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We noticed that the hepatocellular carcinoma cell line HepG2 contains both
pile-up proliferation type and flat monolayer proliferation type cells. We successfully isolated and
cultured these two types as separate strains. The pile-up type exhibited higher albumin synthesis

ability compared to the flat type, suggesting that the pile-up morphology is crucial for the
functional expression of hepatocytes. We screened compounds that can induce the transformation from
the flat type to the pile-up type and confirmed that the hit compounds enhanced albumin synthesis
ability. Next-generation sequencing analysis revealed that these hit compounds increased albumin
expression by enhancing the expression of albumin-specific transcription factors. Therefore, these
compounds are considered promising candidates for improving hypoalbuminemia.
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