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Background

The etiology of cardiovascular disease (CVD) is multifactorial. Efforts to identify genes
influencing CVD risk have met with limited success to date, likely because of the small
effect sizes of common CVD risk alleles and the presence of gene by gene and gene by
environment interactions.

Methods

The HAPI Heart Study was initiated in 2002 to measure the cardiovascular response to
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The HAPI Heart Study was initiated in 2002 to measure the cardiovascular response to
4 short-term interventions affecting cardiovascular risk factors and to identify the
genetic and environmental determinants of these responses. The measurements
included blood pressure responses to the cold pressor stress test and to a high salt diet,
triglyceride excursion in response to a high-fat challenge, and response in platelet
aggregation to aspirin therapy.

Results

The interventions were carried out in 868 relatively healthy Amish adults from large
families. The heritabilities of selected response traits for each intervention ranged from
8% to 38%, suggesting that some of the variation associated with response to each
intervention can be attributed to the additive effects of genes.

Conclusions

Identifying these response genes may identify new mechanisms influencing CVD and
may lead to individualized preventive strategies and improved early detection of high-risk
individuals.
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