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Development of therapeutics targeting the Vav3 oncogene for castration-resistant
prostate cancer
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We examined Vav3 siRNA effects on cell proliferation and apoptosis in
docetaxel-treated LNCaP cells under chronic hypoxia (LNCaPH). Interrupting Vav3 signaling using SiRNA
enhanced docetaxel-induced cell growth suppression compared with that induced bg docetaxel alone by
inhibition of Akt and ERK phosphorylation, resulting in AR phosphorylation inhibition. In addition to
increased Bcl-2 phosphorylation through JNK signaling in response to docetaxel, si-Vav3 enhanced
docetaxel-induced apoptosis through Bad dephosphorylation. Xenograft tumor growth was inhibited by
si-Vav3/atelocollagen complex injection and combined use of si-Vav3 and docetaxel produced a greater
effect than docetaxel alone.

Interrupting Vav3 signaling enhances docetaxel-induced apoptosis in LNCaP cells under chronic hypoxia by
inhibiting the PI3K/Akt, ERK, and AR signaling pathways. Therapy targeting Vav3 in combination with
docetaxel may have practical implications for managing castration-resistant prostate cancer.
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