Table S1 - Cardiovascular events and comorbidities list classified using the codes from the International Classification of Diseases (ICD) and Medical Dictionary for Regulatory activities (MedDRA) mapping.
	ICD-10 Chapter Number 
2019 International Core Version
	ICD-10 Chapter 
2019 International Core Version
	ICD-10 Code 2019 International Core Version
	ICD-10 Term 
2019 International Core Version
	Mapped MedDRA LLT 
v27.0
	Mapped MedDRA LLT Code
v27.0
	Map Attribute
	MedDRA PT
v27.0
	MedDRA PT Code
v27.0

	IX
	Diseases of the circulatory system
	I20
	Angina pectoris
	Angina pectoris
	10002383
	Equivalent
	Angina pectoris
	10002383

	IX
	Diseases of the circulatory system
	I20.0
	Unstable angina
	Unstable angina
	10046251
	Equivalent
	Angina unstable
	10002388

	IX
	Diseases of the circulatory system
	I20.1
	Angina pectoris with documented spasm
	Vasospastic angina
	10067790
	Equivalent
	Prinzmetal angina
	10036759

	IX
	Diseases of the circulatory system
	I20.8
	Other forms of angina pectoris
	Angina pectoris
	10002383
	Equivalent
	Angina pectoris
	10002383

	IX
	Diseases of the circulatory system
	I20.9
	Angina pectoris, unspecified
	Angina pectoris
	10002383
	Equivalent
	Angina pectoris
	10002383

	IX
	Diseases of the circulatory system
	I21
	Acute myocardial infarction
	Acute myocardial infarction
	10000891
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.0
	Acute transmural myocardial infarction of anterior wall
	Acute transmural myocardial infarction
	10067273
	Loss of Information
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.1
	Acute transmural myocardial infarction of inferior wall
	Acute transmural myocardial infarction
	10067273
	Loss of Information
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.2
	Acute transmural myocardial infarction of other sites
	Acute transmural myocardial infarction
	10067273
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.3
	Acute transmural myocardial infarction of unspecified site
	Acute transmural myocardial infarction
	10067273
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.4
	Acute subendocardial myocardial infarction
	Acute myocardial infarction, subendocardial infarction
	10000920
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I21.9
	Acute myocardial infarction, unspecified
	Acute myocardial infarction
	10000891
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I22
	Subsequent myocardial infarction
	Acute myocardial reinfarction
	10066645
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I22.0
	Subsequent myocardial infarction of anterior wall
	Acute myocardial infarction, of anterior wall
	10066641
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I22.1
	Subsequent myocardial infarction of inferior wall
	Acute myocardial infarction, of other inferior wall
	10000908
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I22.8
	Subsequent myocardial infarction of other sites
	Acute myocardial reinfarction
	10066645
	Loss of Information
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I22.9
	Subsequent myocardial infarction of unspecified site
	Acute myocardial reinfarction
	10066645
	Equivalent
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I23
	Certain current complications following acute myocardial infarction
	Acute myocardial infarction
	10000891
	Loss of Information
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I23.0
	Haemopericardium as current complication following acute myocardial infarction
	Haemopericardium
	10018934
	Loss of Information
	Pericardial haemorrhage
	10034476

	IX
	Diseases of the circulatory system
	I23.1
	Atrial septal defect as current complication following acute myocardial infarction
	Atrial septal defect acquired
	10003665
	Loss of Information
	Atrial septal defect acquired
	10003665

	IX
	Diseases of the circulatory system
	I23.2
	Ventricular septal defect as current complication following acute myocardial infarction
	Ventricular septal defect acquired
	10047299
	Loss of Information
	Ventricular septal defect acquired
	10047299

	IX
	Diseases of the circulatory system
	I23.3
	Rupture of cardiac wall without haemopericardium as current complication following acute myocardial infarction
	Myocardial rupture (post infarct)
	10028605
	Equivalent
	Myocardial rupture
	10028604

	IX
	Diseases of the circulatory system
	I23.4
	Rupture of chordae tendineae as current complication following acute myocardial infarction
	Rupture of chordae tendineae
	10039304
	Loss of Information
	Chordae tendinae rupture
	10008745

	IX
	Diseases of the circulatory system
	I23.5
	Rupture of papillary muscle as current complication following acute myocardial infarction
	Rupture of papillary muscle
	10039309
	Loss of Information
	Papillary muscle rupture
	10033698

	IX
	Diseases of the circulatory system
	I23.6
	Thrombosis of atrium, auricular appendage, and ventricle as current complications following acute myocardial infarction
	Cardiac thrombosis
	10048715
	Loss of Information
	Cardiac ventricular thrombosis
	10053994

	IX
	Diseases of the circulatory system
	I23.8
	Other current complications following acute myocardial infarction
	Acute myocardial infarction
	10000891
	Loss of Information
	Acute myocardial infarction
	10000891

	IX
	Diseases of the circulatory system
	I24
	Other acute ischaemic heart diseases
	Acute heart ischaemia
	10066765
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I24.0
	Coronary thrombosis not resulting in myocardial infarction
	Coronary thrombosis
	10011108
	Equivalent
	Coronary artery thrombosis
	10011091

	IX
	Diseases of the circulatory system
	I24.1
	Dressler syndrome
	Dresslers syndrome
	10013638
	Equivalent
	Dressler's syndrome
	10013637

