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Mechanisms of endostatin and microRNAs in pulmonary fibrosis
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o i _Numerous microRNAs (miRNAs) have been implicated in the pathogenesis of
idiopathic pulmonary fibrosis (IPF); however, miRNAs derived from exosomes and the relevance of such

miRNAs to fibroblast-to-myofibroblast differentiation are not well understood.

Using miRNA array analysis, we profiled exosome-derived miRNA expression in sera of mice exhibiting
bleomycin-induced pulmonary fibrosis. MiRNA array analysis revealed that miR-22 expression was
increased on day 7 after bleomycin treatment compared with that in vehicle-treated mice. In vitro,
miR-22 transfection to human lung fibroblasts suppressed TGF-B 1-induceda -SMA expression. This
effect was mediated via inhibition of the ERK1/2 pathway. In vivo, administration of a miR-22 mimic
on day 10 after bleomycin challenge ameliorated pulmonary fibrosis lesions accompanied by decreased
o -SMA expression in the model mice. The present findings warrant further study, which could shed

light on miR-22 as a novel therapeutic target in IPF.
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Journal of Nippon Medical School Exosome-

derived microRNA-22 ameliorates pulmonary fibrosis by regulating fibroblast-to-
myofibroblast differentiation both in vitro and in vivo. Kuse N, Kamio K, AzumaA, et al.
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