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Prostate cancer is the most common noncutaneous malignancy and a leading cause of cancer 
death in men worldwide. Prostate cancer progression to castration resistance associates with 
poor prognosis and high mortality.As an emerging therapeutic target for cancer, PKD is 
aberrantly expressed or activated in prostate cancer and promotes tumor survival and 
progression. In this study, we have uncovered a novel link between PKD and AR signaling, and 
identified important downstream targets of PKD that may contribute to prostate cancer 
progression. Our data show that PKD1 is an androgen-repressed gene, tightly regulated by 
androgen at the transcriptional level. Androgen deprivation or antiandrogen treatment induces 
PKD1 expression in androgen-sensitive prostate cancer cells, and inhibition of PKD synergizes 
with the AR antagonist enzalutamide in the killing of prostate cancer cells. Genome-wide 
expression analysis using PKD small molecule inhibitors has revealed two novel downstream 
targets of PKD, Aurora-A kinase (AURKA) and Cenp-E (CENPE), which are mitotic regulators 
that are upregulated in response to androgen-deprivation therapy (ADT) in prostate cancer 
patients and associate with therapeutic resistance. Inhibition of PKD by small molecule 
inhibitors or knockdown of PKD causes drastic downregulation of AURKA and CENPE in 
prostate cancer cells. Inhibition of PKD blocks the proliferation of these cells and suppresses 
the growth of prostate tumor xenografts in mice. In summary, PKD is an androgen/AR-
repressed gene that may contribute to ADT-induced prosurvival responses and tumor 
progression by upregulating AURKA expression. Thus, targeted inhibition of PKD may enhance 
the efficacy of antiandrogens in prostate cancer treatment. 