	IX
	Diseases of the circulatory system
	I24.8
	Other forms of acute ischaemic heart disease
	Acute heart ischaemia
	10066765
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I24.9
	Acute ischaemic heart disease, unspecified
	Acute heart ischaemia
	10066765
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I25
	Chronic ischaemic heart disease
	Chronic ischemic heart disease, unspecified
	10008937
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I25.0
	Atherosclerotic cardiovascular disease, so described
	Atherosclerotic cardiovascular disease
	10051615
	Equivalent
	Arteriosclerosis
	10003210

	IX
	Diseases of the circulatory system
	I25.1
	Atherosclerotic heart disease
	Coronary atherosclerosis
	10011093
	Equivalent
	Arteriosclerosis coronary artery
	10003211

	IX
	Diseases of the circulatory system
	I25.2
	Old myocardial infarction
	Old myocardial infarction
	10030272
	Equivalent
	Myocardial infarction
	10028596

	IX
	Diseases of the circulatory system
	I25.3
	Aneurysm of heart
	Aneurysm of heart
	10002350
	Equivalent
	Cardiac aneurysm
	10007513

	IX
	Diseases of the circulatory system
	I25.4
	Coronary artery aneurysm and dissection
	Dissecting coronary artery aneurysm
	10013428
	Equivalent
	Coronary artery dissection
	10048631

	IX
	Diseases of the circulatory system
	I25.5
	Ischaemic cardiomyopathy
	Ischaemic cardiomyopathy
	10048858
	Equivalent
	Ischaemic cardiomyopathy
	10048858

	IX
	Diseases of the circulatory system
	I25.6
	Silent myocardial ischaemia
	Silent myocardial ischaemia
	10049197
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I25.8
	Other forms of chronic ischaemic heart disease
	Chronic ischaemic heart disease, unspecified
	10008936
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I25.9
	Chronic ischaemic heart disease, unspecified
	Chronic ischaemic heart disease, unspecified
	10008936
	Equivalent
	Myocardial ischaemia
	10028600

	IX
	Diseases of the circulatory system
	I42
	Cardiomyopathy
	Cardiomyopathy
	10007636
	Equivalent
	Cardiomyopathy
	10007636

	IX
	Diseases of the circulatory system
	I42.0
	Dilated cardiomyopathy
	Dilated cardiomyopathy
	10056419
	Equivalent
	Dilated cardiomyopathy
	10056419

	IX
	Diseases of the circulatory system
	I42.1
	Obstructive hypertrophic cardiomyopathy
	Hypertrophic obstructive cardiomyopathy
	10020876
	Equivalent
	Hypertrophic cardiomyopathy
	10020871

	IX
	Diseases of the circulatory system
	I42.2
	Other hypertrophic cardiomyopathy
	Hypertrophic cardiomyopathy
	10020871
	Equivalent
	Hypertrophic cardiomyopathy
	10020871

	IX
	Diseases of the circulatory system
	I42.5
	Other restrictive cardiomyopathy
	Restrictive cardiomyopathy
	10038748
	Equivalent
	Restrictive cardiomyopathy
	10038748

	IX
	Diseases of the circulatory system
	I42.7
	Cardiomyopathy due to drugs and other external agents
	Toxic cardiomyopathy
	10083657
	Loss of Information
	Toxic cardiomyopathy
	10083657

	IX
	Diseases of the circulatory system
	I42.8
	Other cardiomyopathies
	Cardiomyopathy
	10007636
	Equivalent
	Cardiomyopathy
	10007636

	IX
	Diseases of the circulatory system
	I42.9
	Cardiomyopathy, unspecified
	Cardiomyopathy
	10007636
	Equivalent
	Cardiomyopathy
	10007636

	IX
	Diseases of the circulatory system
	I43.1
	Cardiomyopathy in metabolic diseases
	Metabolic cardiomyopathy
	10070909
	Equivalent
	Metabolic cardiomyopathy
	10070909

	IX
	Diseases of the circulatory system
	I43.2
	Cardiomyopathy in nutritional diseases
	Cardiomyopathy secondary
	10061033
	Loss of Information
	Cardiomyopathy
	10007636

	IX
	Diseases of the circulatory system
	I43.8
	Cardiomyopathy in other diseases classified elsewhere
	Cardiomyopathy secondary
	10061033
	Equivalent
	Cardiomyopathy
	10007636

	IX
	Diseases of the circulatory system
	I50
	Heart failure
	Heart failure
	10019279
	Equivalent
	Cardiac failure
	10007554

	IX
	Diseases of the circulatory system
	I50.0
	Congestive heart failure
	Congestive heart failure
	10010684
	Equivalent
	Cardiac failure congestive
	10007559

	IX
	Diseases of the circulatory system
	I50.1
	Left ventricular failure
	Left ventricular failure
	10024119
	Equivalent
	Left ventricular failure
	10024119

	IX
	Diseases of the circulatory system
	I50.9
	Heart failure, unspecified
	Heart failure, unspecified
	10019285
	Equivalent
	Cardiac failure
	10007554

	IX
	Diseases of the circulatory system
	I73.8
	Other specified peripheral vascular diseases
	Peripheral vascular disease
	10034633
	Equivalent
	Peripheral vascular disorder
	10034636

	IX
	Diseases of the circulatory system
	I73.9
	Peripheral vascular disease, unspecified
	Peripheral vascular disease, unspecified
	10034635
	Equivalent
	Peripheral vascular disorder
	10034636




Information Classification: General

Information Classification: General

Information Classification: General

Table S2 - Baseline characteristics of patients without comorbidities in the FAS and SAF populations.
	
