ccS1 Figure: Location of the tertiary centers where patients were enrolled.


S1 Table: Clinical characteristics of the patients included in this study.

	Variables
	Rheumatoid arthritis
	Psoriatic arthritis
	Psoriasis
	Systemic lupus erythematosus
	Crohn’s disease
	Ulcerative colitis

	Presence  of rheumatoid factor
	1842 (85.6)
	-
	-
	-
	-
	-

	Presence  of anti citrullinated peptide antibodies
	862 (50.4)
	-
	-
	-
	-
	-

	Anti citrullinated peptide antibodies levels
	
	-
	-
	-
	-
	-

	0
	366 (21.4)
	-
	-
	-
	-
	-

	1 - 49
	484 (28.3)
	-
	-
	-
	-
	-

	50 - 349
	450 (26.3)
	-
	-
	-
	-
	-

	≥ 350
	412 (24.1)
	-
	-
	-
	-
	-

	Erosive disease
	1925 (89.5)
	-
	-
	-
	-
	-

	Subcutaneous nodules
	328 (15.2)
	-
	-
	-
	-
	-

	Pulmonary fibrosis
	41 (1.9)
	-
	-
	-
	-
	-

	Pleuritis
	25 (1.2)
	-
	-
	-
	-
	-

	Pericarditis
	19 (0.9)
	-
	-
	-
	-
	-

	Vasculitis
	27 (1.3)
	-
	-
	-
	-
	-

	Amyloidosis
	30 (1.4)
	-
	-
	-
	-
	-

	Sjogren syndrome
	361 (16.8)
	-
	-
	-
	-
	-

	Axial involvement
	-
	235 (21.3)
	-
	-
	-
	-

	Moderate/severe cutaneous psoriasis
	-
	219 (19.6)
	1.516 (61.0)
	-
	-
	-

	Presence of psoriatic arthritis
	-
	-
	370 (15.0)
	-
	-
	-

	Vitiligo
	-
	-
	-
	4 (0.5)
	-
	-

	Family history of autoimmune thyroiditis
	-
	-
	-
	19 (2.5)
	-
	-

	Acute psychosis
	-
	-
	-
	21 (2.8)
	-
	-

	Seizures
	-
	-
	-
	43 (5.7)
	-
	-

	Organic cerebral syndrome
	-
	-
	-
	12 (1.6)
	-
	-

	Severe arthritis
	-
	-
	-
	82 (10.8)
	-
	-

	Mild arthritis
	-
	-
	-
	499 (65.7)
	-
	-

	Jaccoud arthropathy
	-
	-
	-
	31 (4.1)
	-
	-

	Pericarditis
	-
	-
	-
	147 (19.3)
	-
	-

	Pleuritis
	-
	-
	-
	153 (20.1)
	-
	-

	anti-DNA antibodies
	-
	-
	-
	543 (71.5)
	-
	-

	anti-Sm antibodies
	-
	-
	-
	148 (19.5)
	-
	-

	anti-phospholipids syndrome
	-
	-
	-
	132 (17.4)
	-
	-

	Lupic anticoagulant
	-
	-
	-
	110 (19.5)
	-
	-

	anti cardiolipine IgG antibodies
	-
	-
	-
	145 (26.9)
	-
	-

	anti cardiolipine IgM antibodies
	-
	-
	-
	108 (19.0)
	-
	-

	anti-B2GPI IgG antibodies
	-
	-
	-
	67 (12.7)
	-
	-

	anti-B2GPI IgM antibodies
	-
	-
	-
	62 (11.7)
	-
	-

	False positive test for syphilis
	-
	-
	-
	14 (3.1)
	-
	-

	Extraintestinal manifestations
	-
	-
	-
	-
	338 (26.2)
	145 (14.9)


S2 Table: Bivariate logistic regression models to analyze the association between demographic and clinical characteristics, and cardiovascular disease in rheumatoid arthritis patients. 

