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Prediction of sorafenib response by FGF3 gene amplification for patients with
hepatocellular carcinoma
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We have analyzed the copy number variation of hepatocellular carcinoma (HCC)
tumor in a multicenter clinical study. We found increased copy number of FGF19 was a new predictive
biomarker for sorafenib response in addition to FGF3/FGF4 gene amplification in HCC. Separately, we
conducted DNA and RNA sequencing of tumor FFPE samples in another multicenter clinical trials for HCC
patients treated with sorafenib. DNA amplicon sequencing and RNA sequencing targeted 50 candidate genes
were performed using FFPE tumor samples obtained by liver core needle biopsy. HCC tumor with low oncogene
mutation numbers were sensitive to sorafenib treatment, suggesting that oncogene mutational burden in the
tumor might be associated with the clinical response to sorafenib. We have also identified candidate
genes (TGF-&#61537;, PECAM1, and NRG1l) for the prediction of sorafenib response and progression free
survival by RNA sequencing.
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