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[bookmark: _Hlk161591895]Supplementary Table 1. Descriptive Analysis of the population enrolled; data not included in Table 1 in the manuscript. 
	
	All patients

	Parameters
	All pts1873
	Missing

	Demographic
	

	Ethnicity, n (%)
   Caucasian
   Afro-American
   Asian
  Other
	
	1782 (98.5)

	9 (0.5)

	5 (0.3)

	14 (0.8)



	63


	Work occupation, n (%)
   Full time
   Not full time
   Retired
   Unemployed
	
551 (34.3)
97 (6.0)
610 (38.0)
349 (21.7)
	266


	Manual work, n (%)
		239 (38.2)



	1238

	Toxic exposition, n (%)
	57 (3.4)
	183

	Previous pregnancy, n (%)
	1629 (87)
	0

	Menopausal status, n (%)
	1134 (75)
	361

	Previous Miscarriage, n (%)
	270 (21.5)
	617

	Clinical features
	

	Resting sPAP (mmHg)
	22.8 (16.5)
	325

	ESR (mm/h), mean (SD)
	21.7 (17.7)
	245

	RPC (mg/L), mean (SD)
	9.3 (25.0)
	185

	Laboratory profile

	ANA, n (%)
	1800 (97.4)
	26

	ANCA, n (%)
	24 (1.5)
	302

	Anti-dsDNA, n (%)
	18 (1.1)
	275

	ACLA/anti β2GPI/LAC, n (%)
	68 (4.3)
	296

	Comorbidity
	

	Myocardial infarction, n (%)
Heart failure, n (%)
	54 (2.9)
39 (2.1)
	0
0

	Cerebrovascular disease, n (%)
Ictus, n (%)
hemiplegia, n (%)
	34 (1.8)
17 (0.9)
4 (0.2)
	0
0
0

	Chronic pulmonary disease (not ILD), n (%)
	81 (4.3)
	0

	 Kidney disease (moderate to severe), n (%)
	48 (2.6)
	0

	Liver disease (mild), n (%)
Liver disease (moderate to severe), n (%)
	57 (3.0)
24 (1.3)
	0

	Cancer, n (%)
Metastatic cancer, n (%)
Leukemia, n (%)
Lymphoma, n (%)
	138 (7.4)
8 (0.4)
2 (0.11)
6 (0.3)
	0

	Dementia, n (%)
	4 (0.2)
	0

	Osteoporosis, n (%)
	245 (13.1)
	0

	Gastroduodenal ulcer, n (%)
	49 (2.6)
	0

	Ongoing Therapy 
	
	

	Bosentan, n (%)
	371 (45.3)
	1054

	Ambrisentan, n (%)
	11 (2.6)
	1450

	Macitentan, n (%)
	38 (8.5)
	1424

	Sildenafil, n (%)
	59 (12.3)
	1395

	Tadalafil, n (%)
	13 (3.7)
	1437

	epoprostenolo, n (%)
	3 (0.7)
	1465

	PGE1, n (%)
	41 (8.7)
	1403

	Riociguat, n (%)
	1 (0.2)
	1456

	Calcium channel blocker 
	239 (12.76)
	0

	Beta blocker, n (%)
	133 (25)
	1341

	Antiplatet therapy, n (%)
	830 (73.3)
	741

	anticoagulant therapy, n (%)
	53 (11.6)
	1418

	Cyclophosphamide, n (%)
	14 (2.4)
	1290

	Micophenolate, n (%)
	228 (36.7)
	12511

	Methotrexate, n (%)
	158 (24.9)
	1238

	Rituximab, n (%)
	41 (8.6)
	1395

	Anti-TNF, n (%)
	1 (0.2)
	1445

	Tocilizumab, n (%)
	14 (3.2)
	1436

	Abatacept, n (%)
	4 (0.9)
	14441

	Past therapy 
	
	

	Bosentan, n (%)
	112 (13.7)
	1054

	Ambrisentan, n (%)
	2 (0.5)
	1450

	Macitentan, n (%)
	2 (0.4)
	1424

	Sildenafil, n (%)
	19 (4.0)
	1395

	Tadalafil, n (%)
	7 (1.6)
	1437

	epoprostenolo, n (%)
	
	1465

	PGE1, n (%)
	41 (8.7)
	1403

	Riociguat, n (%)
	1 (0.1)
	416

	Calcium channel blocker 
	994 (53.07)
	0

	Beta blocker, n (%)
	11 (2.1)
	1341

	Antiplatet therapy, n (%)
	69 (6.1)
	741

	anticoagulant therapy, n (%)
	7 (1.5)
	1418

	Cyclophosphamide, n (%)
	185(31.7)
	1290

	Micophenolate, n (%)
	41 (6.6)
	251

	Methotrexate, n (%)
	123 (19.4)
	1238

	Rituximab, n (%)
	32 (6.7)
	1395

	Anti-TNF, n (%)
	9 (2.1)
	1445

	Tocilizumab, n (%)
	5 (1.1)
	1436

	Abatacept, n (%)
	5 (1.2)
	1444



Legend: SD: Standard deviation; ANA: Antinuclear Antibodies; ANCA: Anti-neutrophil cytoplasmic antibody; Beta-2-Glycoprotein I Antibodies; ACLA: Anti-Cardiolipin antibody; LAC: Lupus anticoagulant;  ESR: erythrocyte sedimentation rate; CRP: C-reactive protein; NYHA:  New York Heart Association; sPAP: systolic pulmonary artery pressure; LVEF: Left ventricular ejection fraction; PGE1: Prostaglandin E1; PDE5i: phosphodiesterase 5 inhibitors, ERA:  endothelin receptor antagonists; TNF: tumor necrosis factor.
Supplementary Table 2. Correlation between digital ulcers and disease characteristics; data not included in Table 1 in the manuscript. 