	Variables
	OR
 [95% CI]
	p

	Women
	0.26 [0.17 to 0.40]
	<0.001

	Age at inclusion in the study
	1.05 [1.03 to 1.07]
	<0.001

	Elapsed time from IMID onset
	1.04 [1.02 to 1.06]
	<0.001

	Secondary or higher vs.
Primary/none education
	0.60 [0.36 to 1.01]
	0.056

	Arterial Hypertension
	5.51 [3.51 to 8·66]
	<0.001

	Dyslipidemia
	3.33 [2.17 to 5·11]
	<0.001

	Type 2 Diabetes
	3.29 [1.93 to 5·60]
	<0.001

	Obesity
	1.16 [0.67 to 2·00]
	0.60

	Current/past  Smoker
	2.20 [1.33 to 3.65]
	0.002

	Presence of Rheumatoid factor
	0.78 [0.45 to 1.36]
	0.38

	Presence of anti citrullinated peptide antibodies
	1.23 [0.75 to 2.00]
	0.42

	≥ 350 vs. < 350 UI/ml of anti citrullinated peptide antibodies
	1.69 [1.01 to 2.83]
	0.047

	Erosive disease
	1.23 [0.59 to 2.57]
	0.59

	Subcutaneous nodules
	1.95 [1.20 to 3.17]
	0.007

	Pulmonary fibrosis
	4.09 [1.67 to 9.98]
	0.002

	Pleuritis
	0.94 [0.13 to 7.05]
	0.95

	Pericarditis
	6.27 [2.04 to 19.29]
	0.001

	Vasculitis
	2.89 [0.86 to 9.79]
	0.088

	Amyloidosis
	1.63 [0.38 to 6.96]
	0.51

	Sjogren syndrome
	1.33 [0.79 to 2.23]
	0.29

	Number of disease-modifying drugs (tertiles):
	
	

	3 vs. ≤ 2 disease-modifying drugs
	1.26 [0.75 to 2.11]
	0.38

	≥ 4 vs. ≤ 2 disease-modifying drugs
	1.31 [0.78 to 2.22]
	0.31

	Biological therapy
	0.73 [0.47 to 1.12]
	0.15



CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio.

S3 Table: Bivariate logistic regression models to analyze the association between demographic and clinical characteristics, and cardiovascular disease in psoriatic arthritis patients.

	Variables
	OR
 [95% CI]
	p

	Women
	0.06 [0.01 to 0.43]
	0.005

	Age at inclusion in the study
	1.07 [1.03 to 1.10]
	<0.001

	Elapsed time from IMID diagnosis
	1.06 [1.02 to 1.10]
	0.001

	Secondary or higher vs.
Primary/none education
	0.52 [0.18 to 1.47]
	0.22

	Dyslipidemia
	3.95 [1.70 to 9.20]
	0.001

	Type 2 Diabetes
	5.03 [2.03 to 12.46]
	<0.001

	Obesity
	1.98 [0.76 to 5.17]
	0.16

	Current/past  Smoker
	1.17 [0.46 to 3.00]
	0.75

	Axial involvement
	0.31 [0.07 to 1.34]
	0.12

	Moderate/severe cutaneous Psoriasis
	1.08 [0.40 to 2.94]
	0.87

	Number of disease-modifying drugs (tertiles):
	
	

	1 vs. 0 disease-modifying drugs
	3.79 [0.48 to 30.09]
	0.21

	≥ 2 vs. 0 disease-modifying drugs
	7.38 [0.96 to 56.51]
	0.054

	Biological therapy
	1.43 [0.61 to 3.38]
	0.42



CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio. 


S4 Table: Bivariate logistic regression models to analyze the association between demographic and clinical characteristics, and cardiovascular disease in Psoriasis patients. 


