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Clarification of the relationship between immune response and bile canaliculi
destruction in hepatocytes, and its application to post-transplant liver biopsy
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VBDS is a phenomenon in which interlobular bile ducts disappear due to an
immune response, leading to liver failure in advanced cases. We have previously shown that the loss
of interlobular bile ducts is followed by decrease and loss of serine-threonine kinase STK17A at
bile canaliculi, even before it is manifested as VBDS. In this study, we attempted to elucidate the
pathogenesis of VBDS by focusing on S1P2 receptor, for which bile acids are ligands, and by studying

immune cells and structural changes in bile canaliculi. S1P2 receptor expression in macrophages was
increased and its inhibition decreased macrophage activity. The S1P2 receptor may interplay between
macrophages and hepatocytes and induce the dilation and destruction of bile canaliculi through the

RhoA/ROCK1 pathway in hepatocytes.
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