ADDITIONAL METHODS
Data collection
Data were prospectively collected for each patient during a comprehensive evaluation performed within a day (except for transthoracic echocardiography (TTE) that could be performed up to 6 months before or after the test).
Patients underwent a non-encouraged 6-minute walk test (6MWT), performed as recommended by the American Thoracic Society (ATS) [1]. Total 6-minute walk distance (6MWD) (measured in absolute value, with calculation of the relative value as previously described [2]), modified Borg score, peripheral oxygen saturation (SpO2), blood pressure (BP) and heart rate (HR) were recorded at the beginning and the end of the test. Variation of Borg score (Borg), SpO2 (SpO2), systolic BP (sBP), diastolic BP (dBP) and HR (HR) were defined as the difference between the value at the end of the 6MWT and the value at its beginning for each parameter.
A global evaluation also recorded the following data:
· Demographics: age, sex, body mass index (BMI) and smoking history (yes/no)
· SSc characteristics: cutaneous subset according to Leroy’s classification [3], disease duration, immunological profile, presence of a specific organic microangiopathy on nailfold capillaroscopy
· Main organ involvements and relevant medical history: pulmonary arterial hypertension (PAH) (defined as hemodynamically-proven pre-capillary group 1 pulmonary hypertension [4]), interstitial lung disease (ILD) (defined by the presence of one or more of the following features on a chest high-resolution CT-scan: isolated ground-glass opacities, honeycombing with concurrent areas of ground-glass attenuation, and traction bronchiectasis and/or bronchiolectasis [5]; and staged according to Goh’s criteria [6]), digital ulcers (DU) (previously and/or at presentation), history of scleroderma renal crisis (SRC), history of acute venous thrombosis (deep vein thrombosis, pulmonary embolism) or arterial thrombosis (myocardial infarction, ischemic stroke, acute limb ischemia), history of chronic cardiovascular disease (coronary heart disease, lower extremity peripheral artery disease)
· Clinical assessment: modified Rodnan skin score (mRSS), telangiectasias, New York Heart Association (NYHA) functional score, cardiovascular symptoms (chest pain, palpitations, syncope), joint symptoms (pain or swelling), muscle symptoms (pain or weakness)
· Biological data: hemoglobin, erythrocyte sedimentation rate (ESR), C-reactive protein (CRP), creatinin and glomerular filtration rate (GFR) estimated by the Modification of Diet in Renal Disease (MDRD) equation, Nt-pro-BNP, creatinin kinase (CK), ferritin, serum complement (total hemolytic activity (CH50), complement fraction 3 (C3) and 4 (C4))
· Transthoracic echocardiography (TTE): left ventricular ejection fraction (LVEF), left ventricular diastolic function, aortic and mitral valves status, peak tricuspid regurgitation velocity (TRV), right atrium (RA)-right ventricle (RV) pressure gradient, estimated systolic pulmonary artery pressure (sPAP), RA area, inferior vena cava (IVC) diameter and collapse, pericardial status
· Pulmonary function tests (PFT): total lung capacity (TLC), forced vital capacity (FVC), forced expiratory volume during the first second (FEV1), FEV1 to FVC ratio (FEV1/FVC), diffusing capacity of the lung for carbon monoxide (DLCO), diffusing coefficient for carbon monoxide (KCO)
· Composite scores: European Scleroderma Study Group Activity Index (EScSG-AI) [7], Medsger severity score [8], Health Assessment Questionnaire-Disability Index (HAQ-DI) [9]
· Treatments: negative chronotropic drugs (-blockers, non-dihydropyridine calcium-channel blockers, other antiarrhythmic drugs, ivabradine, cholinesterase inhibitors used for cognitive disorders), positive chronotropic drugs (2-agonists, 1-antagonists)
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