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Epalrestat, an aldose reductase inhibitor, alleviates bleomycin-induced skin
fibrosis in mice : drug repositioning study for human systemic sclerosis

Kato, takuhiro
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Systemic sclerosis (SSc) is a connective tissue disease characterized by
skin fibrosis. Our original high-throughput in vitro screening method identified the aldose
reductases (AR) inhibitor epalrestat(EPS) as a potential compound with antifibrotic activity among
numerous commercial drugs. We aimed to examine whether EPS inhibits skin fibrosis in
bleomycin-induced SSc model mice and phenotypical alteration on cultured human normal dermal
fibroblasts. In vitro EPS treatment suppressed the TGF-[3 1-dependent increase in type 1 collagen,
fibronectin 1, a SMA. In vivo, oral administration of EPS gave a marked inhibition of skin fibrosis
in the bleomycin-injected mouse skin. Our results provide the first evidence that AR may be a major
pathogenic contributor and novel therapeutic target for skin fibrosis in human SSc, with a treatment

perspective of its inhibitor EPS.
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