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Mechanisms for development of castration resistance by fluctuation of the
differentiation in human prostate cancer cells
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In the tumor microenvironment, heterogeneous stromal component of prostate
cancer (PCa) tissue contains multiple populations of fibroblasts that are associated with
tumorigenesis. Fibroblasts secret a number of growth factors, cytokines, ECM proteins, and miRNAs
that stimulate progression of PCa cells. In this study, we investigated the effects of fibroblasts
on androgen-sensitive human PCa cell line LNCaP focusing on the expression of cancer-related genes.
As for tumor suppressor genes, mRNA expression of NKX3-1 in LNCaP cells was decreased by
co-culturing with fibroblasts. As for oncogenes, mRNA expressions of NFKB1 and SRC in LNCaP cells
was increased by co-culturing with fibroblasts. Our data showed that mRNA expressions of
cancer-related genes in LNCaP cells were highly disturbed by co-culturing with fibroblasts. The use
of PCa patients-derived fibroblasts may allow us to investigate the characteristics of aggressive
fibroblasts in the development of castration-resistant PCa.
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