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3. Timeline:

MS Proposal #687 was very general, including many aspects of periodontal disease with
CHD and IMT. The manuscript published under that number involved clinical periodontal
disease and IMT. This proposed manuscript concentrates on the relationship of both clinical
signs of periodontal disease and antibodies to oral organisms with prevalent CHD. Rather than
splitting MS proposal #687 into multiple manuscripts we would like to request a different
manuscript number for this paper. The data analyses for this manuscript are almost complete.
Thus, the manuscript can be submitted to the ARIC Publications Committee sometime during
April, 2004.

4. Rationale:

Some studies have reported significant positive associations between periodontal disease and
CHD, while others have not. Speculations regarding reasons for this variability have included the
suggestion [1] that since the clinical signs of periodontal disease are a consequence of the
interaction between the infectious microorganisms and the host immune and inflammatory
response, it is likely that including measurement of this interaction would be a more direct
measure of the systemic component of the periodontal exposure that is a consequence of
periodontal disease. Evidence in support of this concept has been recently provided by Pussinen
[2] who demonstrated that the presence of serum IgG-antibodies to Actinobacillus
actinomycetemcomitans and Porphyromonas gingivalis was associated with CHD adjusting for
age and several CHD risk factors. A second major criticism of the data linking CVD to
periodontitis focuses on the role of smoking. Smoking is accepted as a risk factor for both
periodontal disease and heart disease and must be considered as a confounder of any periodontal
disease — heart disease association. While most studies have controlled for smoking by means of
multivariable analyses, Hujoel and his colleagues have focused on the possibility that smoking
has such a strong influence on both diseases that statistical control cannot completely adjust for



its effects and stratification on smoking is needed [3-6]. In fact, these investigators hypothesize
that both periodontal disease and heart disease are co-morbid conditions that result from
smoking. Certainly, these points on confounding and stratification raise important
considerations worthy of further study. The aim of this study is to describe the relationship
between a case-based definition of periodontal disease (Healthy, early periodontitis, severe
periodontitis) and CHD as well as the relationship between serum IgG antibodies to 17 oral
organisms and prevalent detected CHD.
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5. Main Hypothesis/Study Questions:
Four hypotheses to be tested are:

Periodontal case status (Healthy, early periodontitis, severe periodontitis) is associated with
prevalent CHD, adjusting for relevant confounders.

The association between antibody levels and CHD will be restricted to current and former
smokers when stratifying on ever (current and former) and never smokers.

High serum antibody IgG levels (above the Median) to oral organisms will be positively
associated with the prevalent CHD, adjusting for relevant confounders.

The association between antibody levels and CHD will be restricted to current and former
smokers when stratifying on ever (current and former) and never smokers.

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

The data needed for this manuscript are already available. We plan to use only detected cases for
our outcome measure (prevalent CHD at visit 4). Thus, will ignore reported CHD at baseline
and only use diagnoses of CHD detected at an ARIC exam or through community surveillance
between visits 1 and 4. Participants included in the study would have had periodontal
examinations at visit 4, have serum samples available for assaying IgG antibodies, and
information on potential confounders.
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