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FABPS-Related Signaling Pathway Used as Therapeutic Target for Castration-Resistance Prostate Cancer
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astration resistant-prostate cancer is largely impervious to feather hormonal therapy and hence the outlook for patients is grim.

Here we use an approach to attach the recently discovered Achilles heel. The experimental treatments established in this study
are based on the recent report that it is the FABP5-PPARY-VEGF signalling axis, rather than the androgen receptor activated
pathway, played a dominant role in promoting the malignant progression of castration resistant prostate cancer cells. Treatments
have been established in nude mice by suppressing the biological activity of FABPS5 using a chemical inhibitor SBFI26 and a novel
bio-inhibitor, dmrFABPS. Both inhibitors significantly supressed the proliferation, migration, invasiveness and colony formation of
PC3-M cells in vitro. They also produced a highly significant suppression of both metastatic rates and average sizes of primary
tumours developed from cancer cells implanted orthotopically into the prostate gland of the mouse. Strikingly, the bio-inhibitor
dmrFABPS, amutated FABPS incapable of binding to fatty acids, produced a much better suppression of both primary tumour and
metastasis. Both inhibitors interfere with the FABP5-PPARy-signalling pathway. SBFI26 can competitively bind to FABPS and
hence suppresses cellular fatty acid uptake. In contrast, dmrFABPS can block the fatty-acid stimulation of PPARY and prevent it
activating the down-stream regulated cancer- promoting genes. This is an entirely novel experimental approach to treating castration-
resistant prostate cancer and is completely different from current treatments that are based on androgen-blockade therapy.
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