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3. Timeline: Complete in 2006.

4. Rationale: HRT has clearly been shown in clinical trials, such as HERS and WHI,
to increase risk of VTE. We have not yet reported on the HRT association in LITE or
interacting factors.

A recent case-control study indicated that markers of lifetime endogenous estrogen
exposure may affect VTE risk (1). Specifically, VTE risk was associated positively with
age at menopause and number of children. We wish to replicate this in LITE and
consider possible mediating factors.



5.  Main Hypothesis/Study Questions:
VTE risk is associated
* Positively with age at menopause
* Positively with parity

 Positively with HRT use (estrogen alone, estrogen plus progestin) and there are
synergistic interactions with other VTE risk factors (eg, age, BMI, factor VIIlI,
D-dimer, gene variants)

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: LITE (longitudinal cohort of ARIC and CHS).
Exclusions: Baseline warfarin, “no DNA use” for DNA variables, men
Dependent: VTE occurrence.

Independent: Menopause status (ARIC), age at menopause, oophorectomy/hysterectomy
statuses and ages, gravidity, parity, HRT. For the most part, reproductive variables are
static during follow-up, except for a proportion of ARIC women who undergo
menopause or related surgery. Only oral HRT will be examined. HRT analysis is
complicated by varying intervals of inquiry for ARIC versus CHS, various combinations,
etc. Time dependent exposures will be needed.

Analysis: Proportional hazards regression is the primary method. Interactions will be
tested by stratification and modeling. Analyses are also done by study (ARIC, CHS);
primary or secondary VTE; incident or recurrent VTE; and subgroups based on other
covariates.

Covariates: Age, race, study, BMI, diabetes, factor VIII. In a nested case-control subset
we have D-dimer, factor V Leiden, and prothrombin G20210A. Thus, these covariates
can only be analyzed in the subset using logistic regression.
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