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Rationale:

The Justification for the Use of statins in Primary prevention: an Intervention
Trial Evaluating Rosuvastatin (JUPITER) trial was a placebo controlled trial
designed to assess the effect of rosuvastatin 20 mg daily on cardiovascular outcomes
in 18,000 otherwise healthy subjects with low LDL-c (< 130 mg/dL) and elevated
hs-CRP (> 2.0 mg/L) compared to placebo. Cardiovascular outcomes were defined
as cardiovascular death, ischemic stroke, myocardial infarction, unstable angina
requiring hospitalization, and arterial revascularization. The study design for this
multicenter double-blinded placebo-controlled randomized trial has been published,
and the inclusion and exclusion criteria are readily available (1, 2). Specifically,
men aged 50 years or older and women aged 60 years or older with no prevalent
cardiovascular disease, with initial screening LDL-c < 130 mg/dL, with hs-CRP >
2.0 mg/L, and on no prior lipid lowering agents were included into the study.

The study was terminated early in March 2008 due to overwhelming benefit
on primary outcomes in the statin group (3). Importantly, JUPITER has identified a
a population not previously targeted for primary prevention with statin therapy by
the current Adult Treatment Panel 111 guidelines (4). However, the prevalence of
people meeting these criteria in a general population is currently unknown. The risk
of such individuals for cardiovascular events compared to individuals who would not
qualify for JUPITER because of hs-CRP < 2.0 is also unknown. Such a comparison
is not possible with the JUPITER population due to its trial design. There are many
individuals who have LDL-c less than 130 mg/dl who do not have CRP greater than
2 but who have other risk factors and may have increased risk for incident CHD.

We propose evaluating the number of individuals in ARIC who would meet
JUPITER criteria for LDL-c and hsCRP. The ARIC Visit 4 participants would be an
ideal population since hs-CRP levels and lipids were measured in all participants.
Their age range would be similar to that of JUPITER. We propose to study the
potential impact of JUPITER's lipid modifying therapy in the ARIC study.

Main Hypothesis/Study Questions:

a)Describe the number of individuals meeting JUPITER clinical and lipid inclusion
criteria (i.e. no prior cardiovascular events, no prior lipid lowering therapy, LDL-c <
130 mg/dL) and then examine the numbers who also meet inclusion criteria versus
exclusion criteria for CRP

b)Examine Framingham Risk Score (FRS) (and ARIC risk score) in individuals
meeting JUPITER clinical and lipid inclusion criteria and then examine



c¢) FRS and ARIC risk score in individuals who meet inclusion criteria versus those
who are excluded based upon CRP

d)Describe incidence of cardiovascular events in ARIC participants meeting
JUPITER inclusion criteria.

e)Describe the incidence of cardiovascular events in individuals meeting all
JUPITER inclusion criteria except low hs-CRP (< 2.0 mg/L).

f)Describe the risk and odds ratios in these populations compared to the age-
matched ARIC visit 4 cohort.

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).

Individuals who completed Visit 4 of ARIC will be eligible. Inclusion and exclusion
criteria from the JUPITER trial will be applied to the ARIC cohort as closely as
possible to identify the population of interest. The prevalence of those meeting
JUPITER criteria will be described. Incidence of cardiovascular events in this
population will also be described. Individuals meeting JUPITER criteria will also
have FRS calculated to estimate 10-year risk for CHD.

The population will be identified and analyzed as follows.

1. Individuals who participated in Visit 4 and had hs-CRP levels measured
will be included who meet JUPITER clinical and lipid criteria, defined
below.

e JUPITER clinical criteria

e Inclusion: men aged 50 years or older and women aged 60
years or older no prior history of cardiovascular disease or
equivalent (ischemic strokes, coronary artery disease,
history of myocardial infarction, peripheral vascular
disease — ABI < 0.9, diabetes — fasting serum glucose > 126
or clinical diagnosis).

e Exclusion: individuals on any lipid lowering agents
(niacin, statins, fibrates, bile acid sequestrants, ezetimibe)
at time of Visit 4 or with creatinine > 2.0 mg/dL

e JUPITER lipid criteria: LDL-c < 130 mg/dL, triglyceride levels <
500 mg/dL

2. This population will be classified into two groups based on hs-CRP
levels to low levels (< 2.0 mg/L) or elevated levels (> 2.0 mg/L, meeting
JUPITER randomization criteria).

3. Baseline characteristics of both groups will be described.

e Characteristics will include age, gender, race, blood pressure,
waste circumference, BMI, smoking, family history of CHD,
aspirin use, lipid profile (including non-HDL cholesterol), fasting
glucose, hs-CRP



4. Calculation of the FRS (and ARIC risk score) for individuals meeting
JUPITER clinical and lipid criteria will be done.

5. The population meeting JUPITER clinical and lipid criteria will be
classified into two groups based on 10-year risk of CHD into low (0-5%)
and low intermediate (5-10%) risk groups. This classification will be
done with FRS as one set and ARIC risk core as another set, yielding
four groups total.

6. Kaplan-Meier survival analysis to any cardiovascular events as defined
by ARIC (ischemic strokes and myocardial infarctions) will be calculated
for each group in step 2 and for step 5.

7. The total incidence of cardiovascular events as defined by ARIC will be
described for the entire ARIC cohort at Visit 4 age-matched for JUPITER
clinical criteria, and for each group in step 2 and for step 5.

8. Relative risk and odds ratios will be calculated between groups in step 2
and between individuals meeting JUPITER randomization criteria and
the entire ARIC cohort at Visit 4 age-matched for JUPITER.
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