	Parameters
	OR (Lower limit IC- Upper limit IC)
	p value

	Smoking habit 
    Never smoker
    Past smoker
    Current smoker
	
Reference
0.97 (0.72-1.30)
1.11 (0.77-1.59)
	
0.835
0.588

	Ethnicity 
   Caucasian
   Afro-American
   Asian
  Other
	
Reference
0.45 (0.06-3.58)
0.89 (0.10-8.01)
0.97 (0.27-3.51)
	

0.447
0.919
0.967

	Work occupation 
   Full time
   Not full time
   Retired
   Unemployed
	
Reference
0.81 (0.48-1.36)
0.56 (0.42-0.74)
0.80 (0.58-1.11)

	
0.430
<0.001
0.180

	Manual work 
	1,00 (0,69-1,45)
	0,994

	Toxic exposition 
	0.89 (0.45-1.73)
	0.723

	Previous pregnancy 
	0.90 (0.26-3.15)
	0.869

	Previous Miscarriage 
	1.05 (0.97-1.14)
	0.235

	Laboratory
	
	

	ANA, n (%)
	2.38 (0.93-6.05)
	0.069

	ANCA, n (%)
	1.48 (0.61-3.61)
	0.384

	Anti-dsDNA, n (%)
	2.92 (1.14-7.45)
	0.025

	ACLA/anti β2GPI/LAC, n (%)
	1.10 (0.62-1.94)
	0.756

	Clinical characteristics
	
	

	Resting sPAP (mmHg), mean (SD)
	1.01 (1.00-1.01)
	0.156

	ESR (mm/h), mean (SD)
	1.00 (0.99-1.01)
	0.991

	RPC (mg/L), mean (SD)
	1.01 (1.00-1.02)
	0.213

	Comorbidity
	
	

	Myocardial infarction 
Heart failure, n (%)
	1.68 (0.94-3.02)
1.25 (0.60-2.58)
	0.081
0.550

	Cerebrovascular disease, n (%)
Ictus 
hemiplegia 
	1,11 (0.50-2.47)	
1.11 (0.36-3.42)
1.20 (0.12-11.58)
	0,797
0.857
0.874

	Chronic pulmonary disease (not ILD), n (%)
	0.95 (0.55-1.65)
	0.868

	 Kidney disease (moderate to severe) , n (%)
	2.21 (1.22-4.02)
	0.009

	Liver disease (mild), n (%)
Liver disease (moderate to severe), n (%)  
	0.76 (0.38-1.52)
0.32 (0.08-1.38)
	0.438
0.128

	Cancer, n (%)  
Metastatic cancer 
 Leukemia 
 Lymphoma 
	1.00 (0.66-1.52)
2.17 (0.52-9.12)
3.61 (0.23-57.81)
1.80 (0.33-9.89)
	0.998
0.290
0.365
0.496

	Dementia, n (%)
	1.20 (0.12-11.58)
	0.874

	Osteoporosis, n (%)  
	1.29 (0.95-1.76)
	0.105

	Gastroduodenal ulcer, n (%)
	0.59 (0.26-1.33)
	0.205

	Ongoing Therapy
	
	

	Calcium channel blocker, n (%) 
	1.34 (0.98-1.83)
	0.069

	Beta blocker, n (%) 
	0.45 (0.13-1.57)
	0.208

	Cyclophosphamide, n (%)
	0.77	(0.17-3.58)	
	0.738

	Micophenolate, n (%)
	2.00	(1.05-3,83)	
	0.036

	Methotrexate, n (%)
	1.41	(0.93-2.14)	
	0.102

	Rituximab, n (%)
	1.86	(0.89-3.91)	
	0.099

	Anti-TNF, n (%)
	2.78	(0.74-10.41)	
	0.129

	Tocilizumab, n (%)
	2.32	(0.39-13.92)	
	0.359

	Abatacept, n (%)
	1.15	(0.12-11.12)	
	0.902

	Previous Therapy
	
	

	Cyclophosphamide, n (%)
	0.82	(0.51-1.33)	
	0.421

	Micophenolate, n (%)
	0.74	(0.51-1.06)	
	0.104

	Methotrexate, n (%)
	1.20	(0.82-1.77)	
	0.342

	Rituximab, n (%)
	1.65	(0.85-3.23)	
	0.142

	Anti-TNF, n (%)
	nc
	nc

	Tocilizumab, n (%)
	1.39	(0.43-4.46)	
	0.580

	Abatacept, n (%)
	2.31	(0.38-13.86)	
	0.361

	
	


Legend: SD: Standard deviation; ANA: Antinuclear Antibodies; ANCA: Anti-neutrophil cytoplasmic antibody; Beta-2-Glycoprotein I Antibodies; ACLA: Anti-Cardiolipin antibody; LAC: Lupus anticoagulant; ESR: erythrocyte sedimentation rate; CRP: C-reactive protein; NYHA:  New York Heart Association; sPAP: systolic pulmonary artery pressure; LVEF: Left ventricular ejection fraction, nc: not calculable.


