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Development of combined immune-oncology therapy targeting immune checkpoint for
castration-resistant prostate cancer
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The strong effect of androgen-deprivation therapy may become severely
compromised when the prostate cancer cells develop into a castration-resistant stage. Although
blockade of androgen-androgen receptor signaling inhibited prostate cancer cell proliferation,
metastatic ability of prostate cancer cells increases. In lymph node metastasis that is problematic
in castration-resistant stage, blockade of androgen-androgen receptor signaling activates NF-k B and

TNF-a , inducing subsequent CCR7 upregulation resulting in cell migration via p38 activation.
Regarding taxane-resistance in castration-resistant stage, p38 and STAT3 activation, downstream of
NF-k B, were activated with CCL2 secretion. CCL2 contributed taxane-resistance in the autocrine
manner .
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