	FAS
N=4541
	SAF
N=5356

	0 Comorbidities
	N=1636
	N=1838

	Age Class (n (%))

	      <35 years
	0
	1 (0.1%)

	      Between 35 and 45 years
	33 (2.0%)
	38 (2.1%)

	      Between 46 and 55 years
	202 (12.3%)
	238 (12.9%)

	      Between 56 and 65 years
	506 (30.9%)
	581 (31.6%)

	      Between 66 and 75 years
	689 (42.1%)
	750 (40.8%)

	      >75 years
	206 (12.6%)
	230 (12.5%)

	Gender (n (%)

	      Male
	1013 (61.9%)
	1114 (60.6%)

	      Female
	623 (38.1%)
	724 (39.4%)

	BMI Category (n (%))

	      <18.5
	105 (6.4%)
	120 (6.5%)

	      >=18.5 and <25
	542 (33.1%)
	628 (34.2%)

	      >=25 and <30
	555 (33.9%)
	615 (33.5%)

	      >=30
	380 (23.2%)
	412 (22.4%)

	      Missing
	54 (3.3%)
	63 (3.4%)

	Smoking History (n (%))

	      Current smoker
	732 (44.7%)
	830 (45.2%)

	      Ex-smoker
	808 (49.4%)
	894 (48.6%)

	      Non-smoker
	96 (5.9%)
	114 (6.2%)

	Years from COPD Diagnosis to Date of Informed Consent

	      n
	1573
	1770

	      Mean (SD)
	7.08 (5.74)
	6.97 (5.71)

	      Median
	5.69
	5.61

	      Min; Max
	0.003; 79.24
	0.003; 79.24

	      IQ Range
	2.78; 10.08
	2.73; 9.98

	COPD severity (n (%))

	      GOLD 1 (Mild)
	45 (2.8%)
	53 (2.9%)

	      GOLD 2 (Moderate)
	724
(44.3%)
	833 (45.3%)

	      GOLD 3 (Severe)
	571 (34.9%)
	635 (34.5%)

	      GOLD 4 (Very Severe)
	91 (5.6%)
	101 (5.5%)

	      Missing
	205 (12.5%)
	216 (11.8%)

	Prior COPD treatment (n (%))

	      Monotherapy
	11 (0.7%)
	12 (0.7%)

	      LABA / LAMA (free or fixed combination)
	610 (37.2%)
	684 (37.2%)

	      ICS / LABA (free or fixed combination)
	702 (42.9%)
	806 (43.8%)

	      Triple therapy (free or fixed combination)
	132 (8.1%)
	142 (7.7%)

	      Others
	9 (0.6%)
	9 (0.5%)

	      Missing
	172 (10.5%)
	185 (10.1%)

	Vaccination (n (%))

	      Flu
	250 (15.3%)
	309 (16.8%)

	      Pneumococci
	204 (12.5%)
	256 (13.9%)

	      At least one
	260 (15.9%)
	325 (17.7%)

	      No vaccination
	1376 (84.1%)
	1513 (82.3%)

	Eosinophil Count (cells/µL)

	      n
	125
	152

	      Mean (SD)
	155.443 (180.603)
	158.917 (182.972)

	      Median
	111.000
	116.500

	      Min; Max
	0.00; 1100.00
	0.00; 1100.00

	      IQ Range
	10.900; 215.000
	15.500; 214.000


Abbreviations: SAF, Safety Analysis Full Set; FAS, Full Analysis Set; SD, Standard Deviation; IQ, Interquartile; COPD, Chronic Obstructive Pulmonary Disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease; LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled Corticosteroid
Table S3 - Baseline characteristics of patients with 1-2 comorbidities (moderate burden) in the FAS and SAF populations.
	
	FAS
N=4541
	SAF
N=5356

	1-2 Comorbidities
	N=1995
	N=2431

	Age Class (n (%))

	      <35 years
	4 (0.2%)
	4 (0.2%)

	      Between 35 and 45 years
	28 (1.4%)
	39 (1.6%)

	      Between 46 and 55 years
	160 (8.0%)
	213 (8.8%)

	      Between 56 and 65 years
	599 (30.0%)
	731 (30.1%)

	      Between 66 and 75 years
	749 (37.5%)
	911 (37.5%)

	      >75 years
	455 (22.8%)
	532 (21.9%)

	     Missing
	0
	1 (<0.1%)

	Gender (n (%)

	      Male
	1230 (61.7%)
	1466 (60.3%)

	      Female
	765 (38.3%)
	964 (39.7%)

	      Missing
	0
	1 (<0.1%)

	BMI Category (n (%))

	      <18.5
	114 (5.7%)
	135 (5.6%)

	      >=18.5 and <25
	628 (31.5%)
	788 (32.4%)

	      >=25 and <30
	650 (32.6%)
	779 (32.0%)

	      >=30
	534 (26.8%)
	626 (25.8%)

	      Missing
	69 (3.5%)
	103 (4.2%)

	Smoking History (n (%))

	      Current smoker
	701 (35.1%)
	849 (34.9%)

	      Ex-smoker
	1102 (55.2%)
	1333 (54.8%)

	      Non-smoker
	192 (9.6%)
	248 (10.2%)

	      Missing
	0
	1 (<0.1%)

	Years from COPD Diagnosis to Date of Informed Consent

	      n
	1896
	2309

	      Mean (SD)
	7.80 (6.42)
	7.78 (6.44)