	Variables
	OR [95% CI]
	p

	Women
	0.33 [0.20 to 0.54]
	<0.001

	Age at inclusion in the study
	1.09 [1.07 to 1.11]
	<0.001

	Elapsed time from IMID onset
	1.04 [1.03 to 1.05]
	<0.001

	Late vs. early onset of Ps
	3.49 [2.22 to 5.48]
	<0.001

	Secondary or higher vs. Primary/none education
	0.26 [0.16 to 0.42]
	<0.001

	Arterial Hypertension
	8.43 [5.46 to 13.01]
	<0.001

	Dyslipidemia
	8.23 [5.36 to 12.62]
	<0.001

	Type 2 Diabetes
	5.72 [3.59 to 9.09]
	<0.001

	Obesity
	1.89 [1.22 to 2.94]
	0.005

	Current/past smoker
	1.46 [0.88 to 2.43]
	0.15

	Moderate/severe cutaneous disease
	0.86 [0.57 to 1.30]
	0.47

	Presence of Psoriatic arthritis
	1.70 [1.03 to 2.80]
	0.037

	Number of disease-modifying drugs (tertiles):
	
	

	≥ 1 vs. 0 disease-modifying drugs
	0.74 [0.43 to 1.28]
	0.28

	Biological therapy
	0.89 [0.52 to 1.53]
	0.68



CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio.


S5 Table: Bivariate logistic regression models to analyze the association between demographic and clinical characteristics, and cardiovascular disease among systemic lupus erythematosus patients.


	Variables
	OR [95% CI]
	p

	Women
	0.19 [0.07 to 0.50]
	0.001

	Age at inclusion in the study
	1.05 [1.02 to 1.08]
	0.001

	Elapsed time from IMID onset
	1.08 [1.03 to 1.14]
	0.001

	Secondary or higher vs. Primary/none education
	0.71 [0.31 to 1.61]
	0.42

	Arterial Hypertension
	2.88 [1.27 to 6.55]
	0.012

	Dyslipidemia
	2.16 [0.88 to 5.31]
	0.095

	Type 2 Diabetes
	1.35 [0.17 to 10.41]
	0.78

	Obesity
	2.00 [0.77 to 5.21]
	0.15

	Current/past smoker
	0.54 [0.22 to 1.35]
	0.19

	Vitiligo
	10.62 [1.06 to 106.05]
	0.044

	Family history of Autoimmune thyroiditis 
	4.52 [0.53 to 38.28]
	0.17

	Acute psychosis
	3.43 [0.75 to 15.65]
	0.11

	Seizures
	3.57 [1.17 to 10.96]
	0.026

	Organic cerebral syndrome
	6.60 [1.36 to 31.92]
	0.019

	Severe arthritis
	1.69 [0.56 to 5.06]
	0.35

	Mild arthritis
	0.87 [0.37 to 2.01]
	0.74

	Jaccoud arthropathy
	5.25 [1.68 to 16.43]
	0.004

	Serositis
	3.10 [1.23 to 7.83]
	0.017

	Anti-DNA antibodies
	2.04 [0.69 to 6.03]
	0.20

	Anti-Sm antibodies 
	3.10 [1.35 to 7.12]
	0.008

	Antiphospolipid syndrome
	3.58 [1.55 to 8.24]
	0.003

	Lupus anticoagulant
	2.31 [0.90 to 5.92]
	0.083

	IgG anti Cardiolipins
	1.77 [0.67 to 4.66]
	0.25

	IgM anti Cardiolipins
	1.35 [0.48 to 3.78]
	0.56

	IgG anti β2 GPI
	2.78 [0.96 to 8.06]
	0.060

	IgM anti β2 GPI
	2.23 [0.71 to 6.99]
	0.17

	False positive test for syphilis
	4.20 [0.87 to 20.24]
	0.074

	Number of disease-modifying drugs (tertiles):
	
	

	2 vs. ≤ 1 disease-modifying drugs
	0.42 [0.12 to 1.49]
	0.18

	≥ 3 vs. ≤ 1 disease-modifying drugs
	1.85 [0.76 to 4.48]
	0.17



CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio.

S6 Table: Logistic regression models to analyze the association between demographic and clinical characteristics, and cardiovascular disease among ulcerative colitis and Crohn’s disease patients.


