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Functional analysis of novel cancer-related gene of HCC identified by RNAi
screening method
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We characterized PMPCB gene, which plays a role in mitochondrial protein

processing, as a bona fide target for Epcam positive HCC. PMPCB blocking suppressed EpCAM expression
and induced apoptosis specifically in EpCAM positive liver cancer cells in vitro and in vivo. PMPCB

inhibition decreased the activity of Wnt/beta-catenin signaling via mitochondria-related reactive
oxygen species production and FOXO activities, resulting in apoptosis and tumor suprression. These
results indicate that a synthetic lethality screen is a viable strategy to identify actionable
drivers of HCC and identify PMPCB as a therapeutically vulnerable gene in EpCAM positive HCC
supopulations.
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