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Effect of statins on de novo steroid synthesis pathways in androgen independent
prostate cancer cells.
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Statins have biological activities which inhibit prostate cancer (PC) growth.
However, the exact mechanisms are still unclear. In this study, we and investigated the effects of
statins on expressions of enzymes for steroid synthesis in androgen independent PC cells. After treatment
of Simvastatin (Sim), there are significant alterations in expressions of enzymes for de novo steroid
synthesis pathways. Especially, the expression of AKR1C3 increased more than 50 times in PC-3. Knockdown
of AKR1C3 by siRNA increased Sim-induce inhibitions of cell proliferation and migration in PC-3.
Similarly, the combination Sim with meclofenamic acid (MA), which inhibits AKR1C3, increased
simvastatin-induce inhibitions of cell proliferation and migration in PC-3. Sim altered some gene
expressions of enzymes for de novo steroid synthesis pathway in PC cells. Moreover, MA was found to have
a possible role in modulating cancer progression via inhibit AKR1C3 by the combination use of Sim.
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