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Minor allele of the factor V K858R variant protects from venous thrombosis only in non-

carriers of factor V Leiden mutation
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- EDITH [Oger E et al 2006]: The EDITH study is a case-control study that was designed to
test interactions between genetic and environmental risk factors of VT. Between May 2000 and
December 2009, all consecutive unselected in- and outpatients seen at Brest (West of France)
University Hospital for symptomatic VT were asked to participate in the study. Controls were
selected from the roster of patients hospitalized in the same ward in the following 12 months
after the case’s event date. Controls were not included if they had a past history of VT or if they

were receiving long-term anticoagulant therapy.

- EOVT [Tregouet DA et al 2009]: The EOVT study is composed of 453 patients with early
age of onset of VT (<50 years) recruited in 4 different French centers (Grenoble, Marseille,
Montpellier, and Paris) between 1999 and 2006, and 1327 healthy French persons from the
Suvimax study. Criteria for patient inclusion in the study were (1) European origin; (2) early
age of onset of first VTE (<50 years); (3) Deep VT and/or pulmonary embolism as first event
(documented by venography, Doppler ultrasound, angiography, and/or ventilation/perfusion
lung scan); (4) lack of acquired risk factors at the time of VT (including surgery, hospitalization,
pregnancy, puerperium, oral contraception, cancer, and autoimmune disease); and (5) lack of
strong known genetic risk factors, including antithrombin, protein C or protein S deficiencies,
and homozygosity for FV Leiden or Factor 11 20210A. Criteria for inclusion of the 1327 studied

controls were European origin, no chronic conditions, and no regular medicines.

- FARIVE [Tregouet DA et al 2009]: The FARIVE study is a multicenter case-control study of
607 patients with a first episode of proximal deep VT and/or pulmonary embolism. Patients
younger than 18 years, with previous VT event, that had a diagnosis of active cancer or a history
of malignancy less than 5 years previously, or have a short life expectancy because of other
causes, were excluded. The control group consists of age- and sex-matched individuals free of
venous and arterial thrombotic disease. Potential control subjects with cancer, liver or kidney
failure, or a history of venous and/or arterial thrombotic disease are ineligible.

- MARTHA: MARTHA Genome Wide Association Studies (GWAS) study has been
extensively described in Oudot-Mellakh T et al 2012, Antoni G et al 2010 and Germain M et
al 2012. All patients were free of any chronic conditions and free of any well characterized
genetic risk factors including antithrombin, protein C or protein S deficiency, homozygosity for
FV Leiden or Factor 11 20210A, and lupus anticoagulant. The control group was composed of
3,690 healthy subjects selected from the Paris Prospective Study 3 (PPS3) [Empana et al 2015].



- MARTHA12 [Germain et al 2015]: The MARTHA12 study is composed of an independent
sample of 1,245 VT patients. Patients have been recruited between 2010 and 2012 according to
the same criteria as the MARTHA patients.