	
	Ulcerative colitis
	
	Crohn’s disease
	

	Variables
	OR
 [95% CI]
	p
	OR
 [95% CI]
	p

	Women
	0.11 [0.03 to 0.49]
	0.004
	0.56 [0.19 to 1.67]
	0.30

	Age at inclusion in the study
	1.07 [1.04 to 1.10]
	<0.001
	1.09 [1.06 to 1.14]
	<0.001

	Elapsed time from IMID onset
	1.04 [0.99 to 1.09]
	0.12
	1.10 [1.05 to 1.17]
	<0.001

	Secondary or higher vs.
Primary/none education
	0.32 [0.12 to 0.82]
	0.018
	0.59 [0.19 to 1.84]
	0.36

	Arterial Hypertension
	7.83 [3.32 to 18.46]
	<0.001
	20.79 [7.16 to 61.46]
	<0.001

	Dyslipidemia
	7.73 [3.24 to 18.45]
	<0.001
	7.80 [2.13 to 28.63]
	0.002

	Type 2 Diabetes
	10.61 [3.98 to 28.28]
	<0.001
	12.16 [2.59 to 57.10]
	0.002

	Obesity
	2.63 [1.00 to 6.92]
	0.051
	2.74 [0.75 to 10.04]
	0.13

	Current/past  Smoker
	2.00 [0.65 to 6.18]
	0.23
	1.02 [0.28 to 3.79]
	0.98

	Extradigestive manifestations
	0.76 [0.17 to 3.35]
	0.72
	0.25 [0.03 to 1.98]
	0.19

	Number of disease-modifying drugs (tertiles):
	
	
	
	

	≥ 1 vs. 0 disease-modifying drugs
	0.80 [0.29 to 2.18]
	0.66
	0.64 [0.22 to 1.85]
	0.41

	Biological therapy
	0.94 [0.12 to 7.11]
	0.95
	0.98 [0.22 to 4.40]
	0.98



CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio.


S7 Table: Bivariate and multivariate mixed-effects logistic regression analysis to assess the overall association between demographic and clinical variables and cardiovascular disease.
 
	Variables
	OR [95% CI]
	p
	OR [95% CI]a
	pa

	Women
	0.26 [0.20 to 0.35]
	<0.001
	0.32 [0.21 to 0.48]
	<0.001

	Age at inclusion in the study
	1.07 [1.06 to 1.08]
	<0.001
	1.07 [1.05 to 1.08]
	<0.001

	Elapsed time from IMID diagnosis to study
	1.04 [1.06 to 1.05]
	<0.001
	1.03 [1.02 to 1.04]
	<0.001

	Current/past smoker
	1.50 [1.11 to 2.01]
	0.007
	1.49 [1.00 to 2.21]
	0.052

	Dyslipidemia
	5.09 [3.95 to 6.56]
	<0.001
	3.39 [2.46 to 4.66]
	<0.001

	Type 2 diabetes
	4.81 [3.56 to 6.48]
	<0.001
	2.19 [1.49 to 3.21]
	<0.001

	Obesity
	1.73 [1.31 to 2.30]
	<0.001
	1.57 [1.12 to 2.21]
	0.009

	Secondary or higher vs.
Primary/no education
	0.41 [0.31 to 0.54]
	<0.001
	0.84 [0.59 to 1.19]
	0.32

	Number of disease-modifying drugs (tertiles):
	
	
	
	

	2nd vs. 1st
	0.91 [0.61 to 1.38]
	0.67
	0.82 [0.48 to 1.40]
	0.47

	3rd vs. 1st
	1.08 [0.81 to 1.45]
	0.60
	1.16 [0.79 to 1.70]
	0.46

	Biological therapy
	0.84 [0.62 to 1.14]
	0.26
	1.13 [0.76 to 1.68]
	0.54



a Model adjusted for demographic variables, traditional cardiovascular risk factors and educational level. CI: Confidence interval; IMID: immune-mediated inflammatory disease; OR: Odds ratio.


S8 Table: Comparison between psoriatic arthritis patient from the psoriatic arthritis cohort and from the psoriasis cohort.


