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The mechanisms for the progression of hepatic fibrosis through AGE-RAGE system
and renin-angiotensin system
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The signal transduction from advanced glycation end-products (AGE) and the
receptor for AGE (RAGE) involved the production of reactive oxygen species (ROS) which were
important for the pathogenesis of NASH. Therefore, we investigated the control mechanisms of the
hepatic fibrosis through RAS and RAGE-AGE system. It was clarified that the regulation of the
expression of RAGE by RAS was depended on the regulation of phosphorylation of PKC-& and PKC-B .The
expression of RAGE in liver were regulated by the expression of TNF-a and ROS in NASH. Furthermore,
hepatic inflammation and fibrosis were remarkably attenuated without decreased hepatic steatosis in
NASH of RAGE knockout mice. Taken together, AGE-RAGE system are important for the development of
hepatic fibrosis in the pathogenesis of NASH.
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