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Search strategies

[bookmark: _Toc529258389]eTable 1 Search algorithms
	Database
	Step
	Search algorithm
	Items found

	PubMed
	#1
	anticoagulant
	219060

	
	#2
	coumarins
	45541	

	
	#3
	warfarin
	24887

	
	#4
	dabigatran
	3309

	
	#5
	rivaroxaban
	2878

	
	#6
	apixaban
	1785

	
	#7
	edoxaban
	676

	
	#8
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7
	246843

	
	#9
	myocardial ischemia
	429867

	
	#10
	“percutaneous coronary intervention”
	51380

	
	#11
	stent
	84091

	
	#12
	acute coronary syndrome
	23851

	
	#13
	coronary artery disease
	14092	

	
	#14
	myocardial infarction
	21631	

	
	#15
	angioplasty
	70964

	
	#16
	revascularization
	47816

	
	#17
	#9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16
	559051

	
	#18
	aspirin
	128722

	
	#19
	platelet aggregation inhibitors
	128722

	
	#20
	antithrombotic
	14560

	
	#21
	dual antiplatelet
	3102

	
	#22
	dual antithrombotic
	456

	
	#23
	double antiplatelet
	930

	
	#24
	double antithrombotic
	527

	
	#25
	clopidogrel
	11367

	
	#26
	prasugrel
	1688

	
	#27
	ticagrelor
	1390

	
	#28
	P2Y12 receptor antagonist*
	518

	
	#29
	#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29
	156053

	
	#30
	#8 AND #17 AND #29
	7020

	
	#31
	Filters: Human
Update search since Oct 11, 2016 to Oct 1, 2017
	6553
93
6646

	Embase
	#1
	anticoagulant
	145417

	
	#2
	coumarins
	4567

	
	#3
	vitamin K antagonist
	2366

	
	#4
	warfarin
	79392

	
	#5
	dabigatran
	9753

	
	#6
	rivaroxaban
	9029

	
	#7
	apixaban
	5774

	
	#8
	edoxaban
	1912

	
	#9
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
	199425

	
	#10
	myocardial ischemia
	33607

	
	#11
	percutaneous coronary intervention
	59624

	
	#12
	stent
	151432

	
	#13
	acute coronary syndrome
	49526

	
	#14
	coronary artery disease
	206830

	
	#15
	myocardial infarction
	230660

	
	#16
	angioplasty
	85594

	
	#17
	revascularization
	86235

	Embase
	#18
	#10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17
	629114

	
	#19
	aspirin
	103919

	
	#20
	antiplatelet*
	33737

	
	#21
	antithrombotic*
	21329

	
	#22
	dual antiplatelet*
	5716

	
	#23
	dual antithrombotic*
	62

	
	#24
	double antiplatelet*
	290

	
	#25
	double antithrombotic
	8

	
	#26
	clopidogrel
	48388

	
	#27
	prasugrel
	5951

	
	#28
	ticagrelor
	4640

	
	#29
	P2Y12 receptor antagonist*
	653

	
	#30
	#19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30
	162216

	
	#31
	#9 AND #18 AND #30
	14863

	
	#32
	Limit #31 to human
Update search since Oct 11, 2016 to Oct 1, 2017
	14074
606
14680

	CENTRAL 
	#1
	anticoagulant
	7792

	
	#2
	vitamin K antagonist*
	612

	
	#3
	warfarin
	3483

	
	#4
	dabigatran
	468

	
	#5
	rivaroxaban
	578

	
	#6
	apixaban
	346

	
	#7
	edoxaban
	152

	
	#8
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7
	7100

	
	#9
	myocardial ischemia
	5255

	
	#10
	percutaneous coronary intervention
	5939

	
	#11
	stent
	6677

	
	#12
	acute coronary syndrome
	3561

	
	#13
	coronary artery disease
	13915

	
	#14
	myocardial infarction
	21801

	
	#15
	angioplasty
	7457

	
	#16
	revascularization
	6452

	
	#17
	#9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16
	41183

	
	#18
	aspirin
	10079

	
	#19
	antiplatelet*
	3209

	
	#20
	antithrombotic*
	1663

	
	#21
	dual antiplatelet*
	717

	
	#22
	dual antithrombotic*
	73

	
	#23
	double antiplatelet*
	941

	
	#24
	double antithrombotic*
	546

	
	#25
	clopidogrel
	3306

	
	#26
	prasugrel
	499

	
	#27
	ticagrelor
	423

	
	#28
	P2Y12 receptor antagonist*
	72

	
	#29
	#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28
	14256

	
	#30
	#8 AND #17 AND #29
Update search since Oct 2016 to Oct 2017
	1177
50
1227

	ClinicalTrials.gov
	#1
	anticoagulant
	2632

	
	#2
	vitamin K antagonist
	198

	
	#3
	warfarin
	532

	
	#4
	dabigatran
	227

	
	#5
	rivaroxaban
	245

	
	#6
	apixaban
	135

	
	#7
	edoxaban
	44

	ClinicalTrials.gov
	#8
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7
	2763

	
	#9
	myocardial ischemia
	6619

	
	#10
	percutaneous coronary intervention
	1725

	
	#11
	stent
	2647

	
	#12
	acute coronary syndrome
	1527

	
	#13
	coronary artery disease
	8918

	
	#14
	myocardial infarction
	3868

	
	#15
	angioplasty
	1025

	
	#16
	revascularization
	1846

	
	#17
	#9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16
	11971

	
	#18
	aspirin
	1390

	
	#19
	antiplatelet
	839

	
	#20
	antithrombotic
	248

	
	#21
	dual antiplatelet
	247

	
	#22
	dual antithrombotic
	32

	
	#23
	double antiplatelet
	181

	
	#24
	double antithrombotic
	45

	
	#25
	clopidogrel
	828

	
	#26
	prasugrel
	194

	
	#27
	ticagrelor
	301

	
	#28
	P2Y12 receptor antagonist
	174

	
	#29
	#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28
	2267

	
	#30
	#8 AND #17 AND #29
Update search since Oct 11, 2016 to Oct 1, 2017
	176
7
183
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Details of bleeding definition and compatibility

We collected major bleeding outcome based on BARC 3-5 criteria because this bleeding definition was standardized including both clinical and laboratory information. BARC definition was the most updated bleeding definition. [1] Furthermore, there were few studies illustrated that BARC 3 was associated with long-term mortality in patients with acute coronary syndrome. [2, 3] We directly collected major bleeding outcome from any trials reported outcome as BARC definition. If not, we considered compatibility criteria. Our criteria was that compatible definition could be standardized based on BARC type 3 – 5 criteria and those definitions must not contained any lower severity of bleeding. For example, TIMI major bleeding definition (fatal bleeding, intracranial hemorrhage, or clinically overt sign of bleeding with reduction of hemoglobin ≥ 5 g/dL) could be categorized into BARC type 3b (reduction of hemoglobin 5 ≥ g/dL), type 3c (intracranial hemorrhage), and type 5 (fatal bleeding). Therefore, TIMI major bleeding was a compatible definition and TIMI major bleeding outcomes could be collected to our analysis. In contrast, a non-official definition, defined as intracranial or gastrointestinal and/or requiring blood transfusion or surgical intervention and/or hospitalization, could not be categorized as a compatible one due to inclusion of hospitalization which was unclear in severity and might not be compatible with BARC 3-5.   

[bookmark: _Toc529258391]eTable 2 Major bleeding definition of each study and compatibility with BARC 3-5, TIMI major, GUSTO severe, and ISTH major definitions
	Study Name/ First Author
	Definition of Major Bleeding
	Details (in case of non-official definition)
	Compatibility with BARC
3-5
	Compatibility with TIMI major
	Compatibility with GUSTO severe
	Compatibility with ISTH major

	WOEST[4]
	BARC, GUSTO, TIMI 
	-
	Reported as BARC
	Reported as TIMI
	Reported as GUSTO
	BARC 3b,3c,5

	PIONEER AF-PCI[5]
	BARC, GUSTO, ISTH, TIMI
	-
	Reported as BARC
	Reported as TIMI
	Reported as GUSTO
	Reported as ISTH

	REDUAL-PCI[6]
	ISTH, TIMI
	-
	BARC 3a,3b,3c,5
	Reported as TIMI
	No (incompatible due to haemoglobin criteria)
	Reported as ISTH

	MUSICA registry[7]
	PRISM-PLUS
	-
	BARC 3a,3b,3c
	No (incompatible due to hemoglobin criteria)
	No (incompatible due to haemoglobin and transfusion criteria)
	Compatible

	Gao F[8]
	TIMI
	-
	BARC 3b,3c,5
	Reported as TIMI
	No (incompatible due to lab-based criteria of TIMI)
	Compatible

	WAR-STENT registry[9]
	TIMI
	-
	BARC 3b,3c,5
	Reported as TIMI
	No (incompatible due to lab-based criteria of TIMI)
	Compatible

	AFCAS registry[10]
	BARC 3-5
	-
	Reported as BARC
	BARC 3b,3c,5
	No (incompatible due to haemoglobin criteria)
	BARC 3b,3c,5

	De Vecchis R[11]
	Not defined
	-
	No (not defined major bleeding definition)
	No (not defined major bleeding definition)
	No (not defined major bleeding definition)
	No (not defined major bleeding definition)

	Sarafoff N[12]
	TIMI
	-
	BARC 3b,3c,5
	Reported as TIMI
	No (incompat due to lab-based criteria of TIMI)
	Compatible

	Braun OO [13]
	BARC, GUSTO, TIMI 
	-
	Reported as BARC
	Reported as TIMI
	Reported as GUSTO
	BARC 3b,3c,5

	Fu A [14]
	BARC, TIMI
	-
	Reported as BARC
	Reported as TIMI
	No (incompatible due to haemoglobin criteria)
	BARC 3b,3c,5

	GRACE registry [15]
	x
	-
	x
	x
	x
	x

	Suh SY[16]
	Non-official definition
	Any intracranial bleeding or any bleeding associated with clinically overt signs, and a drop in hemoglobin [2 g/dl which needs transfusion
	BARC 3a,3c
	No (incompatible due to haemoglobin criteria)
	No (incompatible due to ignorance of hemodynamic status)
	Compatible

	STENTICO[17]
	GUSTO (moderate & severe)
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)

