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Key Findings:

e Testosterone replacement therapy (TRT) use is not correlated with an increased rate of testicular
cancer.

Testosterone replacement therapy (TRT) is a treatment used for men with low testosterone levels. A prior
study showed a correlation between TRT use and prostate cancer,! although more recent studies have
shown no increase in the risk of prostate cancer in patients undergoing TRT.%® There has been limited
investigation into the potential risk of TRT on a patient developing testicular cancer. We aimed to assess
whether there is an increased risk of testicular cancer among patients receiving TRT.

To assess how TRT affects the risk of testicular cancer, we completed a case-control study on 6,649
patients with low testosterone who were diagnosed with testicular cancer or who had an annual exam
between January 1, 2018, and June 1, 2023. We matched on patient race, ethnicity, and date of testicular
cancer diagnosis or annual exam. We found no significant difference in the rate of testicular cancer for
patients treated with TRT and those not treated with TRT (19.8% vs 20.0%), as seen in Figure 1.
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Figure 1. The percentage of patients with testicular cancer stratified by TRT use.

A sensitivity analysis adjusting for patient age, rural-urban classification, and social vulnerability also did
not identify a statistically significant increase in the risk of testicular cancer following TRT.

These data come from Cosmos, a collaboration of 238 Epic health systems representing more than 233 million patient
records from 1,325 hospitals and more than 28,900 clinics from all 50 states and Lebanon. This study was completed by two
teams that worked independently, each composed of a clinician and research scientists. The two teams came to similar
conclusions. Graphics by Brian Olson.
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Data Definitions

Study period 1/1/2018 to 6/1/2023

Study method Case-control with patients matched 1:5, those with testicular cancer and
those without.

Study population Adult male patients with TRT or low testosterone, and an index event in
the study period.
Those without TRT were required to have their low testosterone 1-3 years
prior to the index event.
Patients with a family history of testicular cancer were excluded.

Index event A diagnosis of testicular cancer or a visit for an annual exam.

Testicular cancer A diagnosis with ICD-CM code C62.*.

A diagnosis with ICD-CM code Z00.00.

Annual exam

Testosterone Testosterone replacement therapy beginning six months to three years
Replacement Therapy prior to the index event with a simple generic of: Testosterone;
(TRT) Testosterone cypionate; Testosterone cypionate, micro; Testosterone

enanthate; Testosterone micronized; Testosterone propionate;
Testosterone undecanoate.
A lab with LOINC code 2986-8, 2993-4, 83116-4.

Testosterone lab below 264 NG/DL.
A diagnosis with ICD-CM code Z80.43.

Testosterone lab

Low testosterone

Family history of
testicular cancer

Table 1: Testicular Cancer Rates by TRT Use

No Cancer 95% Cl low|95% CI high[Testicular Cancer|95% Cl low  [95% CI high
No TRT use] 80.0% 77.6% 82.5% 20.0% 18.8% 21.2%
TRT Use) 80.2% 75.4% 85.2% 19.8% 17.5% 22.4%
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