	      Median
	6.31
	6.30

	      Min; Max
	0.003; 59.77
	0.003; 59.77

	      IQ Range
	2.88; 10.85
	2.89; 10.84

	COPD severity (n (%))

	      GOLD 1 (Mild)
	136 (6.8%)
	161 (6.6%)

	      GOLD 2 (Moderate)
	899 (45.1%)
	1088 (44.8%)

	      GOLD 3 (Severe)
	683 (34.2%)
	830 (34.1%)

	      GOLD 4 (Very Severe)
	148 (7.4%)
	197 (8.1%)

	      Missing
	129 (6.5%)
	155 (6.4%)

	Prior COPD treatment (n (%))

	      Monotherapy
	23 (1.2%)
	27 (1.1%)

	      LABA / LAMA (free or fixed combination)
	641 (32.2%)
	779 (32.0%)

	      ICS / LABA (free or fixed combination)
	907 (45.5%)
	1149 (47.2%)

	      Triple therapy (free or fixed combination)
	198 (9.9%)
	241 (9.9%)

	      Others
	7 (0.4%)
	8 (0.3%)

	      Missing
	219 (11.0%)
	227 (9.3%)

	Vaccination (n (%))

	      Flu
	549 (27.5%)
	725 (29.8%)

	      Pneumococci
	442 (22.2%)
	587 (24.1%)

	      Other
	0
	0

	      At least one
	582 (29.2%)
	767 (31.6%)

	      No vaccination
	1413 (70.8%)
	1664 (68.4%)

	Eosinophil Count (cells/µL)

	      n
	347
	2161

	      Mean (SD)
	188.071 (170.178)
	0.588 (0.182)

	      Median
	160.000
	0.575

	      Min; Max
	0.00; 1000.00
	0.01; 4.20

	      IQ Range
	70.000; 250.000
	0.486; 0.673


[bookmark: _Hlk199857132]Abbreviations: SAF, Safety Analysis Full Set; FAS, Full Analysis Set; SD, Standard Deviation; IQ, Interquartile; COPD, Chronic Obstructive Pulmonary Disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease; LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled Corticosteroid
Table S4 - Baseline characteristics of patients with ≥3 comorbidities (high burden) in the FAS and SAF populations.
	
	FAS
N=4541
	SAF
N=5356

	≥3 Comorbidities
	N=910
	N=1087

	Age Class (n (%))

	      <35 years
	0
	0

	      Between 35 and 45 years
	5 (0.5%)
	5 (0.5%)

	      Between 46 and 55 years
	57 (6.3%)
	67 (6.2%)

	      Between 56 and 65 years
	203 (22.3%)
	250 (23.0%)

	      Between 66 and 75 years
	335 (36.8%)
	396 (36.4%)

	      >75 years
	310 (34.1%)
	369 (33.9%)

	Gender (n (%)

	      Male
	587 (64.5%)
	685 (63.0%)

	      Female
	323 (35.5%)
	402 (37.0%)

	BMI Category (n (%))

	      <18.5
	74 (8.1%)
	82 (7.5%)

	      >=18.5 and <25
	231 (25.4%)
	281 (25.9%)

	      >=25 and <30
	282 (31.0%)
	325 (29.9%)

	      >=30
	308 (33.8%)
	373 (34.3%)

	      Missing
	15 (1.6%)
	26 (2.4%)

	Smoking History (n (%))

	      Current smoker
	252 (27.7%)
	291 (26.8%)

	      Ex-smoker
	548 (60.2%)
	654 (60.2%)

	      Non-smoker
	110 (12.1%)
	142 (13.1%)

	Years from COPD Diagnosis to Date of Informed Consent

	      n
	844
	1014

	      Mean (SD)
	8.45 (6.76)
	8.59 (6.79)

	      Median
	7.04
	7.29

	      Min; Max
	-0.31; 40.13
	-0.31; 40.13

	      IQ Range
	3.13; 11.61
	3.36; 12.13

	COPD severity (n (%))

	      GOLD 1 (Mild)
	59 (6.5%)
	79 (7.3%)

	      GOLD 2 (Moderate)
	405 (44.5%)
	485 (44.6%)

	      GOLD 3 (Severe)
	282 (31.0%)
	339 (31.2%)

	      GOLD 4 (Very Severe)
	93 (10.2%)
	103 (9.5%)

	      Missing
	71 (7.8%)
	81 (7.5%)

	Prior COPD treatment (n (%))

	      Monotherapy
	9 (1.0%)
	11 (1.1%)

	      LABA / LAMA ( free or fixed combination)
	234 (25.7%)
	289 (26.6%)

	      ICS / LABA ( free or fixed combination)
	344 (37.8%)
	434 (39.9%)

	      Triple therapy ( free or fixed combination)
	120 (13.2%)
	140 (12.8%)

	      Others
	1 (0.1%)
	1 (0.1%)

	      Missing
	202 (22.2%)
	212 (19.5%)

	Vaccination (n (%))

	      Flu
	207 (22.7%)
	265 (24.4%)

	      Pneumococci
	169 (18.6%)
	222 (20.4%)

	      Other
	0
	0

	      At least one
	226 (24.8%)
	291 (26.8%)

	      No vaccination
	684 (75.2%)
	796 (73.2%)

	Eosinophil Count (cells/µL)

	      n
	137
	166

	      Mean (SD)
	195.716 (175.930)
	191.332 (171.100)

	      Median
	150.000
	154.000

	      Min; Max
	0.00; 900.00
	0.00; 900.00

	      IQ Range
	80.000; 280.000
	80.000; 280.000


Abbreviations: SAF, Safety Analysis Full Set; FAS, Full Analysis Set; SD, Standard Deviation; IQ, Interquartile; COPD, Chronic Obstructive Pulmonary Disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease; LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled Corticosteroid
Table S5 - Baseline characteristics of patients with and without a CV history in the FAS and SAF populations.
	
