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Molecular mechanisms of ligand-independent androgen receptor activation in
development and progression of prostate cancer

Sugimura, Yoshiki

3,700,000

CAFs AR
CRPC
pcPrFs E9 PSA
E9 pcPrF—NM5 PSA CRPC
Outlaw pathway CAFs CAFs AR

Tumor stroma surrounding prostate cancer (PCa) cells is enriched in
fibroblasts secreting androgen receptor (AR)-activating factors. Thus, fibroblast-dependent AR
activation in PCa cells under androgen deprivation therapy (ADT) may play an important role in
progression of castration-resistant prostate cancer (CRPC). In this study, we investigated the role
of fibroblasts in AR activation of PCa cells differing in androgen sensitivity. In the condition of
co-cultures with fibroblasts, PSA production was directly increased in E9 cells but not in F10 and
AIDL cells. In E9 cells + pcPrF-M5 group, tumor ?rowth became diminished post ADT but serum PSA was
gradually increased even post ADT. Here our results have demonstrated that fibroblast-dependent AR
activation under ADT showed diverse effects in PCa cells differing in androgen sensitivity. In a
certain androgen-low-sensitive PCa cells, fibroblast-dependent AR activation may progress to CRPC.
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