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Risk of Prostate cancer

 TRT is contraindication in men with Pca !!
 High testosterone caused Pca

 PCa never developed in men with low T 

 TRT in men with PCa was like “feeding a hungry 

tumor” or “pouring gasoline on a fire.”

 “Flare” during initial LHRH-agonist Treatment

 Low T is associated high grade & stage Pca, 

recurrence rate, poor overall survival 

 Androgen saturation model

 Supraphysiologic androgen therapy shows 

protective effect against Pca progression and a 

therapeutic agent for men with BCR 

 Bipolar androgen therapy

In the Past…
Paradigm Shifting…

Eur Urol. 2009;55:310
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Testosterone Treatment in Pca

 After definitive treatment of Pca (Radical Prostatectomy, RT)

 In men with Pca (Active surveillance, Advanced Pca)



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 All the included 15 studies implied that TRT might be harmless in patients with radical prostatectomy 

(progression rate: 0.0%–6.5%, 8–52 months of F/U)



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 Of the nine studies, the results of one study implied that TRT might have harmful effects on the 

prognosis of patients with radiation therapy (progression rate: 20.0%, 15 months of F/U)



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 All the included 15 studies implied that TRT might be harmless for low risk patients (progression 

rate: 0.0%–1.8% 6–60 months of F/U)



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 TRT might be harmless for intermediate-risk patients (progression rate: 0.0%–7.1%, 7–60 months 

of F/U)



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 5 studies (Of the 11 studies) implied that TRT might be harmful for patients with high-risk disease 

(progression rate: 18.2%–50.0%, 18–60 months of F/U)



BJU Int. 2020;126:91

Risk of Prostate cancer

 Retrospective, 850 RP patients (18% TRT)

 Biochemical recurrence (53% reduction)

 TRT vs non = 7.2% vs 12.6%

 TRT delayed time to BCR by 1.5 years.



World J Mens Health. 2021;39:705

Risk of Prostate cancer

 2 studies (of 7 studies) of implied that TRT might have harmful effects on the prognosis of patients 

with active surveillance (progression rate: 15.4%–57.1%, 30–33 months of F/U)

 7 studies (of 9 studies) implied that TRT might have harmful effects in the prognosis of patients 

with advanced disease (progression rate: 38.5%–100.0%, 0.1–27.0 months of F/U)



J Sex Med. 2021;18:1346

Risk of Prostate cancer



Patient should not be treated with testosterone replacement therapy if they have CaP with

High risk localized disease.

Positive surgical margins.

Positive lymph node.

Metastatic dsease.

Urol Oncol. 2020;38:661

https://www.sciencedirect.com/topics/medicine-and-dentistry/metastatic-carcinoma


Management of PSA elevations

 The average PSA increase after TRT is 
0.3 ng/ml in young hypogonadal men.

0.44 ng/ml in older men.
J Androl. 2003;24:299

 Endocrine Society guideline suggests oncologic consultation if… 

     (a) PSA increases more than 1.4 ng/ml in the first 12 months 

     (b) PSA above 4 ng/ml is confirmed 

(c) prostatic abnormality is detected on DRE
J Clin Endocrinol Metab. 2018;103:1715

 Because of the high test–retest variability in PSA levels, PSA elevations should be confirmed

 repeating the test after 4 to 6 weeks

 In the TTrials, half of the PSA elevations resolved spontaneously when the test was repeated

J Clin Endocrinol Metab. 2019;104:6238
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Conclusions

 TRT related risks…

1. Cognitive function
 TRT is a risk factor of cognitive dysfunction (inconclusive)

2. Cardiovascular events
 TRT is a risk factor of cardiovascular events (inconclusive, but could be who have related 

underline diseases history)

3. Prostate cancer risk
 TRT is a risk factor for Pca progression (maybe, harmful in untreated AS patients, treated 

high risk Pca, advanced Pca)

Testosterone therapy should not be given with ADT unless in a clinical trial
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