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Testosterone and Disease Mongering
What do these conditions have in common?
Adult ADHD

Shyness

And now The Andropause

Antibiotics do

NOT

Unhappiness
Baldness, male pattern
Restless legs
Female Sexual Dysfunction
Thinning bones

All are examples of Disease Mongering!

help
acute bronchitis
ß-blockers in
post-MI
save
lives

Avoid these expensive
“me-too” drugs:
Intermezzo
Vimovo
Livalo
Pristiq
Viibyrd
Edarbi
Daliresp

Pill splitters save
BIG

on the

Generic Marquee

Cymbaltaduloxetine
Avaproirbesartan
Tricorfenofibrate micronized
Aciphexrabeprazole
Diovan HCTvalsartan/HCTZ
Atacand HCTcandesartan/HCTZ
Evistaraloxifene

Three Basic Strategies of Disease Mongering
1) Lower the threshold for diagnosis. The Low T campaign suggests that it is abnormal to have a
testosterone level below 300-350 ng/dl and that makes 26%-50% of American males over 45
candidates for T. Convince well people that they are ill and slightly sick people that they are very
ill!
2) Raise the stakes so people want to be tested. “Low T causes low energy, lack of sex drive,
irritability, brittle bones, bad mood…. death.”
3) Spin the evidence about the benefits of the product, but rarely mention the side effects.
The Low T campaign has simply chosen to ignore the data that we do have.

Testosterone and the little We Know
1) For a very small group of young men (<50 years old), who do not produce adequate amounts of
testosterone (hypogonadism, also hypothalamus and pituitary etiologies), replacement therapy is
life changing.
2) In normal men, testosterone levels peak in the decade between ages 20-30 years and then
began to fall at a rate of 1-2 percent per year.
3) Many older men with “low” testosterone levels are relatively asymptomatic or their symptoms
cannot be easily distinguished from other causes- like having birthdays. What is a “normal”
testosterone level in a 65-year-old man? We do not know.
4) The modest benefits of testosterone treatment on increasing muscle mass and strength, as well
as increased bone mineral density seem to be clear, but whether these benefits are associated
with prevention of fractures and reduction in fall rate is not known.
5) Low libido is a poor predictor of testosterone levels; age alone plays a larger role.

The Institute of Medicine Review of Testosterone
 Testosterone therapy results in only small improvements in lean body mass and body fat.
 Testosterone therapy results in small improvements in libido, but not on erectile function or sexual
satisfaction.
 Testosterone therapy results in inconsistent or no effect on weight and depression.

What little do we know about T: The Studies
Effect of Testosterone Replacement on Response to Sildenafil in Men with Erectile Dysfunction.
(Ann Int Med 2012; 157-168)
 RCT, double blind, placebo controlled trial of 140 men with ED and total testosterone levels
<330ng/dl. Sildenafil levels were optimized and then 70 participants were randomly assigned to
14 weeks of daily transdermal gel (10 gm of testosterone) and 70 men were given a placebo gel.
 Results: Administration of sildenafil alone was associated with a substantial improvement in
erectile dysfunction score, but change in erectile dysfunction score after randomization did not
differ between the two groups. Adding T did not improve ED.
Basara et al NEJM 2010 363:109-122
 A small RCT of T gel on muscle strength was discontinued early as there was an increased
number of CV events in men over 65.
Xul et al BMC Med 2013 11:108
 Meta-analysis of a number of very small RCTs (27 trials, 2994 predominantly older men) followed
for > 12 weeks.
 The odds ratio was 1.54 for a CV event in men taking testosterone vs. those not taking T.

 For non-pharmaceutical company sponsored trials, the relative risk of cardiovascular events for
patients on T was 2.06 versus 0.89 for pharmaceutical company sponsored trials.
Vigen et al JAMA 2013 310: 1829-1836
 8709 men with low testosterone levels (less than 300 ng per dl) undergoing coronary angiography
during 2005-2011.
 Of these men, 1223 started testosterone replacement therapy. Individuals included in the analysis
had a high rate of comorbidities, with 20% having a prior MI, 50% having diabetes, more than
80% having coronary artery disease.
 Results: At the end of 3 years, 19.9% of those that did not receive testosterone and 25.7% of
those who did receive testosterone had the combined endpoint of death, myocardial infarction or
ischemic stroke.
Finkle et al PLoS One, January 29, 2014
 This is a cohort study created from a medication database of 55,593 men who received an initial
prescription for testosterone.
 The authors compared the incidence rate of MI in the 90 days following the initial prescription with
the rate in the one year prior to the initial prescription.
 They also compared the post/pre MI rates in a cohort of 167,279 men prescribed
phosphodiesterase type 5 inhibitors (PDE5I; Viagra or Cialis).
 Results:
o For all subjects, the post /pre prescription MI rate ratio for those receiving a testosterone
prescription was 1.36.
o In men aged 65 years and older, the relative risk or MI was 2.19 for those receiving a
testosterone prescription.
o The relative risk of MI for those receiving a testosterone prescription increased with age
from 0.95 for men under age 55, to 3.43 for those men greater than 75 years.
o In men under age 65 years, excess risk of MI was confined to those men with a prior
history of heart disease, with a relative risk of 2.90 for those receiving a testosterone
prescription.
o Men treated with Viagra/Cialis had similar rates of myocardial infarction before and after
introduction of these drugs.

My Take:
 Is this another sex hormone promotion gone awry?
 We need the results of the large, long term RCT that is in the works, but that will not be available
for another 2-3 years.
 Until that time, clinicians should be advised to include serious cardiovascular events in their
discussion with patients as a potential risk of testosterone therapy, particularly for men with preexisting cardiovascular disease and all men over 65 years of age.
 Finally, there are no data to suggest that testosterone initiates prostate cancer, but there are
studies that suggest that T may accelerate prostate cancer growth. If I were going to prescribe
testosterone (and I am not), I would check serial PSAs on patients.
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