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Hepaocyte injury induced by iron overload and its application for isolation of bile
duct cells and stem cells
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We previously experienced an autopsy case of fulminant liver failure due to acute
excessive consumption of sodium ferrous citrate. The liver damage was characterized by complete sparing
of bile duct cells despite the loss of almost all hepatocytes. In the present study, we investigated the
mechanism of hepatocyte-specific injury induced by nontransferrin-bound iron using a mice model and tried
to apply this iron-induced hepatocyte injury to the development of a highly specific isolation method of
bile duct cells. In mice, oral administration of sodium ferrous citrate induced hepatocyte-specific
injury associated with marked phosphorylation of JNK and c-Jun. Hepatocytes were found to be completely
nonviable when they were isolated from mice treated with lethal doses of iron. However, bile duct cells
within the Glisson’ s sheath were intact and perfectly suited for culturing. This new method of pure
isolation of bile duct cells may be useful in the studies of the biliary system.
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