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Abstract: Objective:To evaluate the effect of dual PI3K/mTOR inhibitor BEZ235 on radiosensitivity of hepatocellular
carcinoma.Methods:Proliferation inhibitory effects of different concentrations of BEZ235 were determined by
MTT assay,effects on radiosensitivity assessed by focus formation measurements and colony formation
assays,effects of BEZ235 on radiation-induced apoptosis by Annexin-FITC/PI analysis,Western blot analyed
effect of BEZ235 on the level of hypoxia inducible factor 1a (HIF-1a) protein.Results:BEZ235 inhibited HepG2
cell proliferation in a dose-dependent manner.BEZ235 increased the radiosensitivity of HepG2 cells.BEZ235
combined with radiation increased yH2AX foci numbers.BEZ235 combined radiation significantly increased
apoptosis rate of HepG2 cells compared to radiation alone.BEZ235 reduced HIF-1a protein
levels.Conclusion:BEZ235 enhances the radiosensitization of human hepatoma HepG2 cells by inhibition of the
broken DNA repair,which is related to the inhibition of HIF-1a expression.Therefore,BEZ235 may be a potential
radiation therapy sensitizer.
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