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Explore novel treatment target for lung fibrosis using alveolar organoid

Enomoto, Yasunori
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Although the pathogenesis of lung fibrosis has been believed to start with
epithelial injury or cellular senescence, the molecular mechanism remains elusive.
In this study, we used alveolar organoid technology and established in vitro lung fibrosis model by
coculturing primary lung fibroblasts, in which we can evaluate the process of differentiation of the
fibroblasts into myofibroblasts. Using this model, we revealed that damaged alveolar epithelial
cell type 2 (AT2) could produce active TGF3 and directly induce myofibroblast differentiation.
Additionally, we found that the pro-fibrotic potential of AT2 could be enhanced by their autocrine
TGFB signal. These findings were validated even in human AT2.
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Autocrine TGF-f3 -positive feedback in profibrotic AT2-lineage cells plays a crucial role in 2023

non-inflammatory lung fibrogenesis.
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Identifying a Lung Stem Cell Subpopulation by Combining Single-Cell Morphometrics, Organoid 2023
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Metformin reduces pleural fibroelastosis by inhibition of extracellular matrix production 2021

induced by CD90-positive myofibroblasts.
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