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STATINS NORMALIZE ACUTE REDUCTION IN ANTIBODIES TO MDA MODIFIED LDL AFTER A POLYUNSATURATED FATTY MEAL 
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We have previously reported that patients with atherosclerotic endothelium exhibit an acute and transient reduction in the levels of autoantibodies against malondialdehyde (MDA)-modified LDL following the consumption of a standardized liquid formula containing polyunsaturated fatty acids. This reduction was not observed in healthy controls with normal endothelium. Our hypothesis is that the interactions of chylomicrons with the diseased endothelium promote the oxidative modification of dietary polyunsaturated fatty acids resulting in the formation of MDA epitopes in the vascular space.  This study was designed to address whether therapy with simvastatin (40mg/day) affects the fat induced antibody reduction (FIAR) in 11 patients with documented CAD or CAD equivalence since statins are known to reduce LDLc and improve endothelial function.  The levels of autoantibodies (AAb) against MDA-LDL were determined by ELISA as previously described using plasma samples collected at baseline, 1, 2, and 3 hours after the consumption of the fat-containing drink. Consistent with earlier studies, FIAR was demonstrated in this group of subjects with the maximum reduction of 22% in AAb levels occurring at 2-hrs.  After 4 months of simvastatin, LDLc levels were reduced by an average of 28% and the FIAR was improved.   The area under the 3-hr displacement curve was statistically significant (p<0.002) using the two-tailed paired t-test. The present data would suggest that statin therapy may have a direct effect on endothelial dysfunction by reducing the propensity of the arterial wall to generate oxidatively modified epitopes and that FIAR may provide a useful biochemical assessment of endothelial dysfunction

