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Research progress in prostate cancer comorbidity depression
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Abstract : The incidence of depression in patients with prostate cancer is significantly higher than in the general
population (8.2% wvs 3. 8% ) ,with particularly elevated risk observed among patients with high-risk PCa and those un-
dergoing surgery or androgen deprivation therapy ( ADT). This comorbidity severely impairs patients’ quality of life and
is closely associated with poor clinical outcomes. Depression negatively affects the prognosis of PCa patients in several
ways. It may lead patients to choose conservative rather than curative treatments, reduce treatment adherence, and in-
crease the risk of biochemical recurrence by 34%. It also raises the risk of suicide threefold and increases the likelihood
of cardiovascular disease by 51%. The underlying pathophysiological mechanisms are complex, involving multidimen-
sional interactions among neuroendocrine ,immune-inflammatory , and treatment-related factors-for example,the sustained
activation of the Sympathetic-adrenal medullary (SAM) axis and functional alterations in the androgen receptor ( AR)
signaling pathway. Future research directions include the study of molecular pathway mechanisms and the investigation of
biomarkers for predicting the risk of ADT-related depression. For example, in-depth analysis of key molecular mecha-
nisms such as the NPY-MDSC axis and the IL-6/STAT3 signaling pathway,as well as the development of multi-dimen-
sional biomarker combinations (such as IL-6 combined with testosterone levels) to predict the risk of ADT-related de-
pression ,aiming to provide more precise diagnosis, treatment, and personalized intervention strategies for patients with
comorbidities.
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