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Arsenic trioxide (As(2)O(3)) is an anticancer agent that induces apoptosis in hematological malignancies. The effects of As(2)O(3) on other solid tumors remain to be defined. We report that As(2)O(3) selectively induces apoptosis and autophagy in prostate cancer cells (PC-3, DU-145, and PC-3M). As(2)O(3) is cytotoxic in these cells with dose-dependent growth
inhibition. The exposure to 1 microM As(2)O(3) reduces cell viability to 10% and induces apoptosis in PC-3 and DU-145 cells, but not in PC-3M cells. As(2)O(3) induces apoptosis in PC-3 cells, but not in DU-145 or PC-3M cells, after an 8-h incubation. We found accumulation of autophagic vacuoles and antiapoptotic Bcl-2 in PC-3 cells after exposure to As(2)O(3). In

addition, As(2)O(3) increased the expression of Beclin-1 and LC3-II in PC-3 cells, indicative of autophagy. Knockdown of Beclin-1 by small interfering RNA reversed As(2)O(3)-induced cell death in PC-3 cells. Western blotting analysis showed that As(2)O(3) induced a cleavage of caspase-3. We conclude that As(2)O(3) induces apoptosis and aut
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