	REAL registry[18]
	Non-official definition
	Intracranial or gastrointestinal and/or requiring blood transfusion or surgical intervention and/or hospitalization
	No (incompatible due to inclusion of hospitalization)
	No (incompatible due to inclusion of hospitalization)
	No (incompatible due to inclusion of hospitalization)
	No (incompatible due to inclusion of hospitalization)

	Ho KW[19]
	Non-official definition
	Any bleeding requiring transfusion
	3a
	No (none of the  compatible criteria)
	No (none of the  compatible criteria)
	No (none of the  compatible criteria)

	Dabrowska M[20]
	Non-official definition
	Bleeding requiring hospitalization and/or discontinuation of any antithrombotic medication
	No
	No
	No
	No

	Hess CN[21]
	Non-official definition
	Bleeding requiring hospitalization or intracranial hemorrhage readmission
	Compatible (ICH)
	Compatible (ICH)
	Compatible (ICH)
	Compatible (ICH)

	Kang DO[22]
	GUSTO (moderate or severe)
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)

	Caballero L[23]
	PRISM-PLUS
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria)
	No (incompatible due to haemoglobin and transfusion criteria)
	Compatible

	Sambola A[24]
	PRISM-PLUS, TIMI
	-
	BARC 3a,3b,3c
	Compatible but could not collect outcomes
	No (incompatible due to haemoglobin and transfusion criteria)
	Compatible

	Maegdefessel L[25]
	Non-official definition
	Collected outcomes were severe GI bleeding requiring endoscopy and blood transfusion > 3 units
	BARC 3a,3b
	No (incompatible due to  bleeding characteristics)
	No (incompatible due to  bleeding characteristics)
	Compatible

	Sarafoff N[26]
	Non-official definition
	Intracranial or clinically significant overt signs of haemorrhage associated with >50 g/L decrease in haemoglobin level or an absolute decrease in haematocrit >15% (when haemoglobin level was not available)
	BARC 3b,3c
	Compatible
	No (incompatible due to lab-based criteria of TIMI)
	Compatible

	Manzano-Fernandez S[27]
	PRISM-PLUS
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria)
	No (incompatible due to haemoglobin and transfusion criteria)
	Compatible

	Ruiz-Nodar JM[28]
	PRISM-PLUS
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria)
	No (incompatible due to haemoglobin and transfusion criteria)
	Compatible

	Goto K[29]
	GUSTO (moderate or severe)
	-
	BARC 3a,3b,3c
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)
	No (incompatible due to haemoglobin criteria in moderate GUSTO)

	Jang SW[30]
	Non-official definition
	Decrease in hemoglobin of 2 g/dL or more over a 24-hour period, the need for a transfusion of two or more units of packed red blood cells, bleeding leading to death and bleeding at the following critical sites: intracranial, intraspinal, intraocular, pericardial, intra-articular, retroperitoneal or intramuscular bleeding with com-partment syndrome
	BARC 3a,3c,5
	No (incompatible due to haemoglobin criteria)
	No (incompatible due to  bleeding characteristics)
	Compatible

	Valencia J[31]
	Non-official definition
	The appearance of bleeding associated with hemodynamic instability requiring transfusion and/or the performance of a diagnostic or invasive therapeutic procedure, as well as all intracranial bleeding
	BARC 3a,3b,3c
	No (incompatible due to  bleeding characteristics)
	Compatible
	No (incompatible due to hemoglobin criteria)

	ISAR-TRIPLE[32]
	BARC, TIMI 
	-
	Reported as BARC
	Reported as TIMI
	No (incompatible due to hemoglobin criteria)
	BARC 3b,3c,5

	Choi H[33]
	TIMI
	-
	BARC 3b,3c,5
	Reported as TIMI
	No (incompat due to lab-based criteria of TIMI)
	Compatible



Abbreviations: GUSTO, Global Use of Strategies to Open Occluded Coronary Arteries; TIMI, Thrombolysis In Myocardial Infarction; BARC, Bleeding Academic Research Consortium; PRISM-PLUS, Platelet Receptor Inhibition in Ischemic Syndrome Management in Patients Limited by Unstable Signs and Symptoms; GI, gastrointestinal;  A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban
[bookmark: _Toc529258392]Appendix 3
General characteristics of treatment options

[bookmark: _Toc529258393]eTable 3 General characteristics of treatment options
	Treatment Abbreviations
	General characteristics 

	Dual antiplatelet (DAPT)

	A+C
	Aspirin 81-162 mg OD + 
Clopidogrel 75 mg OD

	Dual therapies

	A+VKA
	Aspirin 81-162 mg OD + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	C+VKA
	Clopidogrel 75 mg OD + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	T+VKA
	Ticagrelor 90 mg BID + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	C+R
	Clopidogrel 75 mg OD + 
Low-dose rivaroxaban (15 mg OD)

	C+d
	Clopidogrel 75 mg OD +
Dabigatran etexilate 110 mg BID

	C+D
	Clopidogrel 75 mg OD +
Dabigatran etexilate 150 mg BID

	Triple therapies

	A+C+VKA
	Aspirin 81-162 mg OD + 
Clopidogrel 75 mg OD + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	A+P+VKA
	Aspirin 81-162 mg OD + 
Prasugrel 10 mg OD + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	A+T+VKA
	Aspirin 81-162 mg OD + 
Ticagrelor 90 mg BID + 
Vitamin K antagonist (i.e. warfarin, acenocoumarol, phenprocoumon, dosing according to the standard treatment guidelines)

	A+C+LMWH
	Aspirin 81-162 mg OD +
Clopidogrel 75 mg OD + 
Low-molecular weight heparin

	A+C+r
	Aspirin 81-162 mg OD + 
Clopidogrel 75 mg OD + 
Very low-dose rivaroxaban (2.5 mg BID)


Abbreviations: A, Aspirin; BID, twice daily; C, Clopidogrel; D, Dabigatran; P, Prasugrel; T, Ticagrelor; R, Rivaroxaban (low-dose); r, Rivaroxaban (very low-dose); VKA, Vitamin K antagonist

[bookmark: _Toc529258394]Appendix 4
Description of included RCTs
[bookmark: _Toc529258395]eTable 4.1 Description of included RCTs
	Study group/ First author
	Year
	Location (s)
	Study design
	Type of study
	N
	Intervention (N)
	Follow-up period (year)

	WOEST[4]
	2013
	Neitherland & Belgium
	Randomized controlled trials
	Multicenter
	563
	A+C+VKA (284)
C+VKA (279)
	1

	PIONEER AF-PCI[5]
	2016
	International
	Randomized controlled trials
	Multicenter
	2124
	A+C+VKA (706)
A+C+r (709)
C+R (709)
	1

	REDUAL-PCI[6]
	2017
	International
	Randomized controlled trials
	Multicenter
	2725
	A+C+VKA (981)
C+d (981)
C+D (763)
	1.17


 
Abbreviations: A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban, C+d; clopidogrel + low-dose dabigatran, C+D; clopidogrel + high-dose dabigatran

[bookmark: _Toc529258396]eTable 4.2 Description of participants of included RCTs 
	Study group/ First author
		Regimen
	Age (year)
	Male (%)
	DM (%)
	HTN (%)
	DLP (%)
	Smoking history (%)
	Previous MI (%)
	Previous PCI (%)
	CKD (%)
	Bleeding history  (%)
	Ejection Fraction (%)

	WOEST[4]
	A+C+VKA
	69.5 ± 8
	Mean
	82
	25
	68
	72
	15
	35
	36
	17
	5
	47 ± 13
	Mean

	
	C+VKA
	70.3 ± 7
	Mean
	77
	24
	69
	68
	22
	34
	31
	18
	5
	46 ± 15
	Mean

	PIONEER AF-PCI[5]
	A+C+VKA
	69.9 ± 8.7
	Mean
	73.4
	31.3
	75.4
	44.8
	6.8
	22.2
	NA
	NA
	0.7
	NA
	-

	
	A+C+r
	70 ± 9.1
	Mean
	75.5
	28.1
	73.2
	41.6
	7.9
	25.4
	NA
	NA
	1.3
	NA
	-

	
	C+R
	70.4 ± 9.1
	Mean
	74.5
	28.8
	73.3
	42.6
	5.2
	19.8
	NA
	NA
	1
	NA
	-

	REDUAL-PCI[6]
	A+C+VKA
	71.7 ± 8.9
	Mean
	76.5
	37.9
	NA
	NA
	NA
	27.3
	35.4
	19.2
	NA
	NA
	-

	
	C+d
	71.5 ± 8.9
	Mean
	74.2
	36.9
	NA
	NA
	NA
	24.2
	33.2
	16
	NA
	NA
	-

	
	C+D
	68.6 ± 7.7
	Mean
	77.6
	34.1
	NA
	NA
	NA
	25.4
	31.3
	15.2
	NA
	NA
	-



Abbreviations: NA, Not available; DM, Diabetes Mellitus; HTN, Hypertension; DLP, Dyslipidemia; CKD, Chronic Kidney Disease; MI, Myocardial infarction; PCI, Percutaneous coronary intervention; IQR, Interquartile range; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban, C+d; clopidogrel + low-dose dabigatran, C+D; clopidogrel + high-dose dabigatran

[bookmark: _Toc529258397]eTable 4.3 Procedural Characteristics (RCTs) 
	Study group/ First author
	Regimen
	Type of index event/ 
indication of PCI
	Number of vessel treated (N)
	Number of stent implanted (N)
	Type of stent implanted

	
	
	ACS (%)
	SCAD (%)
	
	
	BMS (%)
	DES (%)

