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Investigation of the mechanisms of accelerated liver carcinogenesis caused by
p53 over-activation.
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In hepatocytes in chronic liver disease patients, tumor-suppressor p53 is
constitutively activated. In our previous analysis, we have revealed that p53 activation increased
hepatocarcinogenesis in liver cancer model mice. We investigated its mechanisms in the present
study.Over-activation of hepatocyte p53 caused liver injury via increased hepatocyte apoptosis and
senescence, leading to the emergence of liver progenitor cells. Tumors were histologically spreading

from liver progenitor cells. Organoids generated from liver progenitor cells showed tumor-formation
ability. These findings suggested that liver progenitor cells were the origin of liver tumors. The
present study revealed that over-activation of hepatocyte p53 accelerated liver carcinogenesis
originating from liver progenitor cells. Activated p53 could be a novel therapeutic target to
prevent liver carcinogenesis in chronic liver disease patients.
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Overactivation of hepatocyte p53 activates hepatic progenitor cells and promotes hepatocarcinogenesis.
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