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4. Rationale:
Disparities in stroke rates and stroke-related mortality are commonly reported in the so-
called “stroke belt”,>? with higher rates among African-American individuals than among



Caucasians. Beyond clinical stroke, African-Americans appear to be at increased risk for
adverse subclinical brain changes and related sequelae, including cognitive impairment
and dementia.2 Possible explanations for the excess burden of negative neurologic
outcomes in African-Americans include: 1) higher prevalence of vascular risk factors,
including hypertension,* diabetes,> and smoking; 2) earlier onset of risk and greater
severity, or more poorly controlled® risk factors; 3) greater sensitivity to risk factors (i.e.,
greater target organ damage at comparable levels of risk factor severity), or 4) differences
in the social and environmental context. However, the precise cause of excess risk in
African-Americans remains to be determined.

In this report, we will review findings from the Atherosclerosis Risk in Communities
(ARIC) study, with over 25 years of long-term follow-up on clinical and subclinical brain
outcomes in a large cohort of African-American and Caucasian men and women. We will
summarize findings related to stroke, subclinical cerebrovascular disease (silent infarcts,
leukoaraiosis), brain atrophy, cognitive decline and dementia, with particular emphasis
on disparities by race. We will provide evidence that observed differences by race may be
due to differences in risk factor presence, severity, and control. In addition, we will
review genetic differences in or explanations for some of these observed associations by
race, and will discuss plans to evaluate unanswered questions regarding race-specific
disparities in brain health.

5.  Main Hypothesis/Study Questions:

Invited review paper without any new analysis. We will summarize the ARIC experience
regarding stroke, brain small vessel disease (subclinical infarcts, white matter
hyperintensities), cognitive decline and dementia. We will focus on possible explanations
for race-based differences on the basis of differences in vascular risk factor prevalence.
We will also discuss data on the possibility of genetic differences by race explaining
some of the observed differences in brain aging.

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).
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