	WOEST[4]
	A+C+VKA
	30
	70
	1 = 70%,
2 = 24%, 
3 = 5%
	Percent
	NA
	-
	30
	68

	
	C+VKA
	25
	75
	1 = 72%, 
2 = 20%,
3 = 5%
	Percent
	NA
	-
	32
	66

	PIONEER AF-PCI[5]
	A+C+VKA
	36.4
	63.6
	NA
	-
	NA
	-
	31.8
	68.2

	
	A+C+r
	39.4
	60.6
	NA
	-
	NA
	-
	31.2
	68.8

	
	C+R
	39.6
	60.4
	NA
	-
	NA
	-
	32.6
	67.4

	REDUAL-PCI[6]
	A+C+VKA
	48.4
	43.7
	NA
	-
	NA
	-
	13.6
	84.6

	
	C+d
	51.9
	44.1
	NA
	-
	NA
	-
	15.1
	82.1

	
	C+D
	51.2
	41.9
	NA
	-
	NA
	-
	16.1
	81.5



Abbreviations: NA, Not available; PCI, percutaneous coronary intervention; ACS, acute coronary syndrome; SCAD, stable coronary artery disease; BMS, bare-metal stent; DES, drug-eluting stent; IQR, Interquartile range; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban, C+d; clopidogrel + low-dose dabigatran, C+D; clopidogrel + high-dose dabigatran

[bookmark: _Toc529258398]eTable 4.4 Indication of anticoagulant therapy & Risk scores (CHADS2 score & HASBLED score) among RCTs
	Study group/ First author
	Regimen
	Indication of anticoagulant
	Thromboembolic risk 
(patients with AF only)
	Bleeding risk 
(patients with AF only)

	
	
	AF (%)
	MHV (%)
	LV 
thrombus (%)
	ACS/ dyskinesia (%)
	VTE (%)
	Average CHADS2 score
	CHADS2 ≥ 2 
(%) 
	Average  HASBLED score

	WOEST[4]
	A+C+VKA
	69
	11
	NA
	NA
	NA
	NA
	- 
	86
	NA

	
	C+VKA
	69
	10
	NA
	NA
	NA
	NA
	- 
	88
	NA

	PIONEER AF-PCI[5]
	A+C+VKA
	100
	0
	0
	0
	0
	NA
	-
	56.2
	NA

	
	A+C+r
	100
	0
	0
	0
	0
	NA
	-
	54.5
	NA

	
	C+R
	100
	0
	0
	0
	0
	NA
	-
	55.1
	NA

	REDUAL-PCI[6]
	A+C+VKA
	100
	0
	0
	0
	0
	3.8*
	1.5
	80.3
	2.8 ± 0.8

	
	C+d
	100
	0
	0
	0
	0
	3.7*
	1.5
	76.6
	2.7 ± 0.7

	
	C+D
	100
	0
	0
	0
	0
	3.3*
	1.6
	67.6
	2.6 ± 0.7



Abbreviations: NA, Not available; AF, Atrial fibrillation; MHV, mechanical heart valve; LV, Left ventricular; ACS, Acute coronary syndrome; VTE, Venous thromboembolism; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban, C+d; clopidogrel + low-dose dabigatran, C+D; clopidogrel + high-dose dabigatran
* CHA2DS2-VASc score

[bookmark: _Toc529258399]eTable 4.5 Detail of regimens used in each study of RCTs
	Study name/ First author
(year)
	Regimen
	Type of OAC
	INR target 
	TTR
(%)
	VKA
Naïve  (%)
	Dose of ASA 
(mg)
	Dose of P2Y12 inhibitor (mg)
	Specified period of  regimen use
	Duration of regimen used/ percent continuation at the point of outcome measurement

	WOEST[4]

	A+C+VKA

	NA
	NA 
(target INR being that indicated for underlying)
	NA
	NA
	80-100 OD
	75 OD
	Antiplatelets: 1-12 months for BMS in SCAD, 12 months in ACS or DES
	OAC at 1 year = 91·2%
Clopidogrel at 1 year = 78·9%
Aspirin at 1 year =  66·5%

	
	C+VKA
	NA
	NA (target INR being that indicated for underlying)
	NA
	NA
	80-100 OD
	75 OD
	Antipletelts: 1-12 months for BMS in SCAD, 12 months in ACS or DES
	OAC at 1 year = 92·5%
Clopidogrel at 1 year =  80·6%



	PIONEER AF- PCI[5]

	A+C+VKA
	Warfarin
	2.0 – 3.0
	65
	NA
	75 – 100 OD
	75 OD
	1 month, 6 months, and 12 months stratum
	-

	
	C+R
	Low-dose rivaroxaban
	-
	-
	-
	-
	75 OD
	12 months
	-

	
	A+C+r
	Very low-dose rivaroxaban
	-
	-
	-
	75-100 OD
	75 OD
	1 month, 6 months, and 12 months stratum
	-

	REDUAL-PCI[6]
	A+C+VKA
	Warfarin
	2.0 - 3.0
	64
	NA
	≤ 100 OD
	Clopidogrel 75 OD, ticagrelor 90 BID
	Triple therapy: aspirin discontinuation at 1 month after BMS implantation or 3 months after DES implantation
Dual therapy: no specified
	Concomitant antiplatelet at 105 days = 92.7%
Concomitant antiplatelet at 1 year = 56.4%


	
	C+d**
	Dabigatran 110 mg BID
	-
	-
	-
	-
	Clopidogrel 75 OD, ticagrelor 90 BID
	NA
	Concomitant antiplatelet at 105 days = 96.5%
Concomitant antiplatelet at 1 year = 57.8%


	
	C+D**
	Dabigatran 150 mg BID
	-
	-
	-
	-
	Clopidogrel 75 OD, ticagrelor 90 BID
	NA
	Concomitant antiplatelet at 105 days = 96.9%
Concomitant antiplatelet at 1 year = 59.8%




Abbreviation: OAC, Oral anticoagulant; TTR, Time in therapeutic range; VKA, Vitamin K antagonist; ASA, Aspirin; INR, International normalized ratio; NA, Not available; ACS, Acute coronary syndrome; SCAD, Stable coronary artery disease; BMS, Bare-metal stent; DES, Drug-eluting stent; AF, Atrial fibrillation; MHV, Mechanical heart valve; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; A+C+r, aspirin + clopidogrel + very low-dose rivaroxaban; C+R, clopidogrel + low-dose rivaroxaban
*Median (Range)
**rate of clopidogrel use = 88.0%, rate of ticagrelor use = 12.0%

[bookmark: _Toc529258400]eTable 4.6 Summarized risk of bias of included RCTs 
	Study Name/
First Author
(year)
	Randomization
	Deviation from intended intervention
	Missing outcome data
	Measurement of outcomes
	Selection of the reported results
	Overall

	WOEST[4]
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	PIONEER AF-PCI[5]
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns

	REDUAL-PCI[6]
	Low
	Some Concerns
	Low
	Low
	Low
	Some Concerns






[bookmark: _Toc529258401]Appendix 5
Description of included non-RCTs
[bookmark: _Toc529258402]eTable 5.1 Description of included non-RCTs
	Study group/ First author
	Year
	Location (s)
	Study design
	Type of study
	N
	Intervention (N)
	Follow-up period (year)
	Methods of confounding factors adjustment

	MUSICA registry[7]
	2009
	Spain & United Kingdom
	Prospective cohort
	Multicenter
	405
	A+C+VKA (248)
A+C+LMWH (30)
A+VKA (6)
C+VKA (37)
A+LMWH (1)
C+LMWH (2)
A+C (81)
	0.5
	-

	Gao F[8]
	2010
	China
	Prospective cohort
	Single center
	622
	A+C+VKA (142)
A+VKA (16)
C+VKA (109)
A+C (355)
	1
	-

	WAR-STENT registry[9]
	2014
	Italy
	Prospective cohort
	Multicenter
	401
	A+C+VKA (339)
A+VKA/C+VKA (20)
A+C (42)
	1
	Multivariate analysis

	AFCAS registry[10]
	2014
	5 European countries
	Prospective cohort
	Multicenter
	914
	A+C+VKA (679)
C+VKA (73)
A+C (162)
	1
	Multinomial logistic regression

	De Vecchis R[11]
	2016
	Italy
	Retrospective cohort
	Single center
	98
	A+C+VKA (48)
A+VKA/C+VKA (31)
A+C (19)
	1
	-

	Sarafoff N[12]
	2013
	Germany
	Prospective cohort
	Multicenter
	377
	A+C+VKA (356)
A+P+VKA (21)
	0.5
	Multivariate analysis

	Braun OO[13]
	2015
	Sweden
	Retrospective cohort with historical control
	Multicenter
	266
	A+C+VKA (159)
T+VKA (107)
	0.25
	-

	Fu A[14]
	2016
	NA
	Retrospective analysis with prospective follow-up
	NA
	152
	A+C+VKA (125)
A+T+VKA (27)
	1
	Multivariate analysis

	GRACE registry[15]
	2007
	North and South America, Europe, Australia, and New Zealand
	Retrospective cohort
	Multicenter
	800
	A+C+VKA (580)
A+VKA (107)
C+VKA (113)
	0.5
	-

	Suh SY[16]
	2014
	Korea
	Retrospective cohort
	Single center
	203
	A+C+VKA (37)
A+C (166)
	3.5
	-

	STENTICO[17]
	2009
	France
	Prospective cohort
	Multicenter
	359
	A+C+VKA (125)
A+C (234)
	1
	-

	REAL registry[18]
	2012
	Italy
	Prospective cohort
	Multicenter
	622
	A+C+VKA (111)
A+VKA (205)
A+C (306)
	1
	Multivariate analysis

	Ho KW[19]
	2013
	Canada 
	Retrospective cohort
	Single center
	602
	A+C+VKA (382)
A+C (220)
	0.49
	Multivariate analysis

	Dabrowska M[20]
	2013
	Poland
	Prospective cohort
	Single center
	47
	A+C+VKA (18)
A+C (29)
	1
	-

	Hess CN[21]
	2015
	United States of America
	Retrospective cohort
	Multicenter
	4959
	A+C+VKA (1370)
A+C (3589)
	2
	Inverse probability weighted propensity score

	Kang DO[22]
	2015
	Korea
	Retrospective cohort
	Multicenter
	367
	A+C+VKA (131)
A+C (236)
	1.72
	Propensity score matching

	Caballero L[23]
	2013
	NA

	Retrospective cohort
	Multicenter
	81
	A+C+VKA (45)
A+C (36)
	1.42
	Multivariable analysis

	Sambola A[24]
	2016
	Spain
	Prospective cohort
	Multicenter
	585
	A+C+VKA (319)
A+C (266)
	1
	Multivariate analysis

	Maegdefessel L[25]
	2008
	Germany
	Retrospective cohort
	Single center
	159
	A+C+VKA (14)
A+C+LMWH (42)
A+C (103)
	1.4
	-

