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PLEIOTROPIC EFFECT OF STATINS IN CARDIOVASCULAR DISEASE (Invited Lecture)
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The control of plasma lipids, total cholesterol, LDL cholesterol and triglycerides, is one of the most important preventive measures against cardiovascular diseases developed during the last decades. A new class of drugs (the statins) has been studied clinically during the last 15 years with a potent lipid lowering effect and a stabilization of the atherosclerosis plaque. The clonal studies clearly indicate the potent effect of atorvastatin, the most active member of the class. These drugs are able to reduce 25 to 40% the LDL cholesterol and they are reducing total mortality in addition of cardiovascular morbidity and mortality. More recently statins have shown to have pleiotropic effects not related to lipid lowering but dependent upon the inhibition of mevalonic acid synthesis and the formation of isoprenoids (geranylgeraniol and farnesol) which inhibit the cell multiplication, secretion MMPases and protect the cardiovascular walls at the level of endothelium, smooth muscle cells and monocytes macrophages. In addition, a stimulating effect to statins on ENOs has been shown to protect against brain ischemia under experimental condition with possible implication for the well known protective effects of statins against human thrombotic stroke. The effect of statins on isoprenoids formation have been shown also to have a fundamental importance in non cardiovascular diseases, such as colon cancer and chronic inflammatory diseases (pulmonary fibrosis). The effects of statins and related compounds on LDL lowering and the pleiotropic effects represent now one on the most rapidly growing areas on prevention and therapy of cardiovascular and other chronic diseases.
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