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3. Timeline:

Measurement of postprandial lipids was performed in 602 individuals during visit 1,
between 1990 and 1993, and values are already available. Hence, statistical analysis can
be performed shortly after manuscript proposal is approved and preliminary statistical
analysis should be completed within 3 months, after which a draft manuscript will be
presented to the steering committee.



4. Rationale:

Postprandial lipemia as measured by postprandial triglycerides and remnant lipoproteins
has been correlated with atherosclerosis of various vascular beds, including an
association with asymptomatic carotid atherosclerosis in the ARIC study and coronary
artery disease in other studies. Fasting and nonfasting triglycerides were shown to be
equally predictive of fatal and nonfatal coronary heart disease in the Multiple Risk Factor
Intervention Trial (MRFIT). However, no data exist on the impact of an abnormal
postprandial lipid response and the development of major cardiovascular outcomes.

As noted above, postprandial triglycerides were noted to be an independent risk
factor for carotid intima—media thickness (IMT) in the ARIC study, but only in nonobese
whites. We will examine whether postprandial lipemia is associated with major
cardiovascular outcomes 10-15 years after lipid measurement.

5.  Main Hypothesis/Study Questions:

Postprandial lipemia will be independently associated with coronary heart disease (CHD)
as defined by occurrence of definite or probable myocardial infarction (Ml), definite
CHD death, coronary revascularization, and silent Ml by ECG in both cases and controls.
The association of postprandial lipemia with stroke, another significant atherosclerotic
endpoint, will also be tested. Because of the lack of association of cholesterol with stroke
in the ARIC study, it will not be included as part of the primary outcome measure.

6. Data (variables, time window, source, inclusions/exclusions):

Data will be analyzed by the CCSS. All patients (cases and controls) who had postprandial lipids measured
will be included in the analysis. The original cohort was selected as a stratified random sample. Cases and
controls were stratified by age (10-year groups), IMT, race, and community. Cases included those with
carotid atherosclerosis as evidenced by thicker IMT. Among whites, cases were defined as those with an
IMT in approximately the 95th percentile and higher, and among blacks, those with an IMT in
approximately the 90th percentile and higher (to facilitate recruitment). Controls included those with IMT
in less than the 75th percentile for both races. Individuals with the following self-reported manifestations of
cardiovascular disease were excluded: a history of angina on effort; physician-diagnosed heart attack,
transient ischemic attack, or stroke; or intermittent claudication. Postprandial triglycerides, triglyceride-rich
lipoprotein triglycerides (TRL-TG), retinyl palmitate (RP), and apolipoprotein B-48-to—apolipoprotein B-
100 ratio were measured at 3.5 and 8 hours. The area under the curve (AUC) for triglycerides was defined
as time of blood draw (3.5 or 8 hours) multiplied by the difference between the mean value of triglycerides
at that time and the baseline fasting value. The 8-hour AUC was found to best discriminate between cases
and controls. The 602 patients (444 whites [170 cases, 274 controls], 158 blacks [59 cases, 99 controls])
who were eligible and participated in the original study will be analyzed with respect to the association of
the AUC for triglycerides at 8 hours and 3.5 hours, TRL-TG, and RP with CHD as defined by occurrence
of definite or probable M, definite CHD death, coronary revascularization, and silent M1 by ECG (primary
outcome measure). The association of the AUC for TG at 8 hours and 3.5 hours, TRL-TG, and RP with the
risk of stroke will also be evaluated. The effect will then be tested after adjustment for age and sex, and
then with the addition of traditional cardiovascular risk factors including hypertension, smoking, and
baseline lipid abnormalities and in addition body mass index. Analysis will be performed by SUDAAN to
account for the sampling design.
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