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The high incidence of cardiovascular diseases resulting from atherosclerosis, especially in individuals lacking classic risk factors, has spawned interest in the possibility of unrecognized risk factors. Diet and or chronic bacterial infection have been proposed in the etio-pathogenesis of this disease. High fat diet compounds and longstanding low-grade infections, such as periodontal disease or pulmonary disease have the potential to affect distant sites in the body by inducing host cells to release inflammatory mediators into the bloodstream. Inflammatory mediators are released by immune and non-immune cells upon direct recognition of bacterial antigens, or fatty acids through Toll-like receptors. Key inflammatory mediators were tested using gene knock-out models as to their roles in this process. We demonstrate a profound reduction in the progression of atherosclerosis in animals lacking IL-1 receptor. In contrast IL-6 lacking animals develop increased progression of atherosclerosis advocating for an atheroprotector role of IL-6. Furthermore Doxycyclines at doses compatible with only inhibition of matrix metalloproteinases were found extremely beneficial to diet and or bacterial-induced atherogenesis. The present results highlight the contribution inflammation pathways in atherogenesis and provide rationale for interventional studies aimed at reducing atherosclerosis.

