Supplementary Figure 1: PRISMA flowchart.

Total records identified from inception to 30th of November 2023 from PubMed, OVID, Scopus and Cochrane library databases
 
Me-SH terms and keywords:
1. drug coated balloon
2. drug eluting balloon
3. Paclitaxel eluting balloon
4. Sirolimus eluting balloon
5. coronary artery disease
6. de novo lesion
7. large coronary vessel”
 
n = 256
Full text review (n= 45)  
Duplicate removed (n = 213)
Excluded: (n=30)
· 12 included also small vessels PCI
· 6 no data on reference diameter vessel available
· 8 were case reports or case series
· 4 were reviews, commentaries, and editorials
15 studies finally included in the analysis:
- 8 retrospective case-control studies
- 1 prospective randomized trial 
- 6 uncontrolled registries



Supplementary l Table 1. Clinical outcomes at follow-up in DCB group

	Author and year
	Primary outcome; secondary endpoints
	Follow up
	TLR (%)
	CD (%)
	MI (%)
	TLF (%)

	Vos et al., 2019
	FFR of the infarct-related lesion at 9-months follow-up; LLL and MACE
	9
	3
	0
	0
	3

	Li et al., 2022
	MACE (CD, TLR, TVR, and recurrent MI related to target artery occlusion)
	12 ± 2.6
	4
	0
	4
	6

	Liu et al., 2022
	MACE (TLR, non-fatal MI, angina pectoris, and cardiac death)
	7 ± 2
	9.7
	0
	0
	9.7

	Merinopoulos et al., 2023
	All-cause mortality; cardiovascular mortality, ACS, stroke or transient ischaemic attack, major bleeding and TLR
	45.6 ± 16.1
	5.3
	3.3
	7
	n.a.

	Gitto et al., 20233
	TLF (CD, target vessel MI, TLR); TVR, CD, and target vessel MI, all-cause death, target lesion thrombosis, and non-TVR.
	24
	3.5
	0
	0
	3.5

	Gunawardena et al., 2023
	All-cause mortality; cardiovascular mortality, target vessel MI and TLR
	33.9 ± 20
	7.3
	4.9
	0
	n.a.

	Merinopoulos et al., 2023
	All-cause mortality; cardiovascular mortality, ACS, stroke or transient ischaemic attack, major bleeding and TLR
	28.7 ± 14
	2.2
	5.3
	7.7
	n.a.

	Nakamura et al.,, 2023
	TLF (CD, non-fatal MI, angiographic TVR and TLR); angiographic restenosis (> 50%)
	51.2 ± 17.9
	1.4
	4.1
	0
	6.8

	Pan et al., 2023
	TLR; MACE (CD, target vessel MI, and vessel thrombosis)
	24
	4.9
	1.9
	1.9
	7.8

	Yu et al., 20198
	MACE (all-cause death, MI, TLR and vessel thrombosis during hospitalization)
	10.1
	0
	0
	0
	0

	Liu et al., 2019
	TLF (CD, TV-MI, clinically driven TLR)
	12
	3.4
	0
	0
	3.4

	Lu et al., 2019
	TLR; MI, CD and non-CD, and MACE (cardiac death, MI, and TLR)
	11.4 ± 1.6
	4.3
	0
	0
	4.3

	Rosenberg et al., 2019
	TLR; MACE (TLR, CD, MI, and defnite vessel thrombosis)
	8.8 ± 1.7
	1.8
	2.7
	4.5
	6.3

	Hu et al., 2022
	TLF (CD, TV-MI, and clinically driven target lesion revascularization (TLR).
	24
	3.4
	0
	0.8
	4.2

	Leone et al., 2023
	TLF
	12
	5.1
	0
	0
	5.1


FFR = Fractional flow reserve; LLL = Late Lumen Loss; MACE = major adverse cardiovascular endpoint; TLR = target lesion revascularization; CD = cardiac, death; MI = myocardial infarction; TLF = target lesion failure; ACS = acute coronary syndrome; TVR = target vessel revascularization; RD = reference diameter; TV-MI= target vessel-myocardial infarction, Composite endpoint: TLF or MACE


Supplementaryl Table 2. Clinical outcomes at follow-up in DES group 

	Author and year
	Follow-up
	TLR (%)
	CD (%)
	MI (%)
	TLF (%)

	Vos et al., 2019
	9
	2
	0
	0
	2

	Li et al., 2022
	13 ± 3
	2
	2
	0
	6

	Liu et al., 2022
	7 ± 2
	18
	0
	4
	18

	Merinopoulos et al., 20232
	46.3 ± 17.1
	3.4
	2.7
	6.4
	n.a.

	Gitto et al., 2023
	24
	14.6
	5.9
	0.8
	18.2

	Gunawardena et al., 2023
	33.9 ± 20
	8.3
	6.5
	6.5
	n.a.

	Merinopoulos et al., 2023
	41.5 ± 13.3
	2.9
	4.9
	6.6
	n.a.

	Nakamura et al., 2023
	44.7 ± 20.3
	6.2
	11.1
	0
	14.8

	Pan et al., 2023
	24
	16.3
	3.1
	3.1
	19.4


TLR = target lesion revascularization; CD = cardia death; MI = myocardial infarction; TLF = target lesion failure
