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Mechanism of mitochondrial DNA release
activating CGAs sting pathway in pulmonary
fibrosis

Nie Jialei

( School of pharmacy, Jiangsu ocean university, Lianyungang, Jiangsu 222005 )

Abstract: In order to explore the role and molecular mechanism of mitochondrial DNA ( mtDNA ) release
mediated activation of CGAs sting pathway in idiopathic pulmonary fibrosis ( IPF ), the bleomycin mouse model
and mle—12 alveolar epithelial cells were used to observe mitochondrial damage, mtDNA cytoplasmic leakage,
activation of CGAs sting pathway and changes of downstream inflammation and fibrosis indicators by pathological
staining, transmission electron microscopy, fluorescent quantitative PCR, Western blotting and enzyme-linked
immunosorbent assay, and the intervention was verified by pathway inhibitor h—151. The results showed that in
IPF model, the mitochondria of alveolar epithelium were significantly damaged, and a large amount of mtDNA
was released into the cytoplasm, which significantly activated the CGAs sting pathway and promoted the release of
inflammatory factors and collagen deposition; Inhibition of sting can effectively alleviate mitochondrial damage and
block the inflammatory fibrosis cascade. It is suggested that mtDNA CGAs sting axis is an important driving pathway
of IPF, and can be used as a potential target for the development of anti pulmonary fibrosis drugs.
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