©
2019 2021

Could epithelial-mesenchymal transition inhibitors be a novel treatment for
systemic sclerosis?

Hasegawa, Minoru
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Systemic sclerosis (SSc) is a collagen disease that exhibits fibrosis in the
skin and internal organs. Recently, our high-throughput in vitro screening discovered a small
compound, LG283, that may disrupt the differentiation of epithelial cells into myofibroblasts (EMT).
LG283 suppressed TGF-B -induced expression of extracellular matrix and a -SMA, and Smad3
phosphorylation in cultured human dermal fibroblasts. LG283 was also found to block EMT in cultured
human epithelial cells. During these processes, Smad3 phosphorylation was inhibited by LG283
treatment. In the bleomycin-induced skin fibrosis model, oral LG283 efficiently protected against
the development of skin fibrosis. The LG283 compound exhibits antagonistic activity on fibrosis
through inhibition of TGF-3 signaling pathways and thus, may be a candidate therapeutic for
treatment of SSc. We also propose that the screening of EMT regulatory compounds may result in
additional therapeutic approaches for tissue fibrosis.
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