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Functional analysis of new therapeutic target factors for tumorigenesis and
recurrence with liver fibrosis
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The applicant confirmed from the expression analysis that the expression of
both PKM1 and PKM2, which are PKM variants, increases with the progression of hepatic fibrosis and
the malignancy of hepatocellular carcinoma. PKM1 enhanced hepatic fibrosis by transforming hepatic
stellate cells into myofibroblasts. PKM2 was shown to form a complex with the intracellular domain
NICD of Notchl in liver cancer cells. And it was shown that this complex has a role of increasing
the malignancy of hepatocellular carcinoma through CSL in the nucleus. From these research
results, it was clarified that a therapeutic strategy that inhibits the expression of both PKM1 and
PKM2 is more effective than PKM2 alone for the pathological condition of liver carcinogenesis based
on liver fibrosis.
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