	Sarafoff N[26]
	2008
	Germany
	Prospective cohort
	Single center
	515
	A+C+VKA (306)
A+C (209)
	2
	-

	Manzano-Fernandez S[27]
	2008
	Spain
	Retrospective cohort
	Single center
	104
	A+C+VKA (51)
A+C (53)
	1 (median)
	Multivariate analysis

	Ruiz-Nodar JM[28]
	2008
	Spain
	Retrospective cohort
	Multicenter
	426
	A+C+VKA (242)
A+C (184)
	595 days (median)
	Multivariate analysis

	Goto K[29]
	2014
	Japan
	Retrospective cohort
	Multicenter
	1007
	OAC-based regimen*
No OAC-based regimen*
	5.1 (median)
	Multivariate analysis

	Jang SW[30]
	2011
	Korea
	Retrospective cohort
	Multicenter
	362
	OAC-based regimen*
No OAC-based regimen*
	 NA
	Multivariate analysis

	Valencia J[31]
	2008
	NA
	Prospective cohort
	NA
	70
	A+C+VKA (45)
A+VKA (2)
C+VKA (5)
A+C (18)
	1
	-

	ISAR-TRIPLE[32]
	2015
	Germany & Denmark
	Post-hoc analysis of randomized controlled trials
	Multicenter
	614
	A+C+VKA (307)
A+VKA (307)
	0.75
	-

	Choi H[33]
	2017
	Korea
	Prospective cohort
	Single center
	704
	A+C+VKA (75)
A+C (629)
	6.2
	Inverse probability of treatment weighting



*Unclear of definite regimens used 
Abbreviations: NA, Not available; A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
[bookmark: _Toc529258403]eTable 5.2 Description of participants of included non-RCTs 
	Study group/ First author
	Regimen
	Age (year)
	Male (%)
	DM (%)
	HTN (%)
	DLP (%)
	Smoking history (%)
	Previous MI (%)
	Previous PCI (%)
	CKD (%)
	Bleeding history  (%)
	Ejection Fraction (%)

	MUSICA registry[7]
	A+C+VKA
	70 ± 9
	Mean
	82
	36
	66.2
	48.6
	41.4
	38.5
	45.7
	6.5
	NA
	53.5 ± 14.4
	Mean

	
	A+VKA/C+VKA
	72 ± 9
	Mean
	78
	26.1
	47.8
	50
	45.6
	28.3
	26.1
	2.2
	NA
	49.8 ± 12.5
	Mean

	
	A+C
	72 ± 8
	Mean
	80
	25.9
	67.9
	45.7
	42
	25.9
	24.7
	6.2
	NA
	55.5 ± 14.4
	Mean

	Gao F[8]
	A+C+VKA
	70.97 ± 5.56
	Mean
	72.2
	38.3
	73
	71.3
	33.9
	19.1
	12.1
	23.2
	NA
	NA
	-

	
	A+VKA/C+VKA
	72.81 ± 5.22
	Mean
	69
	40.2
	69
	66.7
	28.7
	21.8
	15
	21.7
	NA
	NA
	-

	
	A+C
	71.7 ± 5.4
	Mean
	71.2
	35.7
	68
	67.4
	36.9
	17
	13
	28
	NA
	NA
	-

	WAR-STENT registry[9]
	A+C+VKA
	74 ± 9
	Mean
	26
	36
	84
	51
	12
	25
	34
	27
	3
	47 ± 11
	Mean

	
	A+VKA/C+VKA
	71 ± 11
	Mean
	25
	35
	85
	55
	15
	15
	35
	30
	0
	48 ± 10
	Mean

	
	A+C
	76 ± 8
	Mean
	26
	31
	81
	67
	24
	17
	26
	40
	0
	46 ± 12
	Mean

	AFCAS registry[10]
	A+C+VKA
	73 ± 8
	Mean
	71
	37
	84
	67
	10
	25
	16
	NA
	4
	49 ± 14
	Mean

	
	C+VKA
	74 ± 8
	Mean
	71
	37
	82
	63
	10
	22
	22
	NA
	4
	48 ± 14
	Mean

	
	A+C
	73 ± 8
	Mean
	65
	33
	88
	67
	9
	28
	22
	NA
	6
	52 ± 14
	Mean

	De Vecchis R[11]
	A+C+VKA
	72 ± 7.5
	Mean
	46
	37.5
	75
	56
	12.5
	25
	35
	27
	0
	50.7 ± 4.7
	Mean

	
	A+VKA/C+VKA
	73 ± 8
	Mean
	39
	32
	87
	57
	19.3
	19.3
	32
	26
	2
	49.8 ± 6
	Mean

	
	A+C
	77 ± 5
	Mean
	53
	31.5
	68
	47
	21
	31.5
	37
	37
	2
	50 ± 5
	Mean

	Sarafoff N[12]
	A+C+VKA
	72.6 ± 7
	Mean
	80.3
	29.2
	58.7
	69.6
	9.3
	30.6
	NA
	NA
	NA
	46 ± 15
	Mean

	
	A+P+VKA
	71 ± 11
	Mean
	76.2
	33.3
	57.1
	76.2
	4.8
	19
	NA
	NA
	NA
	41 ± 13
	Mean

	Braun OO[13] 
	A+C+VKA
	67 ± 11
	Mean
	78
	18.2
	42.1
	NA
	NA
	NA
	NA
	1.9
	NA
	NA
	-

	
	T+VKA
	74 ± 9
	Mean
	75.7
	34.6
	74.8
	NA
	NA
	NA
	NA
	3.7
	NA
	NA
	-

	Fu A [14]
	A+C+VKA
	69.3 ± 13.9
	Mean
	72
	37.6
	76
	69.6
	29.6
	28
	25.6
	5.6
	6.4
	NA
	-

	
	A+T+VKA
	56.4 ± 10.7
	Mean
	71.4
	18.5
	51.9
	59.3
	40.7
	18.5
	11.1
	3.7
	11.1
	NA
	-

	GRACE registry [15]
	A+C+VKA
	55-75 (64)
	Median (IQR)
	74
	23
	57
	52
	58
	27
	19
	NA
	NA
	NA
	-

	
	A+VKA
	66 (58-77)
	Median (IQR)
	70
	23
	59
	47
	53
	26
	16
	NA
	NA
	NA
	-

	
	C+VKA
	66 (58-77)
	Median (IQR)
	70
	23
	59
	47
	53
	26
	16
	NA
	NA
	NA
	-

	Suh SY[16]
	A+C+VKA
	65.6 ± 10.6
	Mean
	75.7
	24.3
	67.6
	16.2
	13.5
	2.7
	10.8
	2.7
	NA
	55 ± 14.5
	Mean

	
	A+C
	68.9 ± 9.9
	Mean
	59.6
	38
	71.1
	24.1
	12.7
	4.2
	15.1
	10.8
	NA
	51.1 ± 15.5
	Mean

	STENTICO[17]
	A+C+VKA
	71 ± 9
	Mean
	83
	26
	59
	60
	46
	26
	22
	NA
	NA
	NA
	-

	
	A+C
	72 ± 9
	Mean
	84
	30
	65
	57
	52
	25
	26
	NA
	NA
	NA
	-

	REAL registry[18]
	A+C+VKA
A+VKA
A+C
	73.1 ± 8.4
	Mean
	73

	31

	88

	59

	11

	37

	11
	9
	NA
	NA
	-

	
	*data in each group was not available

	Ho KW[19]
	A+C+VKA
	72.9 ± 9.5
	Mean
	74.3
	36.9
	76.4
	75.9
	59.2
	NA
	NA
	3.4
	NA
	40 ± 15.6
	Mean

	
	A+C
	70.5 ± 10.7
	Mean
	65.9
	32.3
	82.3
	75.5
	56.4
	NA
	NA
	4.1
	NA
	45.5 ± 14.8
	Mean

	Dabrowska M[20]
	A+C+VKA
	69 ± 7
	Mean
	66
	57
	93
	98
	NA
	43
	43
	NA
	NA
	45 ± 11
	Mean

	
	A+C
	71 ± 9
	Mean
	53
	28
	85
	95
	NA
	40
	35
	NA
	NA
	50 ± 12
	Mean

	Hess CN[21]
	A+C+VKA
	77 (72-82)
	Median (IQR)
	63.1
	35.5
	83.6
	67.3
	NA
	31.5
	31
	NA
	3
	NA
	-

	
	A+C
	78 (72.84)
	Median (IQR)
	55.4
	30
	81.1
	62
	NA
	27.6
	28.3
	NA
	3.5
	NA
	-

	Kang DO[22]  
	A+C+VKA
	69.06 ± 8.2
	Mean
	66.4
	32.8
	74
	39.6
	39.6
	6.8
	NA
	9.1
	2.2
	NA
	-

	
	A+C
	67.52 ± 9.73
	Mean
	64.4
	30.5
	75
	46.1
	38.9
	8.4
	NA
	10.1
	0.8
	NA
	-

	Caballero L[23]
	A+C+VKA
A+C
	83.1 ± 2.9
	Mean
	57.9
	32.6
	77.4
	NA
	NA
	35.4
	NA
	26.9
	NA
	NA
	-

	
	*data of each group was not available

	Sambola A[24]
	A+C+VKA
	73 ± 8
	Mean
	74.9
	40.4
	79.9
	54.4
	45.8
	36.5
	40.3
	15.1
	NA
	NA
	-

	
	A+C
	73 ± 8
	Mean
	76.3
	34.2
	69.5
	45.4
	55.2
	30.2
	23.6
	17.4
	NA
	NA
	-

	Maegdefessel L[25]
	A+C+VKA
	68.5 ± 10.6
	Mean
	78.6
	7.1
	78.6
	64.3
	28.6
	NA
	NA
	NA
	NA
	47.7 ± 19
	Mean

	
	A+C+LMWH
	72.1 ± 8.5
	Mean
	66.7
	33.3
	78.6
	54.8
	19
	NA
	NA
	NA
	NA
	50 ± 12.7
	Mean

	
	A+C
	69.8 ± 9.2
	Mean
	73.5
	30.1
	91.3
	68
	15.5
	NA
	NA
	NA
	NA
	55.5 ± 14.1
	Mean

