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Investigation of aberrant regulation of bile acid, glucose, and lipid metabolism
under chronic cholestatic state in pediatric liver disease.
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Regulatory mechanisms of bile acid synthesis under chronic cholestasis
remain unclear. We analyzed molecules involving bile acid metabolism using liver and serum samples
from 8 biliary atresia (BA) children and 4 non-cholestatic disease controls. CYP7Al mRNA expression
was not inhibited in BA microdissected hepatocyte-entriched tissue despite high serum bile acid
concentrations. The FGF19 Erotein was synthesized in BA hepatocytes, and its serum concentration was

elevated. FGFR4 was phosphorylated in BA livers. However, ERK phosphorylation was significantly
decreased. his is the first study to demonstrated that the FGF19 pathway did not suppress bile acid
synthesis due to downregulation of ERK pathway in BA patients.
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