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In recent years there has been increasing concern over
declining human male reproductive health. Recent meta-
analyses indicate a 50–60% reduction in sperm counts [1],
which is associated with all-cause morbidity and mortality
[2]. With the increased public awareness of male-specific
health issues, both physicians and male patients are
searching for optimal screening and treatment alternatives
for infertility and other common men’s health problems.

Since many forms of male infertility and prostate cancer
(PCa) are androgen-related, several studies have investigat-
ed the link between these diseases, yielding contradictory
results [3–6]. Overall, the scientific value of these studies
was limited because of small sample sizes, short follow-up
periods, and self-reported diagnoses. While studies among
older men used “childlessness” as a marker for infertility
and demonstrated a lower risk of PCa [4,5] among infertile
men, studies among younger men used semen parameters
to assess fertility and showed a higher risk of PCa [3,7].

In this issue of European Urology, Boeri et al [8] provide
further insights into the association between male infertili-
ty and PCa. The authors demonstrated that infertile men
have higher prostate-specific antigen (PSA) levels than their
fertile counterparts. More importantly, they found that 28%
of infertile patients younger than 40 yr had PSA > 1 ng/ml,
which was a significantly higher proportion than fertile
men with the same characteristics (17%; p = 0.03). After
adjusting for age and serum testosterone levels, multivari-
able linear regression analysis confirmed that infertility
status was associated with higher PSA levels.

Although these findings are of importance, a few
significant questions remain to be answered. What is the
rationale for PSA screening among younger infertile men in
light of ongoing debate about the clinical meaning of PSA
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screening? Will more rigorous PSA screening for men with
primary infertility lead to a significant improvement in the
PCa detection rate? Even if we detect PCa among infertile
men at an earlier age, will this cancer be clinically
significant? Will treatment of young infertile PCa patients
be associated with a reduction in the overall mortality rate?
Recently conducted epidemiological studies demonstrated
that a single PSA screening round was associated with an
increase in the detection of low-risk PCa without a
significant difference in PCa mortality after median
follow-up of 10 yr [9]. The question therefore arises as to
whether we would be performing PSA tests unnecessarily
for infertile men, diagnosing clinically insignificant PCa,
overtreating PCa patients, and consequently creating an
unnecessary economic burden on the health systems. As the
authors acknowledge, further studies should investigate the
potential clinical impact of more rigorous PSA screening of
infertile men.

In addition to these fundamental concerns, a few
methodological issues must be highlighted. First, the
selection of “fertile controls” may be biased, as it is not
clear how they were chosen and why they initially
underwent fertility evaluation. In addition, neither sperm
parameters nor PSA or testosterone levels represent ideal
disease-specific markers, and thus recent guidelines rec-
ommend verification of each of these in the case of
pathological findings. Although the authors correctly
analyzed at least two consecutive semen samples in the
same laboratory, they omitted repeat PSA and testosterone
measurements in order to minimize plasma-level fluctua-
tions. The lack of repeat tests may negatively affect the
precision of the statistical calculations and impair the
validity of the results. Moreover, the authors state that they
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excluded patients with chronic prostatitis without provid-
ing any details on the type and diagnosis of this complex
medical condition, which may be associated with elevated
PSA values. Prostatitis is the most common cause of elevated
PSA among men younger than 50 yr and the authors should
have provided more details on how they have identified and
excluded patients with chronic prostatitis.

Despite those limitations, the data provided by Boeri et al
[8] may represent a basis for future research on the
mechanisms involved in lower semen quality and elevated
PSA among infertile men. If such studies confirm the
association between infertility and clinically significant PCa,
infertility status may indeed be considered as an indication
for more rigorous PCa screening. Until then, screening of
young infertile men for PCa will result in unnecessary tests
and treatments.
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