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Analysis of molecular targeted therapy sorafenib (SFN)-resistant
hepatocarcinoma cell lines revealed decreased intracellular energy levels, compensatory activation
of the phosphatidylinositol 3-kinase/protein kinase B pathway, suppression of the de novo pathway
and activation of the salvage pathway of purine metabolism. In addition, SFN-resistant
hepatocellular carcinoma cell lines showed increased expression of transcription factors involved in

lipid metabolism in response to re-administration of SFN. 43 epigenome modification inhibitors and
8 signal target inhibitors were used in drug screening, and 4 candidate drugs were identified that
showed growth inhibitory effects against the resistant lines. These results may lead to the
dﬁvelopment of new therapeutic agents for liver cancer that is refractory to molecularly targeted
therapies.
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