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Establishment and mechanism of sorafenib-resistant cells
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The mechanism of resistance of hepatocellular carcinoma (HCC) to sorafenib

is unknown. Accordingly, we established sorafenib-resistant HCC cells and investigated the mechanism
of resistance to sorafenib. Sorafenib-resistant cell lines were established from the HCC cell line
PLC/PRF5. Western blot analysis of signal transduction-related proteins showed no significant
differences in expression of AKT/pAKT, mTOR/pmTOR, or ERK/pERK between the 2 resistant clones versus
parent cells. Likewise, when expression of membrane transporter proteins was determined, there were
no significant differences between resistant clones and parent cells. However, the expression
levels of MRP3 in the 2 resistant clones were significantly higher than that of parent cells. When
MRP3 gene was knocked down by siRNA in PLCPRF5-R2 cells, the sensitivity of the cells to sorafenib
was restored. Our data demonstrate that the efflux transporter MRP3 plays an important role in
resistance to sorafenib in HCC cells.
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