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ROLE OF ANDROGEN RECEPTOR SIGNALING IN UROTHELIAL TUMOR :
POTENTIAL APPLICATION OF HORMONAL THERAPY TO
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Abstract :

It has been well known that men have a substantially higher risk of developing bladder cancer than
women. Remarkably, this sex—specific disparity has remained unchanged for many years, and its regional
differences throughout the world are scarcely noticed. It is therefore difficult to explain the male domi-
nance in the incidence of bladder cancer solely by exogenic factors, such as cigarette smoke and expo-
sure to industrial work-related chemicals. As has been well documented in prostate cancer, emerging
evidence indicates the involvement of the androgen receptor (AR) signaling pathway in the pathophysiol-
ogy of urothelial cancer. In the present article, I mainly describe my own preclinical data suggesting
that AR plays a critical role in urothelial tumorigenesis and tumor progression. In addition, I summarize
and discuss available data suggesting that AR activation results in the induction of resistance to the con-
ventional non-surgical treatment for bladder cancer, including intravesical BCG immunotherapy, cisplat-
in-based chemotherapy, and radiotherapy. Based on the current observations, the anti-tumor activity of
anti-androgens as monotherapy, as well as their modulation of the efficacy of the conventional treatment
as combined therapy, in patients with bladder cancer is anticipated.

(Nishinihon J. Urol. 85: 170-176, 2023)
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