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3. Timeline: start immediately

4. Rationale:

Inflammation is generally not believed to be important in the etiology of venous
thromboembolism (VTE). For example, most (1-3) but not all studies (4,5) have found
no independent association of VTE with CRP. Yet, certain rheumatologic diseases are
associated with increased risk of VTE.

Lipoprotein associated phospholipase A2 (LpPLAZ2) is another biomarker related to
thrombosis and inflammation status. LpPLA2 has been associated positively with CHD
and stroke incidence in ARIC (6,7). However, we found no relation of LpPLA2 and VTE
in the Cardiovascular Health Study (8). This association has not been explored in ARIC.



If, as in CHS, we observe no association, we anticipate submitting our findings as a brief
report or letter.

5.  Main Hypothesis/Study Questions:
LpPLA2 at visit 4 is associated positively with incidence of VTE.

6. Design and analysis (study design, inclusion/exclusion, outcome and other
variables of interest with specific reference to the time of their collection, summary
of data analysis, and any anticipated methodologic limitations or challenges if
present).

Design: cohort

Endpoint: VTE incidence

Exposure: visit 4 LpPLAZ activity

Exclusions: VTE prior to visit 4, anticoagulant use, missing LpPLA2

Main covariates: visit 4 age, race, sex, HRT, BMI, diabetes, eGFR, CRP; visit 1 factor
VIIl and aPTT

Analysis: Cox proportional hazards, with LpPLA2 modeled as a continuous variable and
as quartiles. LpPLAZ2 differs considerably by race and sex, so quartiles may have to be
sex/race specific.
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