	Sarafoff N[26]
	A+C+VKA
	71.4 ± 9.9
	Mean
	75
	26
	88
	75
	10
	32
	42
	NA
	NA
	47.3 ± 14.6
	Mean

	
	A+C
	72.4 ± 9.3
	Mean
	75
	28
	90
	61
	10
	32
	37
	NA
	NA
	48.9 ± 14.5
	Mean

	Manzano-Fernandez S[27]
	A+C+VKA
	69 ± 4
	Mean
	74
	51
	86
	57
	27
	27
	64
	57
	14
	50 (42-60)
	Median (IQR)

	
	A+C
	74 ± 8
	Mean
	66
	54
	77
	52
	15
	29
	68
	60
	13
	55 (43-55)
	Median (IQR)

	Ruiz-Nodar JM[28]
	A+C+VKA
	71.6 ± 8.7
	Mean
	70.7
	42.5
	81.6
	NA
	NA
	NA
	NA
	10.9
	NA
	NA
	-

	
	A+C
	71.2 ± 8.5
	Mean
	70.4
	41.8
	72.1
	NA
	NA
	NA
	NA
	22.9
	NA
	NA
	-

	Goto K[29]
	A+C+VKA
	72 ± 8.8
	Mean
	75.7
	35
	86
	NA
	23.3
	12.3
	NA
	5.5
	NA
	54.4 ± 14.4
	Mean

	
	A+C
	73 ± 9.7
	Mean
	67
	33.6
	84.8
	NA
	21.6
	12
	NA
	5.6
	NA
	56.4 ± 13.8
	Mean

	Jang SW[30]
	A+C+VKA
	66 ± 7.2
	Mean
	67.9
	42.9
	60.7
	NA
	NA
	NA
	NA
	NA
	NA
	52.5 ± 9.7
	Mean

	
	A+C
	69 ± 7.9
	Mean
	68
	35.6
	59
	NA
	NA
	NA
	NA
	NA
	NA
	53.5 ± 11.3
	Mean

	Valencia J[31]
	A+C+VKA
A+C
	 70.5 ± 8.7
	Mean
	 81.4
	 37.2
	67.1 
	55.7 
	14.3 
	NA
	NA 
	7.1 
	 NA
	NA
	-

	
	*data of each group was not available

	ISAR-TRIPLE[32]
	A+C+VKA
	73.3 ± 8.7
	Mean
	78.8
	23.5
	75.6
	74.9
	10.4
	24.8
	NA
	NA
	NA
	NA
	-

	
	A+VKA
	73.9 ± 7.7
	Mean
	74.6
	27.7
	76.9
	73.9
	9.1
	29.3
	NA
	NA
	NA
	NA
	-

	Choi H[33]
	A+C+VKA
	68 (60-73)
	Median (IQR)
	73.3
	30.7
	66.7
	41.3
	NA
	9.3
	10.7
	8
	NA
	56.5 (48-62)
	Median (IQR)

	
	A+C
	68 (61-74)
	Median (IQR)
	73.9
	34.7
	65
	41.8
	NA
	14.5
	19.1
	7.2
	NA
	60 (52-64)
	Median (IQR)



Abbreviations: NA, Not available; DM, Diabetes Mellitus; HTN, Hypertension; DLP, Dyslipidemia; CKD, Chronic Kidney Disease; MI, Myocardial infarction; PCI, Percutaneous coronary intervention; IQR, Interquartile range; A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258404]eTable 5.3 Procedural Characteristics (non-RCTs) 
	Study group/ First author
	Regimen
	Type of index event/ 
indication of PCI
	Number of vessel treated (N)
	Number of stent implanted (N)
	Type of stent implanted

	
	
	ACS (%)
	SCAD (%)
	
	
	BMS (%)
	DES (%)

	MUSICA registry[7]
	A+C+VKA
	69.8
	30.2
	1.9 ± 0.79
	Mean
	1.47 ± 0.73
	Mean
	51.8
	48.2

	
	A+VKA/C+VKA
	69.6
	30.4
	1.8 ± 0.8 
	Mean
	1.54 ± 0.78
	Mean
	71.7
	28.3

	
	A+C
	75.3
	24.7
	1.51 ± 0.66 
	Mean
	1.47 ± 0.87
	Mean
	50.6
	49.4

	Gao F[8]
	A+C+VKA
	12.2
	87.8
	NA
	-
	1.97 ± 0.91
	Mean
	0
	100

	
	A+VKA/C+VKA
	13.8
	86.2
	NA
	-
	2.28 ± 1.09
	Mean
	0
	100

	
	A+C
	15.3
	84.7
	NA
	-
	2.1 ± 0.99
	Mean
	0
	100

	WAR-STENT registry[9]
	A+C+VKA
	66
	29
	NA
	-
	NA
	-
	63
	34

	
	A+VKA/C+VKA
	55
	40
	NA
	-
	NA
	-
	60
	20

	
	A+C
	65
	24
	NA
	-
	NA
	-
	67
	33

	AFCAS registry[10]
	A+C+VKA
	55
	46
	1 = 85%,
2 = 13%, 
3 = 1%
	Percent
	NA
	-
	76
	24

	
	C+VKA
	57
	43
	1 = 82%, 
2 = 18%,
3 = 0%
	Percent
	NA
	-
	79
	21

	
	A+C
	66
	34
	1 = 80%, 
2 = 18%,
3 = 1%
	Percent
	NA
	-
	68
	32

	De Vecchis R[11]
	A+C+VKA
	69
	25
	NA
	-
	NA
	-
	NA
	NA

	
	A+VKA/C+VKA
	61.3
	38.7
	NA
	-
	NA
	-
	NA
	NA

	
	A+C
	68.4
	31.6
	NA
	-
	NA
	-
	NA
	NA

	Sarafoff N[12]
	A+C+VKA
	35.1
	64.9
	NA
	-
	NA
	-
	0
	100

	
	A+P+VKA
	66.7
	33.3
	NA
	-
	NA
	-
	0
	100

	Braun OO [13]
	A+C+VKA
	100
	0
	NA
	-
	NA
	-
	78.6
	21.4

	
	T+VKA
	100
	0
	NA
	-
	NA
	-
	25.2
	74.8

	Fu A [14]
	A+C+VKA
	74.4
	25.6
	NA
	-
	0 = 1.6%, 
1 = 59.2%, 2 = 24%, 
3 = 10.4%, ≥4 = 4.8%
	Percent
	46.4
	52

	
	A+T+VKA
	96.3
	3.7
	NA
	NA
	0 = 3.7%, 
1 = 55.6%, 2 = 22.2%, 3 = 11.1%, ≥ 4 = 7.4%
	Percent
	25.9
	70.4

	GRACE registry[15] 
	A+C+VKA
	100
	0
	NA
	-
	NA
	-
	72
	28

	
	A+VKA
	100
	0
	NA
	-
	NA
	-
	78
	22

	
	C+VKA
	100
	0
	NA
	-
	NA
	-
	78
	22

	Suh SY[16]
	A+C+VKA
	32.4
	67.6
	1 = 83.8%,
 ≥ 2 =16.2%
	Percent
	1.14 ± 0.49
	Mean
	18.9
	81.1

	
	A+C
	42.1
	57.8
	1 = 78.9%,
 ≥ 2 = 21.1%
	Percent
	1.19 ± 0.54
	Mean
	16.9
	83.1

	STENTICO[17]
	A+C+VKA
	76
	27
	1.28 ± 0.59
	Mean
	1.46 ± 0.86
	Mean
	75
	25

	
	A+C
	75
	25
	1.37 ± 0.62
	Mean
	1.55 ± 0.83
	Mean
	67
	33

	REAL registry[18]
	A+C+VKA
A+VKA
A+C
	63
	100-63
	1 = 80%, 
≥ 2 = 20%
	percent
	NA
	-
	71
	25

	
	*data of each group was not available

	Ho KW[19]
	A+C+VKA
	70.7
	29.3
	1.8 ± 1.1
	Mean
	2 ± 1.2
	Mean
	reported as mean
	reported as mean

	
	A+C
	67.7
	32.3
	1.8 ± 1.1
	Mean
	2.1 ± 1.3
	Mean
	reported as mean
	reported as mean

	Dabrowska M[20]
	A+C+VKA
	NA
	NA
	NA
	-
	NA
	-
	73
	27

	
	A+C
	NA
	NA
	NA
	-
	NA
	-
	78
	22

	Hess CN[21]
	A+C+VKA
	100
	0
	NA
	-
	NA
	-
	52
	48

	
	A+C
	100
	0
	NA
	-
	NA
	-
	47.8
	52.2

	Kang DO[22]  
	A+C+VKA
	77.8
	18.3
	2.05 ± 0.96
	Mean
	1.52 ± 0.77
	Mean
	0
	100

	
	A+C
	77.4
	19.4
	2.17 ± 1.04
	Mean
	1.63 ± 0.88
	Mean
	0
	100

	Caballero L[23]
	A+C+VKA
	data in each group not available
	data in each group not available
	NA
	-
	NA
	-
	data in each group not available
	data in each group not available

	
	A+C
	data in each group not available
	data in each group not available
	NA
	-
	NA
	-
	data in each group not available
	data in each group not available

	Sambola A[24]
	A+C+VKA
	68.3
	31.7
	NA
	-
	NA
	-
	60.7
	39.3

	
	A+C
	79.2
	20.8
	NA
	-
	NA
	-
	58.8
	41.2

	Maegdefessel L[25]
	A+C+VKA
	71.4
	28.6
	1 = 28.6%,
2 = 35.7%, 
3 = 35.7%
	Percent
	NA
	-
	NA
	NA

	
	A+C+LMWH
	85.7
	28.6
	1 = 28.6%,
2 = 33.3%, 
3 = 38.1%
	Percent
	NA
	-
	NA
	NA

	
	A+C
	88.4
	33
	1 = 33%,
2 = 26.2%, 
3 = 40.8%
	Percent
	NA
	-
	NA
	NA

	Sarafoff N[26]
	A+C+VKA
	NA
	NA
	NA
	-
	NA
	-
	0
	100

	
	A+C
	NA
	NA
	NA
	-
	NA
	-
	0
	100

	Manzano-Fernandez S[27]
	A+C+VKA
	88.2
	11.8
	NA
	-
	1 (1-2)
	Median (IQR)
	29
	71

