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Elucidation of a Novel Inflammatory Mechanism Mediated by Extracellular Vesicles
in Primary Sclerosing Cholangitis Using Organoid Culture
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To elucidate a novel mechanism by which extracellular vesicles (EVs) induce
the bile duct damage characteristic of primary sclerosing cholangitis, we cultured bile duct
epithelial cells and extracted EVs released from them. EVs proteins were differentially expressed on

the luminal and basement membrane sides of bile duct epithelial cells, with specific expression of
S100 protein. shRNA knockdown of EVs from the cells and stimulation of inflammatory cells resulted
in increased expression of inflammatory cytokines (TNFa , IL-1pB , and IL-6). These results suggest

ghat EVs from bile duct epithelial cells are involved in the pathogenesis of cholangitis and other
iseases.
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