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Non-alcoholic steatohepatitis (NASH) is characterized by hepatic steatosis,
inflammation, and fibrosis. Periostin, a matricellular protein, plays an important role in hepatic
steatosis and fibrosis and could be a potential target for NASH treatment. Advances in molecular
biology and biochemical engineering have led to the development of antisense oligonucleotides (ASOs)

that can inhibit target genes with no significant toxic effects. We investigated the therapeutic
effects of periostin-targeting ASO (PNASO) in NASH. The deletion of hepatic periostin by PNASO
significantly ameliorated hepatic steatosis while restoring the expression levels of peroxisome
proliferator-activated receptor-alpha. PNASO also inhibited hepatic fibrosis, reflected by the
reduction of alpha-smooth muscle actin, collagen type I. In conclusions, Periostin-targeting ASO is
a potential therapeutic approach for the efficient treatment of hepatic steatosis and fibrosis in
NASH.
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