	
	A+C
	92
	8
	NA
	-
	1 (1-3)
	Median (IQR)
	38
	62

	Ruiz-Nodar JM[28]
	A+C+VKA
	82
	18.6
	NA
	-
	NA
	-
	NA
	NA

	
	A+C
	84.4
	15.6
	NA
	-
	NA
	-
	NA
	NA

	Goto K[29]
	A+C+VKA
	33.2
	66.8
	NA
	-
	NA
	-
	47.8
	52.2

	
	A+C
	40.7
	59.3
	NA
	-
	NA
	-
	56.1
	43.9

	Jang SW[30]
	A+C+VKA
	50
	50
	NA
	-
	1.5 ± 0.6
	Mean
	10.7
	89.3

	
	A+C
	59.4
	40.6
	NA
	-
	1.7 ± 0.9
	Mean
	8.6
	91.4

	Valencia J[31]
	A+C+VKA
A+C
	 74.3

	 25.7
	NA
	-
	NA
	-
	 40
	 60

	
	A+C
	 
	 
	 
	
	 
	
	 
	 

	ISAR-TRIPLE[32]
	A+C+VKA
	31
	69.1
	NA
	-
	NA
	-
	0
	100

	
	A+VKA
	33.3
	66.8
	NA
	-
	NA
	-
	0.5
	99.5

	Choi H[33]
	A+C+VKA
	57.3
	42.7
	NA
	-
	1.9
	Mean
	0
	100

	
	A+C
	53
	47.1
	NA
	-
	2.1
	Mean 
	0
	100



Abbreviations: NA, Not available; PCI, percutaneous coronary intervention; ACS, acute coronary syndrome; SCAD, stable coronary artery disease; BMS, bare-metal stent; DES, drug-eluting stent; IQR, Interquartile range; A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258405]eTable 5.4 Indication of anticoagulant therapy & Risk scores (CHADS2 score & HASBLED score) among non-RCTs
	Study group/ First author
	Regimen
	Indication of anticoagulant
	Thromboembolic risk 
(patients with AF only)
	Bleeding risk 
(patients with AF only)

	
	
	AF (%)
	MHV (%)
	LV 
thrombus (%)
	ACS/ dyskinesia (%)
	VTE (%)
	Average CHADS2 score
	CHADS2 ≥ 2
(%)  
	Average  HASBLED score

	MUSICA registry[7]
	A+C+VKA
	64.7
	17.3
	NA
	NA
	NA
	NA
	-
	NA
	NA

	
	A+VKA/C+VKA
	58.7
	28.3
	NA
	NA
	NA
	NA
	-
	NA
	NA

	
	A+C
	82.7
	0
	NA
	NA
	NA
	NA
	-
	NA
	NA

	Gao F[8]
	A+C+VKA
	100
	0
	0
	0
	0
	NA
	-
	49.6
	NA

	
	A+VKA/C+VKA
	100
	0
	0
	0
	0
	NA
	-
	60.9
	NA

	
	A+C
	100
	0
	0
	0
	0
	NA
	-
	37.8
	NA

	WAR-STENT registry[9]
	A+C+VKA
	79
	8
	4
	NA
	5
	NA
	-
	NA
	NA

	
	A+VKA/C+VKA
	85
	5
	5
	NA
	0
	NA
	-
	NA
	NA

	
	A+C
	64
	0
	0
	NA
	12
	NA
	-
	NA
	NA

	AFCAS registry[10]
	A+C+VKA
	100
	0
	0
	0
	0
	2.3 ± 1.2
	Mean
	71
	2.9 ± 0.7

	
	C+VKA
	100
	0
	0
	0
	0
	2.4 ± 1.3
	Mean
	77
	2.9 ± 0.8

	
	A+C
	100
	0
	0
	0
	0
	2.1 ± 1.2
	Mean
	65
	2.9 ± 0.8

	De Vecchis R[11]
	A+C+VKA
	85.4
	27
	NA
	NA
	NA
	1.8 ± 1.5**
	Mean
	NA
	2.3 ± 0.5**

	
	A+VKA/C+VKA
	90
	25.8
	NA
	NA
	NA
	1.8 ± 1.5**
	Mean
	NA
	2.3 ± 0.5**

	
	A+C
	73.6
	0
	NA
	NA
	NA
	1.8 ± 1.5**
	Mean
	NA
	2.3 ± 0.5**

	Sarafoff N[12]
	A+C+VKA
	80.3
	4.8
	6.2
	NA
	7.3
	NA
	-
	NA
	NA

	
	A+P+VKA
	28.6
	9.5
	33.3
	NA
	19
	NA
	-
	NA
	NA

	Braun OO [13]
	A+C+VKA
	39.6
	3.8
	10.7
	37.8
	6.9
	4.5 ± 1.5
	Mean
	NA
	2.2 ± 1

	
	T+VKA
	77.6
	4.7
	2.8
	4.7
	9.3
	4.8 ± 1.1
	Mean
	NA
	2.2 ± 0.8

	Fu A [14]
	A+C+VKA
	48.8
	5.6
	34.4
	NA
	8
	2.6 ± 1.3
	Mean
	NA
	NA

	
	A+T+VKA
	11.1
	0
	77.7
	NA
	3.7
	2 ± 0
	Mean
	NA
	NA

	GRACE registry [15]
	A+C+VKA
A+VKA
C+VKA
	40
	2.5

	NA

	43
	4
	NA
	-
	NA
	NA

	
	*data of each group was not available

	Suh SY[16]
	A+C+VKA
	100
	0
	0
	0
	0
	1.81 ± 1.18
	Mean
	56.8
	1.81 ± 0.61

	
	A+C
	100
	0
	0
	0
	0
	1.95 ± 1.2
	Mean
	64.5
	2.0 ± 0.64

	STENTICO[17]
	A+C+VKA
	41
	18
	NA
	NA
	17
	NA
	-
	NA
	NA

	
	A+C
	53
	11
	NA
	NA
	9
	NA
	-
	NA
	NA

	REAL registry[18]
	A+C+VKA
A+VKA
A+C
	58
	7

	3

	1

	10
	NA
	-
 
	NA
	NA

	
	*data of each group was not available

	Ho KW[19]
	A+C+VKA
	100
	0
	0
	0
	0
	2.6 ± 1.2
	Mean
	NA
	NA

	
	A+C
	100
	0
	0
	0
	0
	2.1 ± 1.1
	Mean
	NA
	NA

	Dabrowska M[20]
	A+C+VKA
	100
	0
	0
	0
	0
	2.12 ± 1.18**
	Mean
	NA
	NA

	
	A+C
	100
	0
	0
	0
	0
	2.12 ± 1.18**
	Mean
	NA
	NA

	Hess CN[21]
	A+C+VKA
	100
	0
	0
	0
	0
	NA
	-
	79
	Reported as ATRIA score

	
	A+C
	100
	0
	0
	0
	0
	NA
	-
	73.4
	Reported as ATRIA score

	Kang DO [22] 
	A+C+VKA
	100
	0
	0
	0
	0
	2.06 ± 1.18
	Mean
	68.7
	2.24 ± 0.76

	
	A+C
	100
	0
	0
	0
	0
	1.68 ± 1.15
	Mean
	52.1
	2.13 ± 0.74

	Caballero L[23]
	A+C+VKA
	100
	0
	0
	0
	0
	2.78 ± 1.16**
	Mean
	NA
	3.05 ± 0.78

	
	A+C
	100
	0
	0
	0
	0
	2.78 ± 1.16**
	Mean
	NA
	3.05 ± 0.78

	Sambola A[24]
	A+C+VKA
	100
	0
	0
	0
	0
	NA
	-
	55.5
	NA

	
	A+C
	100
	0
	0
	0
	0
	NA
	-
	44.5
	NA

	Maegdefessel L[25]
	A+C+VKA
	100
	0
	0
	0
	NA
	NA
	-
	NA
	NA

	
	A+C+LMWH
	100
	0
	0
	0
	NA
	NA
	-
	NA
	NA

	
	A+C
	100
	0
	0
	0
	NA
	NA
	-
	NA
	NA

	Sarafoff N[26]
	A+C+VKA
	67
	17
	NA
	0
	0
	NA
	-
	NA
	NA

	
	A+C
	93
	0
	NA
	0
	0
	NA
	-
	NA
	NA

	Manzano-Fernandez S[27]
	A+C+VKA
	100
	0
	0
	0
	0
	2 (2-3)
	 Median (IQR)
	NA
	NA

	
	A+C
	100
	0
	0
	0
	0
	2 (1-3)
	Median (IQR) 
	NA
	NA

	Ruiz-Nodar JM[28]
	A+C+VKA
	100
	0
	0
	0
	0
	2 (1-3)
	 Median (IQR)
	NA
	NA

	
	A+C
	100
	0
	0
	0
	0
	2 (1-3)
	 Median (IQR)
	NA
	NA

	Goto K[29]
	A+C+VKA
	100
	0
	0
	0
	0
	2.4 ± 1.2
	Mean
	76.9
	NA

	
	A+C
	100
	0
	0
	0
	0
	2.4 ± 1.3
	Mean
	73.7
	NA

	Jang SW[30]
	A+C+VKA
	100
	0
	0
	0
	0
	1.6 ± 1.4
	Mean
	NA
	NA

	
	A+C
	100
	0
	0
	0
	0
	1.6 ± 1.2
	Mean
	NA
	NA

	Valencia J[31]
	A+C+VKA
A+C
	 68.6
	 10
	 NA
	NA 
	 NA
	NA
	-
	NA
	NA

	
	*data of each group was not available

	ISAR-TRIPLE[32]
	A+C+VKA
	85
	9.1
	NA
	NA
	3.6
	NA
	-
	78.9
	NA

	
	A+VKA
	82.7
	5.5
	NA
	NA
	7.5
	NA
	-
	83.4
	NA

	Choi H[33]
	A+C+VKA
	100
	0
	0
	0
	0
	2.88 ± 1.82*
	Mean
	73.3
	NA

	
	A+C
	100
	0
	0
	0
	0
	2.53 ± 1.58*
	Mean
	71.1
	NA



Abbreviations: NA, Not available; AF, Atrial fibrillation; MHV, mechanical heart valve; LV, Left ventricular; ACS, Acute coronary syndrome; VTE, Venous thromboembolism; IQR, Interquartile range; A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
* CHA2DS2-VASc score


