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Willemse et al (2013) recently reported their results regarding
prevalence of metabolic syndrome and risk of cardiovascular
disease (CVD) in survivors of testicular cancer who were treated
with chemotherapy. This topic has particular relevance as cure
rates are increasing across all cancer types due to increase in uptake
of screening, better imaging modalities and effective treatments.
However, we have certain reservations regarding the data
presented and the conclusions drawn by the authors.

The authors do not report on the number of survivors who were on
antihypertensive, lipid modifying and antidiabetic medication and
whether those who were on these medications were excluded from the
analysis in calculating the 10-year risk for CVD using the Framingham
Risk Score (FRS) and Systemic Coronary Risk Examination (SCORE)
predictive models. We assume that none of the controls were on
cardiac-modifying drugs as the authors’ state that controls were
healthy men who were screened for CVD. If survivors on cardiac-
modifying drugs were included in calculating the 10-year CVD risk,
then there is a distinct possibility of diluting the calculated risk.

Furthermore, it appears rather contradictory that despite robust
evidence that metabolic syndrome predisposes individuals to a nearly
twofold risk of CVD (Gami et al, 2007), the results in the study do
not support this. This may be explained by the small number of
patients in the study (the authors do not describe any calculations as
to how the study was powered) and also by the fact that actuarial
analysis suggest that the risk of CVD in testicular cancer survivors
only becomes apparent after 10 years or so (Huddart et al, 2003).

Additionally, the accuracy of risk prediction models such
as FRS and SCORE in the younger population is debatable
(Berry et al, 2007; Cavanaugh-Hussey et al, 2008; Cooney et al,
2010). Both FRS and SCORE models place emphasis on age to
predict risk. Thus, notwithstanding their risk profile all young
individuals will have a low absolute risk of CVD.

Perhaps a more pertinent analysis would be to derive lifetime
risk rather than a 10-year risk for this cohort of survivors, as
majority of these survivors are <40 years of age at the completion
of their treatment and the risk of CVD is most manifest beyond 50

years of age. Another option, which could be recommended for
counselling survivors regarding the risk of CVD in survivorship
clinics, would be the use of relative risk charts to predict risk
(Graham et al, 2007).

In the discussion section, the authors state that ‘most of the
GCT survivors have long-term partial or complete hypogonadism’.
There is conclusive evidence that demonstrates that approximately
only 12-16% of survivors have complete hypogonadism
(Huddart et al, 2005), the severity of which is expectedly
associated with increased treatment burden, particularly
chemotherapy. Three studies in GCT survivors (Nuver et al,
2005; Haugnes et al, 2007; de Haas et al, 2013) have previously
demonstrated the association of hypogonadism and metabolic
syndrome. Though we agree with the authors that follow-up
guidelines should include assessment of lipid profile, blood
pressure and gonadal function (van As et al, 2008), there is
currently no evidence to support testosterone supplementation in
those with testosterone levels in the lower range of normal. In the
United Kingdom, we are currently recruiting patients into a double
blind multi-centre placebo controlled trial (TRYMS) to assess the
feasibility and effectiveness of testosterone replacement in those
survivors who have a low-normal testosterone (7-12 nmoll ).

In conclusion, we acknowledge that the study by Willemse et al
(2013) is topical and corroborates previous studies; however,
we feel the authors’ conclusion regarding cardiovascular risk is
misleading. Large-scale longitudinal cohort studies of survivors,
who are at high risk, are needed to accurately ascertain
cardiovascular risk.
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We read with interest the Letter to the Editor by Singhera and
Huddart (2013) and are pleased to respond to their comments.

Regarding their comments on missing data, the median follow-
up time after completing treatment seems to have escaped their
attention, as it was provided for all survivors and for separate
treatment groups in Table 2 of our published article (Willemse
et al, 2013).

We indeed had omitted to report on the actual number of
survivors on antihypertensive, lipid modifying and/or antidiabetic
medication, but did not exclude survivors on one or more of these
medications from the analysis in calculating the 10-year risk of
cardiovascular disease. In fact, the 36 survivors, with a median age
of 50.7 years (range 29.5-69.5), who received cardiac-modifying
medication had a Framingham Risk Score (FRS) and Systemic
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