METHODS
Data sources - administrative databases
The National Health Service (NHS) provides universal healthcare coverage to all residents, ensuring comprehensive capture of healthcare utilisation across the population. Given the nationwide coverage and the geographical distribution of the included Local Health Units (LHUs), the study sample can be considered representative of the Italian population, and the resulting estimates may be regarded as a reliable approximation at the national level [1].
Supplementary Table 1 - Details on the administrative databases’ content
	Database type
	Content

	Demographic 
	All demographic data of health-assisted individuals (age, sex, death)  

	Pharmaceutical
	Data on drugs reimbursed by the NHS and identified by the Anatomical Therapeutic Chemical (ATC) code, number of packages, units per package, unit cost per package, and date of prescription.

	Hospitalization
	All hospitalisation data, such as the discharge diagnosis codes classified by the International Classification of Diseases, Ninth Revision, Clinical Modification (ICD-9-CM), Diagnosis-Related Group (DRG) and DRG-related charge (defined by the NHS), as primary or secondary diagnosis.

	Outpatient specialist service
	All data about visits, diagnostic/laboratory tests for included patients (date and type of prescription, description of activity and laboratory test/specialist visit charge)

	Payment exemption
	Information on the exemption codes offering the contribution charge to patients for services/treatments related to specific diseases



Characterisation of the included population
Patients were characterised at baseline for comorbidities, events, and concomitant medications. Identification codes are reported in the following Tables.
Supplementary Table 2 - Comorbidities and corresponding identification algorithms
	Comorbidity
	Identification algorithm

	Ischaemic heart disease
	ICD-9-CM codes 410–414

	Heart failure
	ICD-9-CM code 428

	Cerebrovascular disease
	ICD-9-CM codes 430–438

	Peripheral vascular disease
	ICD-9-CM codes 440–442

	Chronic kidney disease
	Exemption code: 023, 
ICD-9-CM codes 404, 585.3–5,

	Chronic obstructive pulmonary disease
	Exemption code: 057, 
ICD-9-CM codes: 491, 493.2, 496

	Hospitalizations for diabetes mellitus
	ICD-9-CM code 250, 357.2, 362.0, 366.41, 648.0



Supplementary Table 3 - Events and corresponding identification codes algorithms
	Event
	Identification algorithm

	Cardiovascular
	ICD-9-CM codes 410-412, 428, 40201, 40211, 40291, 40401, 40403, 40411, 40413, 40491, 40493, 427, 429, 440, 441, 442, 443

	
	Exemption code: 021

	Cerebrovascular disease
	ICD-9-CM codes 430–438

	Renal
	(585.x, 584.x, 586.x, V56.x; (procedures: 55.6x, 39.95, 54.98))

	Fracture (general)
	(733.1x, 800.xx-829.xx; (procedures: 7900, 7905, 7910, 7915, 7920, 7925, 7930, 7935, 7940, 7945, 7950, 7955, 8151, 8152))

	Femoral, Hip, and Vertebral Fractures
	(73313, 80500, 80508, 80510, 80518, 73314, 73315, 82100, 82110, 82123, 82133, 8054, 8055; (procedures: 7905, 7915, 7925, 7935, 7945, 7955, 8151, 8152))



Supplementary Table 4 - Concomitant medicines and corresponding ATC codes
	Lipid-lowering agents
	At least two prescriptions dispensed for ATC C10

	Antihypertensive treatments
	At least two prescriptions dispensed for ATC codes C02 [other antihypertensive] OR C03 [diuretics] OR C07 [beta blocking agents] OR C08 [calcium channel blockers] OR and C09 [agents acting on the renin-angiotensin system]. Excluded study drugs

	Blood glucose lowering agents
	At least two prescriptions dispensed of anti-diabetic drugs with ATC code A10

	Anti-inflammatory drugs
	At least two prescriptions dispensed of anti-inflammatory drugs with ATC code M01

	Antidepressants and antipsycotics
	At least two prescriptions dispensed of antidepressants with ATC code N05A, N05B, N06A

