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Alteration of energy metabolism in the pathogenesis of bile duct lesions in
primary biliary cholangitis
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Primary biliary cholangitis (cirrhosis) (PBC) is characterized by chronic
nonsuppurative destructive cholangitis (CNSDC). Estrogen-related receptor-a (ERRa ) is functionally
activated by inducible coactivators such as peroxisome proliferator-activated receptor y
coactivator-la (PGC-la ). Moreover, the PGC-la /ERRa axis interrupts glycolytic metabolism through
the upregulation of pyruvate dehydrogenase kinase, isozyme 4 (PDK4), which functionally inhibits
PDC-Ela and stimulates fatty acid oxidation. In this study, we clarified that, in CNSDC of PBC, the
activation of the ERRa /PGC-la axis was exclusively observed, suggesting the interference of
PDC-related glycolytic function and the induction of the fatty acid degradation system. Moreover,
upregulation of oxidative stress, proapoptotic molecules, and apopsosis are shown in CNSDC. These
suggest that the switching of the cellular energy system is possibly associated with the
pathogenesis of CNSDC in PBC.
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