed. Very often the serum 
testosterone results will come back on 
the low side, accompanied by FSH and 
LH values that are either low or normal 
and a normal prolactin level. 

What to do now? Well, it depends 
on just how low the testosterone is. 
If it’s below 100 mg/dL or above 300 
mg/dL, there’s no need to press on with 
a free testosterone level, a bioavailable 
testosterone level, or a free androgen 
index. Levels below 100 mg/dL are 
unequivocally low and those above 
300 mg/dL are unequivocally normal. 
When the patient’s level falls between 
100 and 300 mg/dL, however, it is 
necessary to get one of these additional 
studies in order to rule out the possibil-
ity of a relative deficiency of the bind-
ing protein for testosterone known as 
sex steroid binding globulin (SSBG).

Let’s assume that this patient does, 
indeed, have a low testosterone level. 
So our next step should be to replace 

the missing hormone, right? After all, 
that’s what we do when we identify 
clinical syndromes involving low levels 
of thyroid hormones, adrenal hor-
mones, or insulin.

Actually, it’s not quite that simple. 
The unfortunate fact is that we don’t 
really know whether testosterone 
replacement therapy does more good 
than harm to an aging man. 

True, the therapy may have some 
positive effects for the patient in our 
scenario. It might make him feel a 
little stronger, younger, and healthier 
while increasing his muscle strength—
although these results are unlikely to 
be dramatic. And we can be certain 
that it will strengthen his bones, espe-
cially if dual energy x-ray absorptiom-
etry studies have shown some degree 
of osteopenia or osteoporosis.1

But testosterone replacement ther-
apy is unlikely to improve the patient’s 
ED. One of the phosphodiesterase type 
5 inhibitors—sildenafil, vardenafil, or 
tadalafil—probably would be much 
more helpful in this regard.

And testosterone replacement ther-
apy could have some disadvantages, 
especially with regard to its stimula-
tion of prostate tissue. There is clear 
evidence that the therapy can worsen 
urinary symptoms of benign prostatic 
hyperplasia (BPH), such as hesitancy, 
frequency, and urgency.2 Another pos-
sibility—which is potentially more  
serious but not yet verified by data— 
is that it may fuel the growth of unde-
tected prostate cancer. We know that 
the growth of prostate cancer is par-
tially due to testosterone. And a major 
modality of prostate cancer treatment is 
androgen deprivation therapy.

Another concern is that the therapy 
might increase overall cardiovascular 

risk, which certainly would be a sig-
nificant drawback for aging men. We 
don’t have any evidence on how the 
therapy affects cardiovascular risk over 
the long term, but some data indicate 
that it may carry “guilt by association.” 
For example, we know that testoster-
one reduces high-density lipoprotein 
levels modestly. And we know that it 
can unmask or exacerbate sleep apnea,3 
which is one of the many clinical con-
ditions known to accompany the fea-
tures of metabolic syndrome. 

With all these factors in mind, let’s 
return to the question of whether 
the patient described here should be 
treated with testosterone replacement 
therapy. According to clinical practice 
guidelines published recently by The 
Endocrine Society, the answer is this:  
If he wants to try it and he has no  
significant symptoms of BPH, a trial  
of the therapy is reasonable.4 If the 
patient is less than enthusiastic about 
testosterone replacement, however, it 
seems equally appropriate to forgo  
this therapy.  

Incidentally, the testosterone 
replacement dilemma is not unlike the 
debate over estrogen replacement in 
aging women. For many years, we were 
pretty confident that we were doing 
the right thing by passing out estrogens 
fairly routinely to postmenopausal 
women—until the findings of the 
Women’s Health Initiative (WHI) sug-
gested an increased risk of heart dis-
ease and other cardiovascular events.5 
Since then, more penetrating analysis 
of WHI data has confused the picture 
further, suggesting that women actu-
ally may receive some cardioprotective 
benefit from estrogen replacement in 
the immediate postmenopausal period.6 
Even so, our old, simplistic faith in the 
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after the group sessions. Only 6% 
of the patients seen at the group ap-
pointments required podiatry consul-
tations for acute foot problems. 

the final word
The utilization of foot-SIGMA elimi-
nated the need for patients to wait 
more than 30 days for an appoint-
ment, allowing us to do today’s work 
today. This reduced the amount of 
negative patient comments about 
diabetic foot appointments and freed 
up needed clinician time and ex-
amination rooms. By teaching self-
care to patients and teaching proper 
screening to PCPs, group sessions 
reduced demand to the point that 
their frequency could be reduced 
from twice to once weekly. More-
over, education on vital self-care 
for the diabetic foot facilitated self- 
monitoring and early detection of 
problems. ●
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automatic benefits of replacing hor-
mones that decline normally with age 
has been shaken. 

The field clearly is crying out for a 
long-term, randomized, controlled trial 
of testosterone replacement therapy 
similar to the WHI—but with a better 
experimental design. Unfortunately, no 
such trials are on the horizon. It seems 
likely that, for the foreseeable future, 
we’ll have to continue making tough, 
case-by-case decisions regarding testos-
terone replacement without the help of 
strong data. ●
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