[bookmark: _Toc529258406]  eTable 5.5 Detail of regimens used in each study of non-RCTs
	Study name/ First author
(year)
	Regimen
	Type of OAC
	INR target 
	TTR
(%)
	VKA
Naïve  (%)
	Dose of ASA 
(mg)
	Dose of P2Y12 inhibitor (mg)
	Specified period of  regimen use
	Duration of regimen used/ percent continuation at the point of outcome measurement

	MUSICA registry[7]

	A+C+VKA
A+VKA
C+VKA
A+C
	Warfarin, LMWH
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Gao F[8]

	A+C+VKA
	Warfarin 
	1.8 - 2.5
(specified)
	72%
	26.1
	NA
	NA
	NA
	Triple Therapy at 1 year = 47%

	
	A+VKA
C+VKA
	Warfarin 
	1.8 - 2.5
(specified)
	72%
	20.7
	NA
	NA
	Antiplatelets trough12 months in dual therapy & dual antiplatelet
	Dual therapy at 1 year = 92.8%

	
	A+C
	-
	-
	-
	-
	NA
	NA
	Antiplatelets trough12 months in dual therapy & dual antiplatelet
	Dual antiplatelets at 1 year = 95.5%

	WAR-STENT registry[9]

	A+C+VKA
	Warfarin
	2.0 – 3.0 (70%); 
1.8 - 2.5 (29%)
(not specified)
	NA
	NA
	NA
	NA
	NA
	 Duration of P2Y12 inhibitor used = 4 weeks  (0-78)
(outcome measurement = 1 year)

	
	A+VKA
C+VKA
	Warfarin
	2.0 – 3.0 (95%)
(not specified)
	NA
	NA
	NA
	NA
	NA
	Duration of P2Y12 inhibitor used = 4 weeks (0-52)
(outcome measurement = 1 year)

	
	A+C
	-
	-
	NA
	NA
	NA
	NA
	NA
	NA

	AFCAS registry[10]

	A+C+VKA
	VKA
	2.0-3.0
(specified)
	NA
	NA
	NA
	NA
	NA
	Prescribed duration of OAC = lifelong
Prescribed duration of clopidogrel; 1 month = 44%, 3 months = 20%, 6 months = 10%, 12 months = 20%
Prescribed duration of aspirin = lifelong (60%)

	
	C+VKA
	VKA
	2.0-3.0
(specified)
	NA
	NA
	NA
	NA
	VKA lifelong,  clopidogrel was either 1 or 12 months
	Prescribed duration of OAC = lifelong
Prescribed duration of clopidogrel; 1 month = 37%, 3 months = 16%, 6 months = 4%, 12 months = 34%

	
	A+C
	VKA
	-
	NA
	NA
	NA
	NA
	DAPT 12 months then ASA lifelong
	Prescribed duration of clopidogrel; 1 month = 23%, 3 months = 6%, 6 months = 3%, 12 months = 53%
Prescribed duration of aspirin = lifelong (60%)

	 De Vecchis R[11]

	A+C+VKA
A+VKA
C+VKA
A+C
	Warfarin
	NA
	NA
	NA
	NA
	NA
	The therapy was either stopped after 1 month if a BMS had been implanted or was interrupted after a variable period (extending from 1 to 3 months) if a DES had been used.  Antiaggregant agents was prescribed  for a period of 1 month (BMS) or 9-12 months (DES)
	NA

	Sarafoff N[12]

	A+C+VKA
	Phenpro-coumon
	2.0-2.5 (AF), 
2.5-3.0 (MHV)
(specified)
	NA
	NA
	NA
	75 OD
	NA
	NA

	
	A+P+VKA
	Phenpro-coumon
	2.0-2.5 (AF),
 2.5-3.0 (MHV)
(specified)
	NA
	NA
	NA
	10 OD; 
5 OD in less than 75 y/o or < 60 kg
	NA
	

	Braun OO[13] 

	A+C+VKA
	Warfarin
	2.0-3.0 
(2.0-2.5 = 47.8%)
(specified)
	75.8
	66.7
	75 OD
	75 OD
	In general, if warfarin was terminated the patients continued with a P2Y12 inhibitor and aspirin. If a P2Y12 inhibitor was terminated, the patients continued with warfarin and aspirin
	Mean duration of treatment = 2.5 ± 0.9 months
(outcome measurement = 3 months)

	
	T+VKA
	Warfarin
	2.0-3.0 
(2.0-2.5 = 1.9%)
(specified)
	71.5
	48.6
	x
	90 BID
	In general, if warfarin was terminated the patients continued with a P2Y12 inhibitor and aspirin. If a P2Y12 inhibitor was terminated, the patients continued with warfarin and aspirin
	Mean duration of treatment = 2.7 ± 0.8 months
(outcome measurement = 3 months)

	Fu A [14]

	A+C+VKA
A+T+VKA
	VKA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	GRACE registry [15]

	A+C+VKA
	Warfarin
	NA
	NA
	72%
	NA
	NA
	Not defined
	At the point of outcome measure;  Triple therapy = 24%, Dual Therapy = 49%, Warfarin only = 27% 

	
	A+VKA
C+VKA
	Warfarin
	NA
	NA
	72%
	NA
	NA
	Not defined
	At the point of outcome measure;  Dual antiplatelet = 12%, Dual Therapy = 49%, Warfarin only = 39% 

	Suh SY[16]

	A+C+VKA
A+C
	Warfarin
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	STENTICO[17] 

	A+C+VKA
A+C
	OAC
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	REAL registry[18]

	A+C+VKA
A+VKA
A+C
	OAC
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Ho KW[19]

	A+C+VKA
	Warfarin
	NA
	NA
	NA
	NA
	NA
	NA
	Duration of Triple therapy = 5.8 ± 5.0 months
(outcome measurement = 6 months)

	
	A+C
	Warfarin
	NA
	NA
	NA
	NA
	NA
	NA
	Duration of Dual antiplatelet = 6.1 ± 4.9 months
(outcome measurement = 6 months)

	Dabrowska
 M[20]
	A+C+VKA
	Warfarin or Acenocoumarol
	Standard dose
	NA
	NA
	Standard  dose
	Standard dose
	NA
	 Triple therapy at 12 months = 41%

	
	A+C
	-
	-
	-
	-
	Standard dose
	Standard dose
	NA
	Dual antiplatelet at 12 months = 48.3%

	Hess CN [21]

	A+C+VKA
	Warfarin
	NA
	NA
	37.9
	NA
	NA
	NA
	OAC continuation at 3 months = 93.4%, 6 months = 91,8%, 12 months = 57.4%
Clopidogrel continuation at 3 months = 95.9%, 6 months = 94.6%, 12 months = 63.7%

(outcome measurement = 2 years)

	
	A+C
	-
	-
	-
	-
	NA
	NA
	NA
	Clopidogrel continuation at 3 months = 94.7%, 6 months = 94.4%, 12 months = 73.4%

(outcome measurement = 2 years)

	Kang DO [22]

	A+C+VKA
	Warfarin
	2.0-3.0
	29.2 ± 24.9
	NA
	Standard dose
	Standard dose
	NA
	Mean Triple therapy duration = 352.4 ± 144.0 days

(outcome measurement = 1.7 years)

	
	A+C
	-
	-
	-
	-
	Standard dose
	Standard dose
	NA
	NA

	Caballero L[23]

	A+C+VKA
A+C
	OAC
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Sambola A [24]

	A+C+VKA
	VKA
	2.0-2.5
	วัดเป็น % INR in range (P.356)
	NA
	100 OD
	75 OD
	NA 
	BMS; duration of Triple therapy = 1.5 ± 1.0 months 
(population in this study predominate by BMS implantation)

	
	A+C
	-
	2.0-2.5
	-
	NA
	100 OD
	75 OD
	1 antiplatelet agent should be stopped at least 1 month following PCI when a bare-metal stent (BMS) was used, and between 3 and 12 months when a DES was used.
	NA

	Maegdefessel L[25]

	A+C+VKA
A+C+LMWH
A+C
	OAC
	NA
	NA
	42.9
	NA
	NA
	NA
	NA

	Sarafoff N[26]

	A+C+VKA
	Phenpro-coumon
	2.5 for MHV, 2.0 for other conditions
	 NA
	NA 
	100 BID
	75 OD
	NA
	Median duration of Triple therapy continuation = 12 weeks, after that switched to A+VKA

	
	A+C
	-
	 -
	 -
	 -
	 100 BID
	75 OD 
	NA
	Median duration of dual antiplatelet = 4 weeks, after that switched to A+VKA

	Manzano-Fernandez S[27]

	A+C+VKA
	Acenocou-marol
	NA
	NA
	27
	NA
	NA
	NA
	Median duration of clopidogrel use = 12 months (1-12)

	
	A+C
	-
	-
	-
	-
	NA
	NA
	NA
	Median duration of clopidogrel use = 7 months (1-12)

	Ruiz-Nodar JM[28]

	A+C+VKA
A+C
	Coumarins
	NA
	NA
	30.8
	NA
	NA
	Either coumarins or 1 antiplatelet agent being stopped at 1 month following PCI where bare-metal stents were used and between 3 and 12 months when a DES was used
	NA

	Goto K[29]

	A+C+VKA
A+C
	Warfarin
	1.6-2.6 for patients > 70 years
	24.2 % for 2-3 &
52.6 % for 1.6-2.6
	NA
	81 OD
	75 OD
	NA
	After 5 years, OAC was discontinued in 22.7%

	Jang SW[30]

	A+C+VKA
A+C
	Warfarin
	2.0-3.0
	52
	NA
	NA
	NA
	Aspirin, clopidogrel and cilostazol were usually administered at least 1 year after the procedure regardless of the type of stent used 
	17% of the patients discontinued warfarin within 1 year due to side effects or poor compliance

	Valencia J[31]

	A+C+VKA
	OAC
	NA
	NA
	NA
	NA
	NA
	NA
	Continuation of Triple therapy; 1 month = 55%, 6 months =  33%, 12 months = 17%

