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Molecular Mechanisms of Uric Acid-Induced Proliferation in Rat Cardiac Fibroblasts
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Serum uric acid is frequently elevated in subjects at cardiovascular risk. Literature indicates that soluble uric acid can induce rat
cardiac fibroblast proliferation in vitro. However, the molecular mechanism(s) of uric acid in the pathogenesis of cardiovascular
diseases remains to be further examined. Endothelin-1 (ET-1) is one of the most potent vasopressors identified to date. It was studied
in depth in relation to cardiovascular diseases, such as cardiac fibrosis. Abundant ET-1 receptors present on cardiac fibroblasts.
Recent evidence indicates that reactive oxygen species (ROS) may function as intracellular messengers to modulate signaling
pathways. Literature indicates the ability of antioxidants to inhibit uric acid-induced monocyte chemoattractant protein-1 production
suggested involvement of intracellular redox pathways in vascular smooth muscle cells. Recently, we also found that ROS mediate



the induction of ET-1 gene, raised the possibility of its transcriptional regulation by uric acid in cardiac fibroblasts. Therefore, it is
tempting to hypothesize that endogenous ET-1 mediates the effects of uric acid and ROS do play a role in uric acid-induced ET-1
gene expression. Thus, ET-1 antagonism; endothelin-converting enzyme inhibitor and antioxidants may offer an additional weapon
for therapeutic interventions aimed at preventing cardiovascular damage. In this project, we found endogenous ET-1 mediates uric
acid-induced cardiac fibroblast proliferation and explore its molecular mechanism in culture system.



