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PROBUCOL INHIBIT VASCULAR SMOOTH MUSCLE CELL PROLIFERATION VIA UP-REGULATION OF KLF4 AFTER BALLOON INJURE OF RAT CAROTID ARTERIES 
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Background:  Previous studies demonstrated that treatment with probucol, a potent antioxidant agent has been shown to reduce restenosis after balloon angioplasty, although its underlying mechanism remains unclear. 
Objective: In this study, we aimed to explore the molecule mechanism that probucol reduce restenosis after balloon injure and whether KLF4 is involved in modulation of VSMCs after probucol intervented.
Methods: The model of vascular restenosis established by balloon injury of Sprague¨CDawley (SD) rat carotid arteries was used and cultured VSMCs. Carotid aortas were harvested from SD rat fed normal or 1% probucol-fortified chow, with or without endothelial denudation of the carotid aorta on day 28, and analyzed for the change of KLF4 and proliferation. 
Results: Probucol significantly increased the express of KLF4 in aortas at all time points. Furthermore, probucol (0,10,50,100 mmol/L) increased KLF4mRNA and p53 and KLF4 activity when added to SD rat aortic smooth muscle cells cultured for 72 hours. Probucol significantly reduced VSMC proliferation. Probucol increased protein levels of KLF4 and p53. In addition, when VSMCs were treated with 100 mmol/L of probucol from 0 to 72 h, the protein levels of KLF4, p53, sustainedly increased in a time-dependent manner. To transfect VSMCs with rat KLF4-specific siRNA or non-specific siRNA (NS-siRNA) to block the increase in endogenous KLF4 expression induced by probucol, The protein and mRNA p53 by were also reduced significantly in the cells transfected with KLF4-specific siRNA.CONCLUSIONS Probucol contributes to the inhibition of VSMCs proliferation via KLF4 up-regulated in the process after vascular endothelial injury. 

