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WFZER R DL EE (L) : Prostate cancer development is associated with hyperactive
androgen signaling. However, the molecular link between androgen receptor (AR) function
and humoral factors remains elusive. A prostate cancer mouse model was generated by
selectively mutating the AR threonine 877 into alanine in proatatic epithelial cells through
Cre-ERT2-mediated targeted somatic mutagenesis. Such AR point mutant mice
(ARpeT877A%) developed hypertrophic prostates with responses to both an androgen
antagonist and estrogen, although no prostatic tumor was seen. In prostate cancer model
transgenic mice, the onset of prostatic tumorigenesis as well as tumor growth was
significantly potentiated by introduction of the AR T877A mutation into the prostate.
Genetic screening of mice identified Wnt-5a as an activator. Enhanced Wnt-5a expression
was detected in the malignant prostate cancers of patients, whereas in benigh prostatic
hyperplasia such aberrant up-regulation was not obvious. These findings suggest that a
noncanonical Wnt signal stimulates development of prostatic tumors with AR
hyperfunction.
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