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Investigation of new therapeutic strategies for targeting tumor stroma of
castration-resistant prostate cancer
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Stromal remodeling following androgen ablation is accompanied by a functional
transformation of the prostate stromal environment. In the mouse prostate, androgen ablation leads to the
death of secretory epithelial cells and smooth muscle cells, while basal epithelial cells and
fibroblasts, the AR-negative population, survive. After androgen ablation, mRNA expression levels of
specific growth factors such as Fgf2 were relatively abundant in whole mouse DLPs. The proliferation of
basal epithelial cells in the absence of DHT was suppressed by treatment with an FGF receptor inhibitor.
In addition, FGF2 treatment directly stimulated the proliferation of basal epithelial cells. Finally,
these data indicated that the FGF2-FGF receptor signal cascade in the prostate gland may be one of the
pathways stimulating the proliferation of basal epithelial cells in the absence of androgens. Our results
suggest that the prostate stromal structure may exhibit marked changes after androgen ablation.
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