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Comparative effect of ursodeoxycholic acid and more hydrophilic bile acids on
hepatoprotection
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Ursodeoxycholic acid (UDCA) is a hydrophilic bile acid (BA) that has
hepatoprotective activity. The present study was undertaken to prove the superiority of more
hydrophilic muricholic acids (MCAs) on hepatoprotection than UDCA. We used Cyp2c70/Cyp2al2 double
knockout (DKO) mice with human-like hydrophobic BA composition and chronic liver injury. In DKO mice

treated with UDCA, the proportion of UDCA increased to more than 60% of the total BA pool, and
liver injury ameliorated somewhat. However, UDCA treatment did not completely normalize liver
function tests or hepatic expressions of inflammatory cytokines. Furthermore, UDCA treatment
increased hepatic concentrations of cholesterol, triglycerides, and lithocholic acid (LCA) compared
with untreated DKO and wild type (WT) mice, which appears to prevent the further improvement of
liver injury by UDCA. Thus, hepatoprotection by UDCA is limited, and MCAs appear to be more
effective BAs for the treatment of liver injury, at least in mice.
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