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Progression mechanisms of castration-resistant prostate cancer regulated by
metabolism of extracellular matrix
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Prostate cancer (PCa) cells frequently invade the surrounding stroma,
leading to heterogenous formation of structural atypia. The surrounding stroma contains multiple
functionally diverse populations of fibroblasts that trigger numerous changes in PCa cells including

motility. Co-cultures of LNCaP cells with seven of the patient-derived fibroblast lines (PrSC,
pcPrF-M5, pcPrF-M7, pcPrF-M23, pcPrF-M24, pcPrF-M28, and pcPrF-M31) formed a thick fibroblast layer
that resembled human prostate stromal structures. Four patient-derived fibroblast lines (PrSC, M5,
M28, and M31) induced an invasive phenotype in LNCaP cells with a cord-like infiltrating growth
pattern. Two patient-derived fibroblast lines (M5 and M28) increased CDH2 mRNA expression in LNCaP
cells. These results suggest that the existence of multiple functionally diverse populations of
fibroblasts in PCa tissue may be responsible for the diversity in PCa cell invasion, leading to
heterogenous formation of structural atypia.
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