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Elucidation of pathogenesis of autoimmune-mediated interstitial lung disease
based on epigenomic analysis
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The aim of this study is to elucidate the mechanisms of progressive fibrosis

in connective tissue disease (CTD) -associated interstitial lung diseases (ILD). First, we
confirmed the synergistic effects of cytokines including TGF-B 1 on fibroblast activation. Second,
we identified a novel effector memory CD4+ T cell subset that highly expresses TGFB1 in the
bronchoalveolar lavage fluid in ILD. ATAC-seq (Assay for Transposase-Accessible Chromatin using
sequencing) revealed the epigenetic mechanisms that regulate the expression of TGFB1 on the CD4+ T
cell subset. These findings indicate that the pro-fibrotic CD4+ T cell subset might play a pivotal
role in the progression of lung fibrosis via TGFB1 production. Further detailed analysis of the
pro-fibrotic CD4+ T cell induction mechanisms will provide a novel therapeutic target for
CTD-associated ILD.
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