	FAS
N=4541
	SAF
N=5356
	FAS
N=4541
	SAF
N=5356

	
	CV history
	No CV history

	
	N=279
	N=312
	N=4262
	N=5044

	Age Class (n (%))
	
	

	      <35 years
	0
	0
	4 (0.1%)
	5 (0.1%)

	      Between 35 and 45 years
	0
	0
	66 (1.5%)
	82 (1.6%)

	      Between 46 and 55 years
	5 (1.8%)
	5 (1.6%)
	414 (9.7%)
	513 (10.2%)

	      Between 56 and 65 years
	48 (17.2%)
	51 (16.3%)
	1260 (29.6%)
	1511 (30.0%)

	      Between 66 and 75 years
	113 (40.5%)
	126 (40.4%)
	1660 (38.9%)
	1931 (38.3%)

	      >75 years
	113 (40.5%)
	130 (41.7%)
	858 (20.1%)
	1001 (19.8%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	Gender (n (%)
	
	

	      Male
	217 (77.8%)
	243 (77.9%)
	2613 (61.3%)
	3022 (59.9%)

	      Female
	62 (22.2%)
	69 (22.1%)
	1649 (38.7%)
	2021 (40.1%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	BMI Category (n (%))
	
	

	      <18.5
	34 (12.2%)
	36 (11.5%)
	259 (6.1%)
	301 (6.0%)

	      >=18.5 and <25
	68 (24.4%)
	77 (24.7%)
	1333 (31.3%)
	1620 (32.1%)

	      >=25 and <30
	72 (25.8%)
	86 (27.6%)
	1415 (33.2%)
	1633 (32.4%)

	      >=30
	80 (28.7%9
	82 (26.3%)
	1142 (26.8%)
	1329 (26.3%)

	      Missing
	25 (9.0%)
	31 (9.9%)
	113 (2.7%)
	161 (3.2%)

	Smoking History (n (%))
	
	

	      Current smoker
	69 (24.7%)
	75 (24.0%)
	1616 (37.9%)
	1895 (37.6%)

	      Ex-smoker
	192 (68.8%)
	216 (69.2%)
	2266 (53.2%)
	2665 (52.8%)

	      Non-smoker
	18 (6.5%)
	21 (6.7%)
	380 (8.9%)
	483 (9.6%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	Years from COPD Diagnosis to Date of Informed Consent
	
	

	      n
	214
	235
	4099
	4858

	      Mean (SD)
	8.90 (6.91)
	9.11 (6.98)
	7.60 (6.23)
	7.59 (6.25)

	      Median
	6.75
	7.61
	5.91
	5.91

	      Min; Max
	0.003; 35.89
	0.003; 35.89
	-0.31; 79.24
	-0.31; 79.24

	      IQ Range
	3.86; 12.16
	3.86; 12.52
	2.87; 10.68
	2.85; 10.65

	COPD severity (n (%))
	
	

	      GOLD 1 (Mild)
	4 (1.4%)
	6 (1.9%)
	236 (5.5%)
	287 (5.7%)

	      GOLD 2 (Moderate)
	101 (36.2%)
	111 (35.6%)
	1927 (45.2%)
	2295 (45.5%)

	      GOLD 3 (Severe)
	101 (36.2%)
	113 (36.2%)
	1435 (33.7%)
	1691 (33.5%)

	      GOLD 4 (Very Severe)
	34 12.2%)
	38 (12.2%)
	298 (7.0%)
	363 (7.2%)

	      Missing
	39 (14.0%)
	44 (14.1%)
	366 (8.6%)
	408 (8.1%)

	Prior COPD treatment (n (%))
	
	

	      Monotherapy
	1 (0.4%)
	1 (0.3%)
	42 (1.0%)
	49 (0.9%)

	      LABA / LAMA (free or fixed combination)
	70 (25.1%)
	79 (25.3%)
	1415 (33.2%)
	1673 (33.1%)

	      ICS / LABA (free or fixed combination)
	63 (22.6%)
	70 (22.4%)
	1890 (44.3%)
	2319 (45.9%)

	      Triple therapy (free or fixed combination)
	73 (26.2%)
	88 (28.2%)
	377 (8.9%)
	435 (8.6%)

	      Others
	1 (0.4%)
	1 (0.3%)
	16 (0.4%)
	17 (0.3%)

	      Missing
	71 (25.4%)
	73 (23.4%)
	522 (12.2%)
	551 (10.9%)

	Vaccination (n (%))
	
	

	      Flu
	11 (3.9%)
	12 (3.8%)
	995 (23.3%)
	1287 (25.5%)

	      Pneumococci
	6 (2.2%)
	6 (1.9%)
	809 (19.0%)
	1059 (21.0%)

	      Other
	0
	0
	0
	0

	      At least one
	11 (3.9%)
	12 (3.8%)
	1057 (24.8%)
	1371 (27.2%)

	      No vaccination
	268 (96.1%)
	300 (96.2%)
	3205 (75.2%)
	3673 (72.8%)

	Eosinophil Count (cells/µL)
	
	

	      n
	21
	22
	588
	701

	      Mean (SD)
	100.957 (0.519)
	96.368 (109.749)
	186.027 (175.163)
	187.534 (178.188)

	      Median
	50.000
	47.500
	157.000
	157.000

	      Min; Max
	0.00; 360.00
	0.00; 360.00
	0.00; 1100.00
	0.00; 1100.00

	      IQ Range
	6.500; 160.000
	4.400; 160.000
	66.500; 251.000
	66.000; 250.000


Abbreviations: CV, Cardiovascular; SAF, Safety Analysis Full Set; FAS, Full Analysis Set; SD, Standard Deviation; IQ, Interquartile; COPD, Chronic Obstructive Pulmonary Disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease; LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled Corticosteroid
Table S6 - Baseline characteristics of patients with and without CV risk in the FAS and SAF populations.
	
