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Abstract: 

PROSPER was a study in which 5804 men and women (mean age 75 years) with or without vascular disease were randomized to placebo or pravastatin 40 mg/day and followed for a mean of 3.2 years. Coronary heart disease (CHD) death and non-fatal myocardial infarction were reduced by 19% (p=0.006), a 30% estimated reduction over 5 years. We are investigating the genetic bases of the variability in LDL lowering (mean -34%)  in response to pravastatin, and genetic variation in CHD risk reduction. We have previously documented that LDL cholesterol lowering variability in response to the simvastatin/niacin combination relates to changes in plasma beta sitosterol, suggesting that statins can upregulate intestinal cholesterol absorption.

We have therefore evaluated 5 single nucleotide polymorphisms (SNPs) at the ABCG5/8 gene and 6 SNPs at the NPC1L1 gene in all PROSPER participants in order to test the hypothesis that variability at these gene loci can affect variation in LDL lowering, changes in plasma sterols, and CHD risk reduction. Our preliminary data indicates that the presence of the ABCG8 D19H variant, found in 7.1% of the population, results in a significantly greater LDL cholesterol lowering response to pravastatin than other genotypes. Our data set on ABCG5/8 and NPC1L1 SNPs will be presented at the meeting. Our data are consistent with the concept that genetic variation at these gene loci affects intestinal cholesterol absorption, LDL lowering response to statins, and CHD risk reduction. Hyporesponders to statins may therefore be ideal candidates for ezetimibe treatment to decrease intestinal cholesterol absorption.
PAGE  
20

