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Timeline: Preliminary analysis completed. (analysis of associates of PVCs and
association of PVCs with LV mass at visit 1 (ms# 189,189a) has already been
completed and published (ms 189a) or accepted for publication (ms 189)). Completion
of final analysis and a draft of paper to be complete by spring 2002.

Rationale: Population based studies show a consistent relationship between PVCs on a
standard ECG and subsequent coronary death. In contrast, clinical trials of
antiarrhythmic drugs fail to show a relationship between suppression of PVCs and
improved survival. However, the results of these trials may be misleading since drugs
used in these clinical trials have major proarrhymic properties that could mask
clinical benefit conferred by the suppression of PVCs. The ARIC cohort study can
help us understand the possible reasons for this inconsistency by assessing the
contribution of PVCs to subsequent coronary mortality and events independently of
known predictors of these events, particularly estimated left ventricular mass.
Determining if PVCs are independent risk factors for coronary events is important as
it will support the development of better antiarrhymic drugs and encourage additional
clinical trials to asses the benefits of suppression of PVCs.
Main Hypothesis/Study Questions:
a. The presence of a PVC on a 2-min ECG is associated with subsequent cardiac
(CHD) death.



b. The relationship of PVCs with CHD death is expected to be stronger for CHD
death occurring within one hour of onset of symptoms compared to later CHD
deaths.

c. These relationships are independent of other known predictors of cardiac death.

6. Data (variables, time window, source, inclusions/exclusions): ARIC Visit 1 prevalence
data (eg: presence and type of PVCs, hypertension, ECG estimated left ventricular mass,
prevalent coronary heart disease (CHD), low and high density lipoprotein cholesterol,
current smoking status, diabetes, educational attainment, gender, age, ethnicity); ARIC
Cohort follow-up CHD events data through 1997 (or most current). Outcomes include
death, incident CHD and its major components including fatal CHD, nonfatal CHD,
cardiac procedures and silent myocardial infarction and time from onset of symptoms to
death. Exclusions are limited to subjects with missing values for key variables at Visit 1.
Cox proportional hazards regression will be used to assess the relationship between PVCs
and time to incident CHD events (defined above). Models will be tested for violation of the
proportional hazards assumption, that is, to asses if the association between PVCs at
baseline and incident CHD varies across follow-up time. These models will be adjusted for
covariates related to both PVCs and incident CHD (potential confounders defined above).
We will also test for possible effect modification by prevalent CHD at baseline. Models will
be run stratified for prevalent CHD, and if no interaction is present, adjusted for baseline
CHD as a potential confounding variable.
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