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The fibrotic extracellular matrix induces release of extracellular vesicles with
pro-fibrotic miRNA from fibrocytes
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Extracellular vesicles (EVs) are small lipid vesicles, and EV-coupled miRNAs

are important modulators of biological processes. Fibrocytes are circulating bone marrow-derived
cells that migrate into the injured lungs and contribute to fibrogenesis. The question of whether
EV-coupled miRNAs derived from fibrocytes are able to regulate pulmonary fibrosis has not been
addressed yet. In this study, we demonstrate that (1) fibrocytes exert pro-fibrotic effects on
fibroblasts through secretion of EVs containing pro-fibrotic miRNA; and (2) that the abnormal ECM in
fibrotic lung increases the expression of pro-fibrotic miRNA from fibrocytes. These findings
suggest that abnormal ECM in pulmonary fibrosis is able to self-promote fibrosis by inducing
fibro?enic miRNA from fibrocytes. This complex and dynamic process of the interaction between
circulating fibrocytes with their cellular and molecular microenvironment in the lungs should be
integrated into novel therapeutic strategies of fibrosis.
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