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The Braf mutation plays a pivotal role in hepatocarcinogenesis. The liver of

transgenic mice with a hepatocyte-specific human BRAFV600E mutation was entirely consisted of
preneoplastic hepatocytes. These transgenic mice died due to thrombotic microangiopathy (TMA). This
study was aimed to clarify the causes of TMA. Blood/tissue specimens collected from the transgenic
mice were_analysed haematologically/pathologically. In the transgenic mice, the liver showed
thrombopoietin (TPO) overexpression, which 1s associated with thrombocytosis, and platelets were
activated in hepatic sinusoids. Podoplanin was expressed in the Kupffer cells in the liver of the
transgenic mice, indicating that platelet activation occurred via the interaction of podoplanin. TPO

overproduction by BRAFV600E-mutated hepatocytes may contribute to thrombocytosis, platelet
activation, while TMA due to aberrant platelet activation led to spontaneous death in some of the

transgenic mice.
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Podoplanin expression in Kupffer
cells and platelet deposition on
the hepatic sinusoidal cells 1in
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