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Elucidation of the molecular mechanisms underlying persistent pruritus in
primary biliary cholangitis
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We made a mouse model of cholestatic pruritus éCP) to investigate the
underlying molecular mechanisms. Bile duct ligation (BDL) was performed to establish a mouse model
of CP. BDL led to increased serum levels of total bile acid, liver damage and spontaneous hind paw
scratching in mice. Given the altered expression of gastrin-releasing peptide (GRP) in the skin and
dorsal root ganglia (DRG) of the model mice, the study focused on functionally relevant TRP
channels. In the DRG, TRPV4 expression increased, while in the skin, it decreased. CP model and
TRPV4 knockout mice both revealed impaired skin moisture retention. These results suggest that skin
TRPV4 may play a role in physiological skin barrier function and cholestatic pruritus.
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Truncated <scp>GPNMB</scp>, a microglial transmembrane protein, serves as a scavenger receptor 2024
for oligomeric B - amyloid peptide<sub>1- 42</sub> in primary type 1 microglia
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