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Study on the pathogenic mechanisms of cholelithiasis induced by the defect of
the canaliclular translocation of lipid transporters
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The physiological function of ABC transporters in liver bile canaliculi is

regulated by canalicular translocation and/or internalization into cytosol, we investigated how
hypernutirition and/or pathological condition cause the dysfunction of canalicular trafficking of
ABC transporters. As a result, we found that protein kinase A is involved in the canalicular
localization of cholesterol transporter Abcg5/Abcg8 induced by high-fat diet consumption.
Furthermore, we found that the concentration of bile acids decreased in high-fat diet fed mice.
This event was thought to be involved in the mislocalization of bile acids transporter Abchll via
conventional protein kinase C signaling. These results suggest that the high-fat diet perturbed the
distribution of ABC transporters in hepatocytes, which led to the supersaturation and
crystallization of cholesterol in bile.
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Kurokawa Comprehensive analysis of the ATP-binding cassette transporters expression
in liver from gallstone disease model mouse.
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Yasuhiro Yamazaki, Chinatsu Ono, Kazuki Saegusa, Ayumi Ohnishi, Kazuho Sakamoto,
Junko Kurokawa Diet-induced mislocalization of the ATP-binding cassette
transporters is involved in the development of cholesterol crystal in bile from
gallstone disease model mouse.
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