Additional files
Additional Table 1 ICD-10 diagnostic codes to define CV events and COPD exacerbation.
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	ICD-10 code
	Label

	CV events

	Acute coronary syndrome
	I21 
	Acute myocardial infarction 

	Acute coronary syndrome
	I20.0
	Unstable angina pectoris

	Heart failure decompensation 
	I50
	Heart failure 

	Heart failure decompensation
	J81
	Pulmonary oedema

	Cerebral ischemia
	I63
	Cerebral infarction, unspecified

	Cerebral ischemia
	G45
	Transient cerebral ischemic attack, unspecified

	Arrythmias
	I48
	Atrial fibrillation and flutter

	Arrythmias
	I49
	Other cardiac arrhythmias

	Arrythmias
	I46
	Cardiac arrest

	COPD exacerbation
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	J44
	Other chronic obstructive pulmonary disease

	COPD exacerbation
	J44.0
	Chronic obstructive pulmonary disease with acute lower respiratory infection

	COPD exacerbation
	J44.1
	Chronic obstructive pulmonary disease with acute exacerbation, unspecified












Additional Table 2 Baseline variable list
	Variables
	Categorization 
	Time of measurement 

	Patient-related variables 

	Age at index date
	Continuous 
	Index date

	Gender 
	Male/female 
	Index date

	BMI (recorded or height / weight derived)
	Continuous
	Baseline period, closest to index date

	Smoking status
	Yes/no
	Index date

	Education level
	Categorical
	Index date

	Comorbidities 

	Obesity (ICD-10 E66)
	Yes/no
	Entire available history before index date (including index date)

	Diabetes mellitus type-1 or -2 (E10, E11)
	Yes/no
	Entire available history before index date (including index date)

	Any Disorders of lipoprotein metabolism and other lipidaemias including any of the E78 codes e.g., Hyperlipidaemia (E78), Hypercholesterolemia (E78.0), dyslipidaemia (E78.6, E78.1)
	Yes/no
	Entire available history before index date (including index date)

	Ischemic heart diseases* (I20-I25)
	Yes/no
	Entire available history before index date (including index date)

	Hypertensive diseases (I10-I15)
	Yes/no
	Entire available history before index date (including index date)

	Heart failure* (I50)
	Yes/no
	Entire available history before index date (including index date)

	Pulmonary oedema (J81)
	Yes/no
	Entire available history before index date (including index date)

	Pulmonary hypertension (I27.0, I27.2)
	Yes/no
	Entire available history before index date (including index date)

	Venous thromboembolism (I26, I80, I82, O08.2, O22.3, O87.1, O88.2) 
	Yes/no
	Entire available history before index date (including index date)

	Cerebrovascular disease* (I60-69)
	Yes/no
	Entire available history before index date (including index date)

	Arrythmia* (I46, I48, I49)
	Yes/no
	Entire available history before index date (including index date)

	Current asthma (J45/J46)
	Yes/no
	Entire available history before index date (including index date)

	Chronic kidney disease, renal failure (N17-N19, I12.0, I13.1, I13.2)
	Yes/no
	Entire available history before index date (including index date)

	Any severe mental illness defined as recurrent and persistent depressive disorders (F33 and F34), and/or bipolar disorder (F30-31) and/or schizophrenia (F20-29)
	Yes/no 
	Entire available history before index date (including index date)

	Anxiety disorder (F40-48)
	Yes/no
	Entire available history before index date (including index date)

	COPD and exacerbation-related

	Year of index date
	Categorical
	Index date

	Number of moderate or severe COPD exacerbations within 24 months prior to index date
	Continuous
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	Pulmonary function (FEV1/predicted value, %)
	Continuous
	[bookmark: OLE_LINK125]Baseline period

	Pulmonary function GOLD classification (I – IV)
	Categorical
	Baseline period

	Concomitant medications

	COPD drug – Long-acting treatments1
	Yes/no
	Baseline period

	COPD drug – Short-acting treatments2
	Yes/no
	Baseline period

	Theophylline
	Yes/no
	Baseline period

	Cardiac drugs3
	Yes/no 
	Baseline period


1 Long-acting COPD treatments: ICS (Inhaled Corticosteroids), LAMA (Long-Acting Muscarinic Antagonists), LABA (Long-Acting β2 Agonists), ICS+LABA, LAMA+LABA, ICS+LAMA+LABA. 
[bookmark: OLE_LINK140]2 Short acting COPD treatments: SABA (Short-Acting β2 Agonists), SAMA (Short-Acting Muscarinic Antagonist).
3 Cardiac drugs: antithrombotic and anticoagulants, cardiac therapy, antihypertensives, diuretics, beta blocking agents, calcium channel blockers, statins.
