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4. Rationale

Population based and clinical prospective studies have shown independent association of
several hemostatic factors with CHD and stroke (1-3). There are very few reports on the
association of hemostatic factors with subclinical brain infarct-like lesions detected by MRI.
These lesions, because of their relation to disease of very small arteries and arterioles, may
be particularly susceptible to a hypercoagulable state of the blood._The ARIC study
previously showed that increased levels of fibrinogen and von Willebrand factor and reduced
level of protein C were associated with cerebral infarction identified by MRI (4). The ARIC
study measured more hemostatic factors in Visit 3, including platelet activation markers beta-
thromboglobulin, fibrinolytic factors and inhibitors plasminogen, t-PA, PAI-1 and D-dimer.
In addition, the vasoprotective endothelial molecule thrombomodulin was measured as well
as TMA455V polymorphism. Several studies of patients with cerebrovascular disease have
used plasma B-TG concentrations as an indicator for the activation of platelets, suggesting
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that the platelets participate in the development of most ischemic strokes (5-7). There is little
information about the relationship of endothelial, fibrinolytic or platelet markers in MRI-
detected small brain infarcts.
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Main Hypothesis/Study Questions: a) Higher plasma levels of B-TG, DD, and lower
plasma levels of plasminogen and thrombomodulin are associated with excess intravascular
thrombogenesis in subjects with MRI infarcts.

Data (variables, time window, source, inclusions/exclusions): Visit 3 MRI data will be
related to visit 3 measures of BTG, t-PA, Plasminogen, PAI-1, D-dimer, soluble
thrombomodulin, TMA455V, vW{ and CRP. Major risk factors will be adjusted for using
logistic regression.
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