	Variable
	Psoriatic arthritis cohort
	Psoriasis cohort
	p

	Women, n (%)
	522 (47.3)
	177 (49.2)
	0.54

	Age at inclusion in the study, median (IQR)
	52 (41-63)
	50 (40-60)
	0.019

	Moderate/severe cutaneous psoriasis, n (%)
	219 (19.6)
	285 (77.5)
	<0.001

	Guttate, n (%)
	60 (5.4)
	37 (10.0)
	0.003

	Erythrodermic, n (%)
	22 (2.0)
	19 (5.1)
	0.003

	Pustular, n (%)
	17 (1.52)
	13 (3.5)
	0.030

	Peripheral involvement, n (%)
	1082 (95.7)
	320 (86.5)
	<0.001

	Axial involvement, n (%)
	248 (22.2)
	109 (29.5)
	0.006

	Distal interphalangeal involvement, n (%)
	139 (12.1)
	34 (9.2)
	0.13

	Arthritis mutilans, n (%)
	56 (5.4)
	5 (1.4)
	0.001

	HLAB27, presence, n (%)
	127 (17.5)
	8 (13.3)
	0.48

	Onychopathy, n (%)
	478 (42.5)
	218 (60.1)
	<0.001

	Cardiovascular disease, n (%)
	24 (2.1)
	21 (5.7)
	0.001

	Type 2 diabetes, n (%)
	92 (8.0)
	27 (7.3)
	0.74

	Dyslipidemia, n (%)
	157 (13.7)
	71 (19.2)
	0.012

	Obesity, n (%)
	250 (24.6)
	112 (31.6)
	0.012

	Ever smoker, n (%)
	533 (59.6)
	194 (65.5)
	0.074

	Number of disease-modifying drugs, median [IQR]
	1 (1 to 2)
	0 (0 to 1)
	<0.001

	Patients with biological drugs, n (%)
	299 (26.1)
	126 (34.1)
	0.003



CI: Confidence interval; IMID: immune-mediated inflammatory disease; IQR: interquartile rank; OR: Odds ratio.


S9 Table: Comparison between the psoriasis cohort, excluding those patients with psoriatic arthritis, with the psoriatic arthritis cohort.

	Variable
	Psoriatic arthritis cohort
	Psoriasis cohort
	p

	Women, n (%)
	522 (47.3)
	880 (42.5)
	<0.001

	Age at inclusion in the study, median [IQR]
	52 (41-63)
	47 (32-59)
	<0.001

	Moderate/severe cutaneous psoriasis, n (%)
	219 (19.6)
	1231 (58.1)
	<0.001

	Guttate, n (%)
	60 (5.4)
	211 (9.9)
	<0.001

	Erythrodermic, n (%)
	22 (2.0)
	77 (3.6)
	0.007

	Pustular, n (%)
	17 (1.5)
	78 (3.7)
	<0.001

	Onychopathy, n (%)
	478 (42.5)
	900 (42.8)
	0.86

	Cardiovascular disease, n (%)
	24 (2.1)
	73 (3.4)
	0.027

	Type 2 diabetes, n (%)
	92 (8.0)
	176 (8.3)
	0.80

	Dyslipidemia, n (%)
	157 (13.7)
	365 (17.2)
	<0.001

	Obesity, n (%)
	250 (24.6)
	500 (24.8)
	0.88

	Ever smoker, n (%)
	533 (59.6)
	1217 (70.4)
	<0.001

	Number of disease-modifying drugs, median [IQR]
	2 (2-3)
	1 (1-1)
	<0.001

	Patients with biological drugs, n (%)
	299 (26.1)
	367 (17.3)
	<0.001



CI: Confidence interval; IMID: immune-mediated inflammatory disease; IQR: interquartile rank; OR: Odds ratio.

