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3. Timeline: : Data analysis are underway following the analysis plan developed by the
CHARGe working group on subclinical atherosclerosis - IMT. Meta-analyses are scheduled to
begin by the end of July, conducted by the Framingham investigators who are members of this
working group

4. Rationale:

GWA collaboration based on:
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Initial in silico meta-analysis,

Reporting the evidence for association of each replicated SNP with other subclinical
atherosclerotic measures (coronary, aortic, and peripheral arterial) with CIMT.

Replication in other cohorts with carotid IMT measures once results from meta-analysis are
available.

5. Main Hypothesis/Study Questions:
Primary analysis: Intima Media Thickness of the Common Carotid Artery
Secondary analysis: Intima Media Thickness of the Internal Carotid Artery
Secondary analysis: presence of plaque ("yes"/"no" or 25% stenosis); the working group will
consider a second clinically-defined dichotomous variable of CCA IMT mean-max >=1.5
mm versus <1.5mm, after reviewing the numbers of subjects with this variable in the
CHARGE cohorts.
5. 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 methodol ogic limitations or challenges if present).

Variables (phenotype): Baseline measurements of the far-wall common carotid and internal
carotid intima media thickness, defined as the In(mean of max).

Model: Linear regression for analysis of continuous variables, additive model. In FHS: linear
mixed effects models to account for familial relations with adjustment for significant principal
components, as needed. Analyses should be conducted either with covariates included in the
model or by using unstandardized residuals. For analysis of dichotomous variables, we will use
logistic regression analysis adjusted for covariates in the model.

Transform: Log transformed CIMT

Covariates: Basic model: age and sex adjusted

Multivariable -- in primary analyses, restrict to "top hits": age, sex, cigarette smoking (current,
former, never), BMI, dichotomous hypertension (defined by SBP, DBP and treatment status),
total cholesterol, HDL cholesterol, lipid lowering therapy, DM, triglycerides.

Subgroups: In secondary analyses, age specific (< 55 and > 55), sex-specific

Exclusions: Carotid endarterectomy/surgery prior to IMT measurement (not available in ARIC)

Control for multiple comparisons: 1 EFP; i.e., p< 1/# tests

Imputation: Imputation into HapMap 2.5 million SNPs
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Meta-analysis: Meta-analysis centralized
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the approval, the manuscript proposal will expire.
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