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Combination treatment of aurora kinase inhibitor and sorafenib on hepatoma cells
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Abstract Objective: Chemoresistance in hepatocellular carcinoma (HCC) is a critical obstacle for the treatment of the
patients with HCC. We addressed whether aurora kinase inhibitor effectively induces the cell death in HCC cells.
Methods: Hepatoma HepG2 cells were treated with aurora kinase inhibitor AZD1152 with or without sorafenib for 24-72
hours. Cell signaling was analyzed by Western blotting, cell apoptosis was calculated by annexin V and trypan blue, and
cell proliferation was examined by MTT assay.

Results: Trypan blue and annexin V assays showed that AZD1152 alone rarely induced cell apoptosis. AZD1152
treatment resulted in the increased level of phosphorylated ERK. Combination treatment with AZD1152 and chemical
inhibitor of ERK or sorafenib effectively increased the cell apoptosis in HepG2 cells (p < 0.01).

Conclusion: ERK is a critical mediator of drug resistance of AZD1152 in hepatoma cells. Combination treatment with
sorafenib and AZD1152 might be an effective tool for treating HCC.
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