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Investigation into molecular basis of sterile inflammation in pulmonary fibrosis
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We investigated the role of pyroptosis in acute exacerbation of idiopathic
pulmonary fibrosis using the nanosilica-induced acute lung injury (ALI) model. Although nanosilica
induced GSDME processing by activating caspase-3 in pulmonary epithelial cell line A549 cells, cell
death was not ameliorated in caspase-3-deficient A549 cells. Therefore, we focused on another type
of regulated cell death, necroptosis. The RIP3 inhibitor (necroptosis inhibition) ameliorated
nanosilica-induced A549 cell death. These results suggest that necroptosis contributes to
nanosilica-induced alveolar epithelial cell death.
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