Supplemental methods
ECFCs Culture 
Cohort 1 method: 25 to 60 ml of blood was collected in ethylenediaminetetraacetic acid (EDTA) collecting tubes (cat no: 368860, BD - Fisher Scientific) and then blood diluted 1:1 with phosphate buffer saline (PBS) (cat no: 1001023, ThermoFisher Scientific) supplemented with 2% fetal bovine serum (FBS, Gibco). For buffy coat cell preparation, diluted blood was overlaid onto Pancoll (density: 1.077░g/ml, PanBiotech, ref: P04-60100) with a ratio of 2:1, and cells were centrifuged at 600░g for 20 minutes. Mononuclear cells (MNCs) were isolated, washed three times with PBS supplemented with 2% FBS, and resuspended in complete EGM-2 medium (cat no: CC3162/6, Lonza) containing 10% fetal bovine serum. Cells were seeded onto wells of a 6-wells tissue culture plate precoated with type I rat tail collagen (Corning Biocoat, ref: 354236) at the concentration of 5.106 cells per well, at 37(C, 5% CO2, in a humidified incubator. After 24░hours of culture, non-adherent cells were aspirated, adherent cells were washed with complete EGM-2 medium, and EGM-2 medium was added. Then, aspiration of non-adherent cells and adding of EGM-2 medium was conducted twice a week until day 25 of culture. Colonies of ECFCs appeared between 5 and 20 days of culture and were identified as monolayers of cobblestone-appearing cells. ECFCs were enumerated by visual inspection using a Zeiss « Primovert » inverted microscope (Zeiss, Oberkochen, Germany). After visualization of a ECFC colony, cells were released from the original culture plate using cloning cylinders and plated onto a well of a 48-wells tissue culture plate. After amplification, cells were plated onto a well of a 24-wells tissue plate and then DNA isolated. To isolate DNA, cells were washed twice with PBS and then DNA extracted with a DNA extraction kit (NucleoSpin Tissue, ref no: 740952.50, Macherey-Nagel), following manufacturer’s instructions. We performed ECFCs isolation in 13 controls and managed to isolate at least 1 colony of ECFCs in 6/13 controls (46.2%), corresponding to a similar rate of success than in patients (45%).

Cohort 2 method: 48 ml of blood was collected from each patient into 6 CPT vacutainer tubes (cat no: 362780, BD - Fisher Scientific). The tubes were inverted to mix anticoagulant additive with blood. All samples were centrifuged within an hour of collection at room temperature (18–250C) for 30 minutes at 1600 RCF. Immediately after centrifugation the samples were gently inverted 8–10 times. Mononuclear cell (MNC) layer was removed, added to 8░ml of Phosphate buffered saline (PBS) and 10% Fetal Bovine Serum (FCS Hyclone; cat.no.SH30070.03), and centrifuged at 520░g for 10 minutes at room temperature. This process was repeated three times and the MNCs were resuspended in complete EGM-2 (cEGM-2) medium (Lonza; cat.no. CC-3162) and 10% FCS. 4░ml (3–5x107 MNCs) were seeded into each well of 6 well tissue culture plate coated with type I rate collagen (BD Biosciences Discovery Labware; cat. No. 354236) and placed in a 370C, 5% CO2 humidifier incubator. After 24░hours of culture and for the first seven days, non adherent cells were aspirated and adherent cells were washed with cEGM2 daily. After the first week this process was done alternate days and thereafter every two days until day 28 of culture. Colonies appeared between day 8–28, monolayers of cobblestone appearing cells. We performed ECFCs isolation in 16 controls and were able to isolate at least 1 colony of ECFCs in 12/16 (75%) and reached P4 in 6/16 (37.5%).

JAK2V617F genotyping
Cohort 1 method: JAK2V617F mutational status was determined using a ``sense'' and an ``anti-sense'' primer-based allele-specific quantitative PCR as previously described (Lippert et al, 2006) (Larsen et al, 2007).

Cohort 2 method: The presence / absence of a JAK2 V617F mutation was assessed using a custom made Thermofisher Taqman SNP Genotyping Assay. Assays were run on a Thermofisher 7500 Fast real-time PCR platform and analysed using the software supplied with the instrument. Assay sensitivity was 1% variant allele frequency.

