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Rationale:

The LITE Study is examining venous thromboembolism (VTE) in the combined ARIC and
CHS cohorts. This nested case-control analysis will examine VTE incidence in relation to
factor V Leiden, factor V HR2 haplotype, activated protein C resistance, and factor V antigen
level.

Factor V Leiden is a factor VV mutation shown to increase risk of VTE 4 fold (1), but it has
been studied in few prospective studies. Carriers of factor V Leiden are resistant to the protein
C-protein S system, a natural anticoagulant. Recently a factor V haplotype (HR2) has been
described and scanty evidence (2, 3) thus far does not clarify whether it is associated with VTE.
Factor V level has not been studied as a VTE risk factor prospectively. Interactions of other
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V/TE risk factors with these factor V related factors may be important.
Main Hypothesis/Study Questions:

a.  VTE is positively associated with factor V Leiden, aPC resistance, and higher factor V
levels. It is not associated with HR2 haplotype.

b.  Factor V Leiden interacts with age, BMI, smoking, vVWF, and factor VIII.
Data (variables, time window, source, inclusions/exclusions):

Sample: LITE nested case-control sample of 235 incident VTE cases and 688 frequency
matched controls.

Data: baseline risk factors measured in ARIC and CHS, including factor V related factors
measured only on this sample.

Analysis: (1) examine inter-relations among factors using cross-tabs and correlations
(2) logistic regression to test study hypotheses
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