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3. Timeline: Begin 10/2011

4. Rationale:

I have received an RO1 award from NIH, titled “Genetic Epidemiological Study of
Venous Thromboembolism and Hemostatic Factors” (RO1 HL095603), which aims to
utilize the CARe candidate gene resources to understand the genetic determinants of VTE
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in LITE and coagulation intermediate phenotypes in CARe cohorts including ARIC. The
project period is 8/20/09-5/31/13. Activated partial thromboplastin time (aPTT) is one of
the intermediate phenotypes proposed in the R01 and it is only available in ARIC among
CAREe cohorts. Therefore, it does not belong to CARe (aPTT data was not submitted to
CARe). This MS proposal serves to cover the analysis of aPTT proposed in this RO1. The
ARIC ancillary study ID# for this RO1 is 2008.08.

5. Main Hypothesis/Study Questions:

Genetic variants in cardiovascular-related candidate genes are associated with aPTT, the
functional index of coagulation pathway.

6. Design and analysis (study design, inclusion/exclusion, outcome and other
variables of interest with specific reference to the time of their collection, summary
of data analysis, and any anticipated methodologic limitations or challenges if
present).

Design: Cross-sectional analysis for aPTT in ARIC. Both Caucasians and African
Americans will be included and analyzed separately.

Inclusions: all participants with CARe IBC SNP data and approval to use DNA.
SNP data: CARe IBC SNPs in ARIC.
Outcome: plasma levels of aPTT in ARIC.

Covariates: Basic adjustment includes baseline age, sex, and field center. Principal
components derived from EIGENSTRAT analysis of GWAS data will be added if the
outcome variable is influenced by population stratification. BMI, smoking, and diabetes
will be additionally adjusted for in secondary analyses.

Analysis: Analysis will be stratified by race. Examine frequencies of SNPs. Test Hardy-
Weinberg equilibrium. Linear regression models will be used to relate frequencies
(dosages) of alleles to aPTT levels.
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