S Discussion and References
Several studies have been published in the last 20 years, analyzing the role of different immune-mediated inflammatory disease (IMIDs) in the prevalence and incidence of cardiovascular disease (CVD) and traditional cardiovascular risk factors. A comparison cohort of non-IMID subjects was commonly used to assess the relative risk of suffering or developing CVD or different traditional cardiovascular risk factors, adjusting for demographic and clinical variables, including other traditional cardiovascular risk factors. In most studies, the IMID was associated with a higher risk of CVD, regardless the presence of traditional cardiovascular risk factors. At the same time, several traditional cardiovascular risk factors were more prevalent in these IMIDs, compared with the general population. However, fewer studies analyzed which demographic or clinical-related variables contribute to the CV risk in these conditions, analyzed together or separately, and many of those studies did not perform a direct comparison among IMIDs, adjusted for the presence clinical-related variables or traditional cardiovascular risk factors.
In rheumatoid arthritis patients, clinically overt CVD was associated with older age,1–3 male sex,1–4 older age at disease onset,4 longer rheumatoid arthritis duration,5,6the presence of obesity,1type 2 diabetes mellitus,3,4 arterial hypertension,2–4 dyslipidemia,2,4,7 history of smoking,2,3 higher disease activity,3,4,7 the presence of extra-articular disease,4,8 rheumatoid factor,9,10 anti-citrullinated peptide antibodies,10 erosive disease,9 and lower education level.3,6 Moreover, patients with vasculitis or rheumatoid lung disease have a particularly increased risk of cardiovascular death.11 Regarding subclinical CVD, older age,12–16 male sex,13 longer duration of disease,15,17 the presence of traditional cardiovascular risk factors,14,18–21 including history of smoking,13,17  higher disease activity,16–19,22 higher titers of anti-citrullinated peptide antibodies,15,23 and a more extent radiographic damage of joints12,24 have been associated with greater carotid intima-media thickness or presence of coronary artery calcifications. In our cohort, the association of most of the factors or clinical manifestations previously associated with higher CVD risk was replicated.  
In psoriatic arthritis patients, longer duration of disease,25 earlier age at diagnosis,25 the presence of arterial hypertension,26 type 2 diabetes mellitus,27 dyslipidemia,26,27 and a more severe skin disease27 have been associated with higher risk of CVD. Regarding subclinical CVD, a significant association has been observed with older age,28,29 longer duration of disease,28,30 the presence of dyslipidemia,29–31 obesity,28 type 2 diabetes mellitus,31 inflammatory markers,28,32 spine involvement,28 and earlier age at disease onset.30 In our cohort similar results were observed, being the main difference the lack of association with severity of the skin disease and the association between spine involvement and a lower risk of CVD. 
In psoriasis patients, CVD has been associated with  a more severe skin disease,33–38 the presence of associated arthritis,25,34,39 older age,34 and earlier onset of skin disease.34 Again, similar results were observed in our cohort, except for the effect of severity of the skin disease and age at onset.
In systemic lupus erythematosus, clinically over CVD was associated with older age,40–49 male sex,44,49,50 older age at diagnosis,50–52 longer duration of disease,46,47,51 corticosteroid use,44,51,52 the presence of dyslipidemia,43,44,51–53 arterial hypertension,40,43,44,52–55 obesity,52 current smoking,45,46,48 arthritis, psychosis, seizures,45 anti-phospholipids antibodies,40,42,46,48 markers of endothelial damage,42,48 disease activity,43,44,46,48,49 postmenopausal status,51 and lower education.49 Subclinical CVD was associated with older age,56–62 male sex,62 longer duration of disease,58,59,63,64 the presence of dyslipidemia,56,57,61 arterial hypertension,57,60,61 type 2 diabetes mellitus,56 obesity,61,64 corticosteroid use,57,60,61 organ damage,57,63 higher disease activity,59 the absence of anti-sm antibodies,63 and the presence of anti-phospholipids antibodies.60 
In inflammatory bowel disease patients, CVD was associated with older age,65,66 the presence of traditional cardiovascular risk factors,67 a shorter disease duration in Crohn’s disease patients,68 and with higher disease activity.67,69
Subclinical CVD was associated with older age,70 and regarding disease activity, contradictory results has been observed.70,71 In our study, older age and arterial hypertension were associated in both Crohn’s disease and ulcerative colitis. Additionally, disease duration showed no association with cardiovascular risk.
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