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Whole transcriptome analysis and novel therapeutic targets in biliary tract
cancer
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Biliary tract cancer (BTC) is an intractable cancer, with limited
therapeutic options. To find out cancer driver alterations and biomarkers for personalized therapy,
we performed whole transcriptome sequencing analyses of 160 BTC cases. FGFR2 fusion kinase genes we
identified are one of the high-potential therapeutic targets of BTC. Novel fusion genes,
ATP1B-PRKACA/PRKACB involving cAMP-dependent protein kinase (PKA) signal components (PRKACA and
PRKACB) were identified in extrahepatic cholangiocarcinoma. The fusions robustly induced expression
of the PRKACA and PRKACB, and demonstrated increased or comparative PKA activity compared to
wild-type PKA activating downstream MAPK. These analyses pave the way to genotype-based actionable
target therapy.
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