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Basic research for novel approaches to liver diseases, derived from studies on
ductular reaction and SOX9 in biliary atresia
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Ductular reaction (DR) has been thought that it has crucial roles in liver
regeneration and the etiology of liver fibrosis, however, the exact mechanism of DR is still
unknown. We hypothesized on the basis of our previous studies that SOX9 may be an important factor
in the development of DR. Then, we analyzed the association between DR and SOX9 by experimental
liver injury using SOX9 knockout mice and immunohistological staining using human and mouse liver
specimens. In mouse experiments, we found that the development of DR was more inhibited especially
in cholestatic injury of SOX9 KO mouse than the wild type mouse, and the development of fibrosis was

also inhibited. In human specimens with DR, SOX9 localization of liver specimens with primary
biliary cholangitis was different from liver specimens with other liver diseases. Some kind of
mechanisms of injured nuclear localization of SOX9 might result in the difference of pathological
conditions between liver diseases.
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CBD, common bile duct; WT, wild type; KO,

knockout; d, day

Native liver survival time (year)
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