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CARDIOVASCULAR RISK AND 
ANDROGEN DEPRIVATION
O’Farrell S, Garmo H, Holmberg L, et al.  
Risk and timing of cardiovascular disease 
after androgen deprivation therapy in 
men with prostate cancer. J Clin Oncol 
2015;33:1243–51.

The researchers reviewed the cardiovascular 
risk among 41 362 men who had been 
treated with androgen deprivation therapy 
for prostate cancer. They then made 
a comparison of their cardiovascular 
outcomes with 187 785 age-matched, 
prostate cancer-free men on the same 
Swedish national healthcare register, using 
data on filled drug prescriptions.
 Between 2006 and 2012, 10 656 
men were taking antiandrogens, 26 959 
were taking gonadotrophin-releasing 
hormone (GnRH) agonists, and 3747 
had surgical orchiectomy. The risk of 
cardiovascular disease was increased 
in men treated with GnRH agonists 
versus controls (hazard ratios [HR] for 
incident cardiovascular disease 1.21; 95% 
confidence interval [CI] 1.18–1.25 and for 
orchiectomy HR 1.16; 95% CI 1.08–1.25). 
Men with prostate cancer and treated 
with antiandrogens were found to be at 
decreased risk of cardiovascular disease 
(HR 0.87; 95% CI 0.82–0.91). Importantly, 
the risk of cardiovascular disease was 
highest during the first six months of 
androgen deprivation therapy in men who 

experienced two or more cardiovascular 
events prior to treatment (HR for GnRH 
agonist therapy 1.91 [95% CI 1.66–2.20], 
HR for antiandrogens 1.60 [95% CI 
1.24–2.06] and HR for orchiectomy 1.79 
[95% CI 1.16–2.76]) versus controls.      

This apparent increased cardiovascular 
risk may be related to the effect 
of losing testosterone, causing an 
increase in fat mass, in turn leading 
to increased levels of adipokines and 
the development of insulin resistance, 
and eventually to metabolic syndrome. 
In men with significant cardiovascular 
disease or risk of cardiovascular 
disease, risk factor management needs 
to be optimised and the pros and cons 
of androgen deprivation therapy or 
modern antiandrogen therapy should 
be discussed with the patient. Clearly, 
more studies are needed to clarify the 
optimal approach for these men. 

CARDIOVASCULAR RISK AND  
SHORT-TERM ANDROGEN 
DEPRIVATION THERAPY
Voog JC, Paulus R, Shipley WU, et al. 
Cardiovascular mortality following short-
term androgen deprivation in clinically 
localized prostate cancer: an analysis of 
RTOG 94-08. Eur Urol 2015;69:20–10.

This was a study of 1979 men with 
clinically localised (T16–2b) prostate cancer 

and a PSA less than 20ng/ml, who were 
enrolled in the RTOG 94-08 trial between 
1994 and 2001. They were randomised to 
radiation therapy with or without a short 
course of androgen deprivation therapy 
(4 months of GnRH agonist therapy and 
antiandrogen). The median follow-up was 
9.1 years for survivors. 
 A short course of androgen 
deprivation therapy improved overall 
survival and disease-specific survival, and 
was not associated with an increase in 
cardiovascular mortality. The presence of 
cardiovascular disease or diabetes was 
noted at the time of registration. 90%  
of the patients analysed had either low  
or intermediate risk of disease. There  
was no observed survival benefit related  
to the addition of hormone therapy in  
men receiving radiation therapy for 
low-risk disease, but for those with 
intermediate risk of disease the numbers 
needed to treat (NNT) with short-course 
androgen deprivation therapy in addition 
to radiation therapy for each death 
prevented in 8 years was approximately 
17. In high-risk and locally advanced 
disease, the NNT with long-term androgen 
deprivation therapy to prevent one death 
has been estimated at 3–5. It is this 
information that has set a standard for  
the care of higher risk disease. 

Androgen deprivation therapy given 
for a short time in this study was 
not associated with cardiovascular 
mortality, even when adjusting for age 
and pre-existing cardiac risk factors, 
including cardiovascular disease and 
diabetes. This is reassuring. However, 
cardiovascular risk should be considered 
and risk factors managed appropriately, 
especially if androgen deprivation 
therapy is planned for longer periods, 
as demonstrated in the paper discussed 
above by O’Farrell et al. 
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