	FAS
N=4541
	SAF
N=5356
	FAS
N=4541
	SAF
N=5356

	
	CV risk
	No CV risk

	
	N=111
	N=117
	N=4430
	N=5239

	Age Class (n (%))
	
	

	      <35 years
	0
	0
	4 (0.1%)
	5 (0.1%)

	      Between 35 and 45 years
	0
	0
	66 (1.5%)
	82 (1.6%)

	      Between 46 and 55 years
	4 (3.6%)
	4 (3.4%)
	415 (9.4%)
	514 (9.8%)

	      Between 56 and 65 years
	13 (11.7%)
	13 (11.1%)
	1295 (29.2%)
	1549 (29.6%)

	      Between 66 and 75 years
	56 (50.5%)
	58 (49.6%)
	1717 (38.8%)
	1999 (38.2%)

	      >75 years
	38 (34.2%)
	42 (35.9%)
	933 (21.1%)
	1089 (20.8%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	Gender (n (%)
	
	

	      Male
	84 (75.7%)
	89 (76.1%)
	2746 (62.0%)
	3176 (60.6%)

	      Female
	27 (24.3%)
	28 (23.9%)
	1684 (38.0%)
	2062 (39.4%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	BMI Category (n (%))
	
	

	      <18.5
	11 (9.9%)
	12 (10.3%)
	282 (6.4%)
	325 (6.2%)

	      >=18.5 and <25
	23 (20.7%)
	24 (20.5%)
	1378 (31.1%)
	1673 (31.9%)

	      >=25 and <30
	30 (27.0%)
	33 (28.2%)
	1457 (32.9%)
	1686 (32.2%)

	      >=30
	47 (42.3%)
	48 (41.0%)
	1175 (26.5%)
	1363 (26.0%)

	      Missing
	0
	0
	138 (3.1%)
	192 (3.7%)

	Smoking History (n (%))
	
	

	      Current smoker
	34 (30.6%)
	34 (29.1%)
	1651 (37.3%)
	1936 (37.0%)

	      Ex-smoker
	70 (63.1%)
	76 (65.0%)
	2388 (53.9%)
	2805 (53.5%)

	      Non-smoker
	7 (6.3%)
	7 (6.0%)
	391 (8.8%)
	497 (9.5%)

	      Missing
	0
	0
	0
	1 (<0.1%)

	Years from COPD Diagnosis to Date of Informed Consent
	
	

	      n
	105
	111
	4208
	4982

	      Mean (SD)
	8.78 (6.22)
	9.09 (6.68)
	7.64 (6.27)
	7.63 (6.28)

	      Median
	7.04
	7.54
	5.91
	5.92

	      Min; Max
	0.003; 40.13
	0.003; 40.13
	-0.31; 79.24
	-0.31; 79.24

	      IQ Range
	4.72; 11.28
	4.68; 11.51
	2.87; 10.70
	2.86; 10.68

	COPD severity (n (%))
	
	

	      GOLD 1 (Mild)
	1 (0.9%)
	1 (0.9%)
	239 (5.4%)
	292 (5.6%)

	      GOLD 2 (Moderate)
	39 (35.1%)
	40 (34.2%)
	1989 (44.9%)
	2366 (45.2%)

	      GOLD 3 (Severe)
	33 (29.7%)
	36 (30.8%)
	1503 (33.9%)
	1768 (33.7%)

	      GOLD 4 (Very Severe)
	22 (19.8%)
	22 (18.8%)
	310 (7.0%)
	379 (7.2%)

	      Missing
	16 (14.4%)
	18 (15.4%)
	389 (8.8%)
	434 (8.3%)

	Prior COPD treatment (n (%))
	
	

	      Monotherapy
	1 (0.9%)
	1 (0.9%)
	42 (0.9%)
	49 (0.9%)

	      LABA / LAMA (free or fixed combination)
	29 (26.1%)
	31 (26.5%)
	1456 (32.9%)
	1721 (32.9%)

	      ICS / LABA (free or fixed combination)
	23 (20.7%)
	24 (20.5%)
	1930 (43.5%)
	2365 (45.2%)

	      Triple therapy (free or fixed combination)
	9 (8.1%)
	10 (8.6%)
	441 (10.0%)
	513 (9.7%)

	      Others
	0
	0
	17 (0.4%)
	18 (0.3%)

	      Missing
	49 (44.1%)
	51 (43.6%)
	544 (12.3%)
	573 (10.9%)

	Vaccination (n (%))
	
	

	      Flu
	1 (0.9%)
	1 (0.9%)
	1005 (22.7%)
	1298 (24.8%)

	      Pneumococci
	1 (0.9%)
	1 (0.9%)
	814 (18.4%)
	1064 (20.3%)

