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Epigenetic approach to antifibrotic treatment for liver fibrosis
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This study aimed to develop a novel antifibtoric therapy targeting DNMT1.
5-azadC, a DNMT1 inhibitor, significantly inhibited proliferation and downregulated expressions of
fibrotic markers in the activated hepatic stellate cells (Ac-HSC) in concentration dependent
manners. Moreover, 5-azadC potently promoted a cellular senescence in Ac-HSCs. In murine models of
liver fibrosis, 5-azadC suppressed a pathological liver fibrosis development with downregulation of
hepatic expressions associated with profibrotic markers.

Comprehensive DNA methylation analysis elucidated that 5-azadC induced hypomethylation in CpG loci
associated with TGF-B , NF-k B, and Cyclin D in the Ac-HSCs.Remarkably, 5-azadC induced
demethylation in CpG loci associated with RASAL1 which is involved in persistent liver fibrosis
development.
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