	Antithrombotic Agents
	At least two prescriptions dispensed of antithrombotic agents with ATC code B01

	Antiarrhythmics
	At least two prescriptions dispensed of antiarrhythmics with ATC code C01B

	Oncologic drugs 
	At least two prescriptions dispensed of oncologic drugs with ATC code L01



RESULTS
Supplementary Table 5 - Baseline characteristics of the sample
	
	Lercanidipine originator
2,372 (16,0%)
	Lercanidipine generic
966 (6,5%)
	Amlodipine originator
7,801 (52,5%)
	Amlodipine generic
3,710 (25,0%)
	Maximum SMD observed

	Characteristics
	
	
	
	
	

	Age, mean (SD)
	66.6 (12.9)
	67.0 (12.9)
	65.8 (13.7)
	65.6 (13.6)
	0.090

	Male sex, n (%)
	1108 (46.7)
	480 (49.7)
	3856 (49.4)
	1823 (49.1)
	0.060

	Charlson Comorbidity Index, mean (SD)
	0.40 (0.72)
	0.40 (0.72)
	0.48 (0.87)
	0.47 (0.78)
	-0.107

	Number of daily medications, n (%)
	
	
	
	
	

	     0-4
	1234 (52.0)
	530 (54.9)
	4277 (54.8)
	2129 (57.4)
	0.122

	     5-9
	811 (34.2)
	327 (33.9)
	2582 (33.1)
	1185 (31.9)
	

	     >=10
	327 (13.8)
	109 (11.3)
	942 (12.1)
	396 (10.7)
	

	Medical History
	
	
	
	
	

	Cardiovascular Disease 
	
	
	
	
	

	     Ischaemic heart disease, n (%)
	15 (0.6)
	8 (0.8)
	108 (1.4)
	41 (1.1)
	0.075

	     Heart failure, n (%)
	18 (0.8)
	11 (1.1)
	116 (1.5)
	58 (1.6)
	0.075

	     Cerebrovascular disease, n (%)
	78 (3.3)
	36 (3.7)
	392 (5.0)
	181 (4.9)
	0.087

	     Peripheral vascular disease, n (%)
	22 (0.9)
	8 (0.8)
	72 (0.9)
	39 (1.1)
	0.023

	Chronic Kidney Disease, n (%)
	34 (1.4)
	10 (1.0)
	133 (1.7)
	51 (1.4)
	0.058

	Chronic Obstructive Pulmonary Disease, n (%)
	30 (1.3)
	12 (1.2)
	147 (1.9)
	51 (1.4)
	0.052

	Diabetes Mellitus, n (%)
	50 (2.1)
	22 (2.3)
	284 (3.6)
	144 (3.9)
	0.104

	Concomitant Medications
	
	
	
	
	

	Lipid-lowering drugs, n (%)
	630 (26.6)
	256 (26.5)
	1926 (24.7)
	854 (23.0)
	0.082

	Antihypertensive drugs, n (%) 
	1738 (73.3)
	707 (73.2)
	5384 (69.0)
	2500 (67.4)
	0.129

	Blood glucose lowering drugs, n (%) 
	276 (11.6)
	127 (13.1)
	894 (11.5)
	489 (13.2)
	0.052

	Non-steroidal anti-inflammatory drugs, n (%) 
	420 (17.7)
	167 (17.3)
	1251 (16.0)
	575 (15.5)
	0.059

	Antidepressant and antipsychotic drugs, n (%)
	237 (10.0)
	115 (11.9)
	822 (10.5)
	476 (12.8)
	0.089

	Antithrombotic drugs, n (%)
	602 (25.4)
	227 (23.5)
	1984 (25.4)
	871 (23.5)
	0.045

	Antiarrhythmic drugs, n (%)
	87 (3.7)
	36 (3.7)
	258 (3.3)
	105 (2.8)
	0.050

	Oncologic drugs, n (%)
	19 (0.8)
	7 (0.7)
	78 (1.0)
	24 (0.6)
	0.039


SD: standard deviation; SMD: standardised mean difference
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