	      Other
	0
	0
	0
	0

	      At least one
	1 (0.9%)
	1 (0.9%)
	1067 (24.1%)
	1382 (24.6%)

	      No vaccination
	110 (99.1%)
	116 (99.1%)
	3363 (75.9%)
	3857 (73.6%)

	Eosinophil Count (cells/µL)
	
	

	      n
	12
	12
	597
	711

	      Mean (SD)
	120.117 (101.342)
	120.117 (101.342)
	184.360 (174.934)
	185.851 (177.985)

	      Median
	120.000
	120.000
	152.000
	152.000

	      Min; Max
	0.00; 300.00
	0.00; 300.00
	0.00; 1100.00
	0.00; 1100.00

	      IQ Range
	27.500;205.000
	27.500; 205.000
	63.000; 250.000
	60.000; 250.000


Abbreviations: CV, Cardiovascular; SAF, Safety Analysis Full Set; FAS, Full Analysis Set; SD, Standard Deviation; IQ, Interquartile; COPD, Chronic Obstructive Pulmonary Disease; GOLD, Global Initiative for Chronic Obstructive Lung Disease; LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled Corticosteroid
Table S7 – Distribution of patients in the CV history and CV risk subgroups (FAS population) by CAT score change from baseline (decrease, no change, or increase) and by achievement of a clinically meaningful treatment response.
	
	Month 3
	Month 6
	Month 12

	[bookmark: _Hlk199920393]CV history (n (%))

	Increase in CAT score 
	17 (13.5%)
	24 (16.0%)
	17 (21%)

	Decrease in CAT score 
	103 (81.7%)
	121 (80.7%)
	60 (74.1%)

	No change in CAT score
	6 (4.8%)
	5 (3.3%)
	4 (4.9%)

	Treatment response*
	99 (78.6%)
	110 (73.3%)
	57 (70.4%)

	CV risk (n (%))

	Increase in CAT score 
	6 (9.0%)
	5 (9.3%)
	6 (14.0%)

	Decrease in CAT score 
	57 (85.1%)
	47 (87.0%)
	35 (81.4%)

	No change in CAT score
	4 (6.0%)
	2 (3.7%)
	2 (4.7%)

	Treatment response*
	54 (80.6%)
	44 (81.5%)
	33 (76.7%)


*Defined as a reduction of at least two points in the CAT score
Abbreviations: FAS, Full Analysis Set; CAT, COPD Assessment Test; CV, Cardiovascular


Table S8 - Comparison of CAT scores across subgroups by number of comorbidities, cardiovascular history, and cardiovascular risk in the FAS population.
	CAT score

	
	Mean (SD) [N]
	Mean change (95% CI) from baseline [N]

	
	Baseline
	Month 3 
	Month 6 
	Month 12 

	Comorbidities

	0 comorbidities    
	21.6 (7.7) [1630]
	-4.7 (-5.1, -4.4) [1265]
	-6.7 (-7.1, -6.2) [1197]
	-8.0 (-9.4, -6.6) [156]

	1-2 comorbidities
	21.3 (7.6) [1985]
	-3.2 (-3.5; -2.9) [1456]
	-3.8 (-4.2; -3.5) [1412]
	-5.6 (-6.6; -4.6) [226]

	≥3 comorbidities
	21.9 (7.0) [906]
	-3.3 (-3.9; -2.8) [475]
	-3.0 (-3.5; -2.4) [588]
	-5.2 (-6.4; -4.0) [179]

	Comparison between groups
	p-values* 

	0 versus 1-2 comorbidities
	
	<0.0001
	<0.0001
	0.0055

	[bookmark: _Hlk201330013]0 versus ≥3 comorbidities
	
	<0.0001
	<0.0001
	0.0038

	1-2 versus ≥3 comorbidities
	
	0.5837
	0.0045
	0.6781

	[bookmark: _Hlk199509568]CV history

	CV history group    
	21.7 (7.2) [279]
	-5.3 (-6.5; -4.2) [126]
	-6.2 (-7.4; -4.9) [150]
	-5.8 (-7.5; -4.1) [81]

	No CV history group
	21.5 (7.5) [4242]
	-3.8 (-4.0; -3.5) [3070]
	-4.7 (-4.9; -4.4) [3047]
	-6.2 (-6.9; -5.4) [480]

	Comparison between groups
	p-values* 

	CV history versus No CV history
	
	0.0081
	0.0283
	0.5636

	CV risk

	CV risk group    
	22.7 (7.8) [111]
	-6.0 (-7.4; -4.6) [67]
	-7.0 (-8.7; -5.3) [54]
	-7.1 (-9.7; -4.5) [43]

	No CV risk group
	21.5 (7.5) [4410]
	-3.8 (-4.0; -3.6) [3129]
	-4.7 (-4.9; -4.4) [3143]
	-6.0 (-10.0; -1.0) [518]

	Comparison between groups
	p-values*

	CV risk versus No CV risk
	
	0.0057
	0.0114
	0.3667


[bookmark: _Hlk199857679]*Independent samples t-tests for normally distributed variables, or the Mann–Whitney U test for non-normally distributed data. Significant p-values are reported in bold.
Abbreviations: FAS, Full Analysis Set; SD, Standard Deviation; CAT, COPD Assessment Test; CI, Confidence Interval; CV, Cardiovascular

Table S9 - Comparison of exacerbations across subgroups by number of comorbidities and cardiovascular history in the FAS population.
	Exacerbations (n)

