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PHA-665752 enhances sensitivity of hepatocellular carcinoma
cells to sorafenib by inhibiting HGF/c-Met signaling pathway
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Abstract: Objective To investigate the effects and mechanisms of HGF/c-Met on the migration, prolif-
eration, and sorafenib sensitivity of hepatocellular carcinoma (HCC) cells, and to enhance the sensitivity of
HCC cells to sorafenib by inhibiting the abnormal activation of the HGF/c-Met signaling pathway. Methods
The expression and cell migration of c-Met in HCC tissues and SK-Hepl and Huh-7 cells were analyzed using
immunohistochemistry and cell assay. The activation of HGF/c-Met signaling pathway was inhibited by the c-
Met inhibitor PHA-665752 and transfection of c-Met knock-down lentivirus. The effects of HGF/c-Met on cell
migration, proliferation and sensitivity of sorafenib and its mechanism were analyzed by Transwell assay, EdU
assay, CCK-8 assay, clonal formation assay and AOQ/EB assay. The effect of HGF/c-Met on the proliferation

of xenografts was studied using mice. Results Compared with HCC tissues treated without sorafenib, c-Met
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was highly expressed in HCC tissues treated with sorafenib. The expression levels of c-Met were different in

SK-Hepl and Huh-7 cells, and SK-Hepl cells with high c-Met expression exhibited stronger migration ability.

By promoting and inhibiting the activation of c-Met in SK-Hepl cells, it was found that HGF/c-Met promoted

cell migration and proliferation by activating MAPK/ETS-1, reduced cell sensitivity to sorafenib, and inhibi-

ting the activation of the HGF/c-Met signaling pathway could decrease cell migration and proliferation abilities

while enhancing cell sensitivity to sorafenib.

Conclusion

The abnormal activation of HGF/c-Met signaling

pathway resisted the toxic effect of sorafenib on SK-Hepl cells, and the use of PHA-665752 enhanced the sen-

sitivity of SK-Hep]1 cells to sorafenib.
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