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Development of a novel diagnostic method for prostate cancer that targets tumor
promoting fibroblast-derived exosomes
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The tumor stroma of prostate cancer (PCa) contains functionally different
populations of cancer-associated fibroblasts (CAFs). We hypothesize that cancer progression may be
predicted by characterizing the CAFs. We investigated the effects of normal PrSC and 3 PCa
patient-derived CAFs on cancer-related gene expressions in 4 human PCa sublines differing in
androgen receptor (AR) dependency. The mRNA expression of tumor suppressor gene NKX3-1 in PCa cells
having AR dependency was significantly increased by treatment with conditioned medium of PrSC and
M5. Microarray profiling of exosomal miRNAs derived from PrSC and M5 identified miR- 449c-3p and
miR-3121-3p for miRNAs related to NKX3-1 mRNA. The mRNA expression of NKX3-1 in PCa cells having AR
dependency was increased by transfection of miRNA mimic %has—miR—3121—3p). These results suggest
that fibroblast-derived miR-3121-3p may be a candidate of stromal morphogen for maintaining PCa cell

differentiation in PCa cells having AR dependency.
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