	
	Mean (SD) [N]

	
	Month 3
	Month 6
	Month 12

	Comorbidities

	0 comorbidities    	
	0.1 (0.4) [708]
	0.2 (0.5) [675]
	0.6 (1.1) [179]

	1-2 comorbidities
	0.1 (0.3) [1377]
	0.2 (0.5) [1339]
	0.5 (0.8) [289]

	≥3 comorbidities
	0.1 (0.4) [588]
	0.3 (0.6) [565]
	0.6 (0.8) [140]

	Comparison between subgroups
	p-values* 

	0 versus 1-2 comorbidities
	0.4339
	0.0950
	0.2330

	0 versus ≥3 comorbidities
	0.0395
	0.0016
	0.7769

	1-2 versus ≥3 comorbidities
	0.1046
	0.0430
	0.1417

	[bookmark: _Hlk199514771]CV history

	CV history group    
	0.2 (0.5) [80]
	0.4 (0.7) [79]
	1.0 (0.9) [43]

	No CV history group
	0.1 (0.4) [2593]
	0.2 (0.5) [2500]
	0.5 (0.9) [565]

	Comparison between groups
	p-values*

	CV history versus No CV history
	0.0015
	<0.0001
	<0.0001


*Independent samples t-tests for normally distributed variables, or the Mann–Whitney U test for non-normally distributed data. Significant p-values are reported in bold.
Abbreviations: FAS, Full Analysis Set; SD, Standard Deviation; CV, Cardiovascular


Table S10 - Comparison of FEV1 across subgroups by number of comorbidities and cardiovascular history in the FAS population.
	[bookmark: _Hlk199857775]FEV1 values (L)

	
	Mean (SD) [N]

	
	Baseline
	Month 3
	Month 6
	Month 12

	Comorbidities

	0 comorbidities    
	1.42 (0.67) [1377]
	1.43 (0.59) [635]
	1.49 (0.68) [585]
	1.21 (0.47) [88]

	1-2 comorbidities
	1.37 (0.56) [1804]
	1.47 (0.63) [1196]
	1.44 (0.60) [1057]
	1.25 (0.57) [141]

	≥3 comorbidities
	1.34 (0.55) [806]
	1.42 (0.59) [432]
	1.44 (0.61) [415]
	1.26 (0.52) [95]

	Comparison between subgroups
	p-values*

	0 versus 1-2 comorbidities
	
	0.2245
	0.3068
	0.8802

	0 versus ≥3 comorbidities
	
	0.9747
	0.2617
	0.8254

	1-2 versus ≥3 comorbidities
	
	0.2815
	0.7059
	0.6766

	CV history

	CV history group    
	1.24 (0.52) [236]
	1.22 (0.56) [96]
	1.42 (0.63) [63]
	1.19 (0.59) [46]

	No CV history group
	1.39 (0.60) [3751]
	1.46 (0.61) [2167]
	1.46 (0.62) [1994]
	1.25 (0.52) [278]

	Comparison between groups
	p-values*

	CV history versus No CV history
	
	<0.0001
	0.4606
	0.1489


*Independent samples t-tests for normally distributed variables, or the Mann–Whitney U test for non-normally distributed data. Significant p-values are reported in bold.
Abbreviations: FAS, Full Analysis Set; SD, Standard Deviation; ; FEV1, Forced Expiratory Volume in 1 Second; CV, Cardiovascular

Table S11 - Comparison of TAI-10 scores across subgroups by number of comorbidities and cardiovascular history in the FAS population.
	TAI-10 score

	
	Mean (SD) [N]
	Mean change (95% CI) from baseline [N]

	
	Baseline
	Month 3
	Month 6
	Month 12

	Comorbidities

	0 comorbidities    
	47.7 (4.1) [681]
	0.4 (0.1; 0.8) [375]
	1.0 (0.6; 1.4) [429]
	1.1 (0.3; 2.0) [96]

	1-2 comorbidities
	47.9 (4.1) [1325]
	0.5 (0.3; 0.7) [826]
	0.6 (0.4; 0.8) [900]
	0.9 (-0.1; 1.8) [155]

	≥3 comorbidities
	47.4 (4.9) [644]
	0.4 (0.0; 0.7) [252]
	1.1 (0.7; 1.5) [404]
	2.1 (1.1; 3.0) [116]

	Comparison between subgroups
	p-values*

	0 versus 1-2 comorbidities
	
	0.5465
	0.4134
	0.8758

	0 versus ≥3 comorbidities
	
	0.9289
	0.1774
	0.0387

	1-2 versus ≥3 comorbidities
	
	0.6747
	0.0066
	0.0421

	CV history

	CV history group    
	47.5 (4.6) [158]
	1.1 (0.3; 2.0) [29]
	1.0 (0.0; 2.0) [85]
	1.6 (0.3; 2.8) [52]

	No CV history group
	47.8 (4.3) [2492]
	0.4 (0.3; 0.6) [1424]
	0.8 (0.6; 1.0) [1648]
	0.3 (0.7, 1.9) [315]

	Comparison between groups
	p-values*

	CV history versus No CV history
	
	0.0974
	0.7109
	0.7122


*Independent samples t-tests for normally distributed variables, or the Mann–Whitney U test for non-normally distributed data. Significant p-values are reported in bold.
Abbreviations: FAS, Full Analysis Set; SD, Standard Deviation; CI, Confidence Interval; TAI-10, 10-Item Test of Adherence to Inhalers; CV, Cardiovascular

