
The FDA has announced today (01/31/14) that it will evaluate risks of FDA approved Testosterone 
products with regards to strokes and heart attacks; the FDA evaluation is related to a “cohort 
observational” study released this past November. C4MH strongly believes that the dozens of 
published “controlled clinical” studies by major institutions around the world support TRT and remain 

the standard as they are based on science and not “observational” data collection.   

Below is C4MH’s response to the “study” by James DeRespino, M.D. founder and medical director: 

The problems with the recent JAMA published testosterone study: 

First of all, this is an OBSERVATIONAL cohort study.  Observational studies can survey large numbers 
of patients very cheaply, since all they do is use computers to check retrospective variables in large 
patient groups.  It is in no way a CONTROLLED CLINICAL TRIAL.  All this type of study can do is 
make broad observations that Controlled Clinical Trials may or may not bear out.  More often than 
not, the results of observational studies are NOT borne out by a real Trial.  All they do is incite fear 

through media frenzy, and then hope to get funding for a real clinical trial. 

As a silly example, I could review the charts of 1000 men who had heart attacks and see if they had 
credit card receipts indicating they had purchased a cordless drill (not whether they actually used the 
drill, or how often they used it, or the battery size, etc).  I would then check to see how many of drill 
or no-drill group patients were alive after 3 years.  The results could then indicate that buying a 
cordless was a risk factor for heart attack. 

This study utilized no chart review.  They found 8,709 VA patients who underwent coronary 
angiography (cath) and then isolated the 1,223 of these who were prescribed testosterone and 

compared the groups. 

     1.  By starting with men who had coronary angiograms, you are selecting out a sicker group.  
There is no chart review of why they had angiograms, and the results were broadly lumped into 
either minimal blockage (<20%) or blockage (>20%).  There is no mention of valve disease, ejection 

fraction, etc. 

    In a previous (2012) similar VA observational study by Shores et al, 28 investigators noted a 39% 
reduction in mortality risk among patients treated with testosterone therapy. Of course, the media 
ignored this study because it would not get ratings. (study abstract at bottom) 

    2.  The testosterone group was identified by VA pharmacy receipts.  It is not known if the 
testosterone was actually taken (it is assumed), if it was taken correctly, or how much was given.  In 
fact they do not know if any of the testosterone patients actually received testosterone, only that 
they were billed for it.  They make a further assumption on the length of therapy based on refill 
receipts (it is not known whether therapy was interrupted). 

    3.  Co-variables, such as prior MI (Heart Attack), CABG (Coronary artery bypass grafting) , 
diabetes, hypertension were identified via ICD-9 codes (diagnostic codes) and were given statistical 
weighting, but were left purposely vague (i.e. "diabetes" is a co-variable, but it is not mentioned if 
mild, severe, insulin dependent, pills only, poor compliance, etc).  If the authors tried to make the 
groups match up more precisely then the groups with matching characteristics would be much 
smaller, and the "conclusions" not valid.  It is in their best interest to keep the study purposely 

vague. 



    There was no standardization of entry data possible, as this is a retrospective study (i.e. what 
defined a myocardial infarction - EKG changes, angiographic evidence of blockage, minor elevation of 
cardiac enzymes)? 

     4.  17.6% of the testosterone patients filled only one prescription.  60% of the testosterone 
patients had a second level checked and the average baseline total testosterone increased from 175 

to 332 (minimal improvement). 

     5. In the editorial by Ann Cappola, MD, Chairman of the Dept of Endocrinology, Univ of PA School 
of Medicine published in the same issue of JAMA, she acknowledges that the study group as a whole 
had significant health issues and found "frustratingly little information" in the VA database as to 
whether the testosterone was appropriately prescribed and used and whether it was appropriately 

monitored. 

At C4MH, above all else, we are committed to improving the health and well-being of our patients.  If 
you have had significant heart or kidney problems, stroke, diabetes and hypertension, please consult 
your primary physician before beginning therapy.  If he feels testosterone replacement is unwise, 
politely ask for the research data supporting his opinions.  There is a lot of misinformation out there 
regarding testosterone.  At C4MH we rely on hard data to support our clinical decisions and not 
innuendo and hearsay. 

***THE OBSERVATIONAL STUDY THEY FORGOT TO MENTION:                                             

Low T in Veterans increases rate of death 

*Shore et al, VA Testosterone Observational Study  

Low serum testosterone and mortality in male veterans. 

Low testoArch Intern Med. 2006 Aug 14-28;166(15):1660-5. Shores MM1, Matsumoto AM, Sloan KL, Kivlahan DR. 

Abstract 

BACKGROUND: 

Low serum testosterone is a common condition in aging associated with decreased muscle mass and insulin resistance. 

This study evaluated whether low testosterone levels are a risk factor for mortality in male veterans. 

METHODS: 

We used a clinical database to identify men older than 40 years with repeated testosterone levels obtained from October 

1, 1994, to December 31, 1999, and without diagnosed prostate cancer. 

CONCLUSIONS: 

Low testosterone levels were associated with increased mortality in male veterans. Further prospective studies are 

needed to examine the association between low testosterone levels and mortality 
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