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Multidisciplinary treatment focusing on impaired intrahepatic microcirculation
and splenic dysfunction in liver cirrhosis and portal hypertension
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Portal hypertension with liver cirrhosis is characterized by impaired
intrahepatic microcirculation with sinusoidal endothelial cell (SEC) dysfunction and portal
hypertensive splenopathy. We herein aimed to investigate whether endothelial-mesenchymal transition
(EndMT) is associated with SEC dysfunction; whether increased shear stress in portal circulation by
B-RTO affects NO concentration in hepatic vein blood; and whether splenomegaly is related to splenic

neovascularization. In cirrhotic models with Tie-2 GFP and Tie-2 LacZ mouse, EndMT was not likely
to be associated with SEC dysfunction. Augmented portal shear stress by B-RTO increased NO
concentration in hepatic vein blood. Decreased neovascularization by Sorafenib (anti-VEGFR agent)
shrank splenic volume and vein. In conclusion, therapeutic strategy focusing on impaired
intrahepatic microcirculation and controlling splenic function may provide a feasible
multidisciplinary treatment of liver cirrhosis and portal hypertension.
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