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A large body of evidence points to oxidative stress as an important trigger in the complex chain of events leading to atherosclerosis. The powerful antioxidant probucol has reduced coronary restenosis in the MVP trial (N Engl J Med 1997;337:365-372) and induced regression of carotid atherosclerosis in FAST. However, prolongation of the QT interval with probucol remains a long-term safety concern. AGI-1067, a metabolically stable analog of probucol, is a vascular protectant with strong antioxidant properties equipotent to those of probucol. In  addition, AGI-1067 is a powerful and selective inhibitor of the expression of VCAM-1 and MCP-1. This V-protectant has been effective at preventing atherosclerosis in all tested animal models, including the apo-E knockout mouse and hypercholesterolemic primate. AGI-1067 improved luminal dimensions at the PCI site (Circulation 2003;107:552-558) and did not induce prolongation of the QT interval in the CART-1 multicenter clinical trial. Favorable changes of the reference segments were also induced by AGI-1067 in CART-1, suggestive of a direct antiatherosclerosis effect. AGI-1067 also significantly reduced plasma fibrinogen levels in CART-1 (p<0.05 versus placebo), which suggests that its anti-inflammatory properties are also observed in patients with coronary atherosclerosis. The ongoing CART-2 and ARISE (Aggressive Reduction of Inflammation Stops Events) trials are now respectively testing the effects of more prolonged treatment with AGI-1067 on atherosclerosis assessed by IVUS and on major cardiovascular events.