	
	A+C
	-
	NA
	NA
	NA
	NA
	NA
	 NA
	Continuation of dual antiplatelet; 1 month = 83%, 6 months = 55%, 12 months = 29%

	ISAR-TRIPLE[32]
	A+C+VKA
	Warfarin or phenprocoumon

	lowest recommended target INR; median = 2.3 (2.0-2.6)
	68.9
	0
	75-200 OD
	75 OD
	Triple therapy along study period

	Continuation of OAC use at 6 months = 90.6%
Compliance with assigned clopidogrel at 6 months = 86.6%
Continuation of aspirin at 6 months = 95% 


	
	A+VKA
	Warfarin or phenprocoumon

	lowest recommended target INR; median = 2.3 (2.0-2.6)
	68.9
	0
	75-200 OD
	-
	Aspirin + OAC along study period

	Continuation of OAC use at 6 months = 90.6%
Continuation of aspirin at 6 months = 95% 

	Choi H[33]
	A+C+VKA
	Warfarin
	2.0 – 3.0
	NA
	NA
	100 – 200 OD
	75 OD
	Indefinite use of aspirin, use of clopidogrel for 6 – 12 months
	Aspirin maintenance at 1 year = 93.8%
Clopidogrel maintenance at 1 year = 75.4%
Warfarin maintenance at 1 year = 75.4%

	
	A+C
	-
	-
	-
	NA
	100 – 200 OD
	75 OD
	Indefinite use of aspirin, use of clopidogrel for 6 – 12 months
	Aspirin maintenance at 1 year = 96.1%
Clopidogrel maintenance at 1 year = 76.3%



Abbreviation: OAC, Oral anticoagulant; TTR, Time in therapeutic range; VKA, Vitamin K antagonist; ASA, Aspirin; INR, International normalized ratio; NA, Not available; ACS, Acute coronary syndrome; SCAD, Stable coronary artery disease; BMS, Bare-metal stent; DES, Drug-eluting stent; AF, Atrial fibrillation; MHV, Mechanical heart valve; A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
*Median (Range)
[bookmark: _Toc529258407]eTable 5.6 Summarized risk of bias of included non-RCTs using ROBINS-I (Risk Of Bias In Non-randomized Studies - of Interventions) tool 
	Study Name/ First Author
	Confounding
	Participant Selection
	Classification of intervention
	Deviation from intended intervention
	Missing data
	Measurement of outcomes
	Selection of the reported results
	Overall

	MUSICA registry[7] 
	Serious
	NI
	Moderate
	NI
	Low
	Serious
	Low
	Serious

	Gao F[8]
	Serious
	NI
	Moderate
	NI
	Serious
	Serious
	Moderate
	Serious

	WAR-STENT registry[9]
	Serious
	NI
	Moderate
	NI
	NI
	NI
	Low
	Serious

	AFCAS registry[10]
	Low
	NI
	Moderate
	NI
	NI
	Serious
	Moderate
	Serious

	De Vecchis R[11]
	Serious
	NI
	Moderate
	NI
	NI
	Serious
	Low
	Serious

	Sarafoff N[12]
	Serious
	NI
	Low
	NI
	NI
	Low
	Low
	Serious

	Braun OO[13]
	Serious
	NI
	Moderate
	NI
	Moderate
	Serious
	Low
	Serious

	Fu A[14]
	Moderate
	NI
	Moderate
	NI
	NI
	Serious
	Serious
	Serious

	GRACE registry[15]
	Serious
	NI
	NI
	NI
	Critical
	Serious
	Low
	Critical

	Suh SY[16]
	Low
	NI
	Moderate
	NI
	NI
	Serious
	Low
	Serious

	STENTICO[17]
	Low
	Low
	Low
	NI
	Low
	Serious
	Moderate
	Serious

	REAL registry[18]
	NI
	NI
	Low
	NI
	NI
	Moderate
	Low
	Moderate

	Ho KW[19]
	Serious
	NI
	Moderate
	NI
	NI
	Serious
	Moderate
	Serious

	Dabrowska M[20]
	Serious
	NI
	Low
	NI
	Low
	Serious
	Low
	Serious

	Hess CN[21]
	Moderate
	NI
	Moderate
	NI
	NI
	Serious
	Low
	Serious

	Kang DO[22]
	Moderate
	NI
	Moderate
	NI
	NI
	Serious
	Low
	Serious

	Caballero L[23]
	NI
	NI
	Moderate
	NI
	NI
	Serious
	Low
	Serious

	Sambola A[24]
	Low
	NI
	Moderate
	NI
	NI
	Moderate
	Low
	Moderate

	Maegdefessel L[25]
	Low
	NI
	NI
	NI
	NI
	Serious
	Low
	Serious

	Sarafoff N[26]
	 NI
	 NI
	 Low
	 NI
	 NI
	Low 
	 Low
	Low 

	Manzano-Fernandez[27]
	Serious
	NI 
	NI 
	 NI
	 NI
	Serious 
	 Low
	Serious 

	Ruiz-Nodar[28]
	 Serious
	NI 
	NI 
	 NI
	 NI
	Serious 
	Low 
	Serious 

	Goto K[29]
	 Moderate
	 NI
	Moderate
	 NI
	NI 
	NI 
	Low 
	 Moderate

	Jang SW[30]
	 Serious
	 NI
	Moderate
	 NI
	NI 
	Moderate
	Low 
	 Serious

	Valencia J[31]
	 NI
	NI 
	NI 
	 NI
	NI
	Moderate
	Low 
	Moderate

	ISAR-TRIPLE[32]
	NI
	Low
	Low
	NI
	NI
	Low
	Low
	Low

	Choi H[33]
	Moderate
	Low
	Low
	NI
	Low
	Low
	Low
	Moderate



Abbreviation: NI, No information
[bookmark: _Toc529258408]Appendix 6
Results of meta-analyses of direct comparisons of treatment options

[bookmark: _Toc529258409]eTable 6 Pairwise meta-analysis risk ratio (and 95% CI) for all dichotomous outcomes
	Comparisons
	No. studies
	No. of events/
Total No. of Treatment 1
	No. of events/
Total No. of Treatment 2
	Pairwise 
meta-analysis 
risk ratio (95% CI)
	Heterogeneity I2 (variation in RR attributable to heterogeneity)  

	Major bleeding	

	Comparator
	Intervention
	

	A+C+VKA
	A+C
	13
	
	
	0.58 (0.40 to 0.83)
	54.0%

	C+VKA
	A+C
	1
	
	
	1.80 (0.70 to 4.62)
	NA

	A+C+VKA
	C+VKA
	1
	
	
	0.68 (0.28 to 1.61)
	NA

	A+C+VKA
	T+VKA
	1
	
	
	0.59 (0.12 to 3.03)
	NA

	A+C+VKA
	A+T+VKA
	1
	
	
	0.93 (0.29 to 2.94)
	NA

	A+C+VKA
	A+VKA
	1
	
	
	0.58 (0.25 to 1.37)
	0.0%

	A+C+LMWH
	A+C
	1
	
	
	2.07 (0.10 to 42.17)
	NA

	A+C+VKA
	A+C+LMWH
	1
	
	
	*
	*

	A+C+VKA
	A+P+VKA
	1
	
	
	5.00 (1.52 to 16.67)
	NA

	Stroke

	Comparator
	Intervention
	

	A+C+VKA
	A+C
	17
	
	
	1.60 (1.04 to 2.45)
	39.8%

	C+VKA
	A+C
	1
	
	
	3.15 (0.40 to 25.17)
	NA

	A+C+VKA
	C+VKA
	2
	
	
	1.56 (0.34 to 7.14)
	24.9%

	A+C+VKA
	T+VKA
	1
	
	
	0.74 (0.07 to 8.33)
	NA

	A+C+VKA
	A+T+VKA
	1
	
	
	0.35 (0.02 to 5.88)
	NA

	A+C+VKA
	A+VKA
	3
	
	
	1.54 (0.21 to 11.11)
	58.1%

	C+VKA 
	A+VKA
	1
	
	
	2.07 (0.39 to 11.01)
	NA

	A+C+LMWH
	A+C
	1
	
	
	0.92 (0.30 to 2.82)
	NA

	A+C+VKA
	A+C+LMWH
	1
	
	
	3.14 (0.18 to 54.93)
	NA

	A+VKA
	A+C
	1
	
	
	3.76 (0.84 to 16.75)
	NA

	A+C+VKA
	A+P+VKA
	1
	
	
	2.86 (0.36 to 25.00)
	NA

	Myocardial infarction

	Comparator
	Intervention
	

	A+C+VKA	
	A+C
	15
	
	
	1.23 (0.92 to 1.64)
	26.0%

	C+VKA
	A+C
	1
	
	
	0.45 (0.12 to 1.75)
	NA

	A+C+VKA
	C+VKA
	2
	
	
	1.12 (0.53 to 2.33)
	0.0%

	A+C+VKA
	T+VKA
	1
	
	
	1.47 (0.30 to 7.14)
	NA

	A+C+VKA
	A+T+VKA
	1
	
	
	2.33 (0.45 to 12.5)
	NA

	A+C+VKA
	A+VKA
	2
	
	
	1.20 (0.35 to 4.17)
	NA

	C+VKA 
	A+VKA
	1
	
	
	0.79 (0.18 to 3.41)
	NA

	A+C+LMWH
	A+C
	1
	
	
	3.72 (0.20 to 67.63)
	NA

	A+C+VKA
	A+C+LMWH
	1
	
	
	*
	*

	A+C+VKA
	A+P+VKA
	1
	
	
	1.09 (0.06 to 20.00)
	NA

	Repeated revascularization

	Comparator
	Intervention
	

	A+C+VKA
	A+C
	7
	
	
	1.07 (0.85 to 1.34)
	0.0%

	C+VKA
	A+C
	1
	
	
	0.64 (0.26 to 1.62)
	NA

	A+C+VKA
	C+VKA
	2
	
	
	0.95 (0.56 to 1.61)
	0.0%

	A+C+VKA
	A+VKA
	1
	
	
	1.61 (0.95 to 2.78)
	NA

	C+VKA
	A+VKA
	1
	
	
	2.19 (0.94 to 5.11)
	NA

	Stent thrombosis

	Comparator
	Intervention
	

	A+C+VKA
	A+C
	12
	
	
	1.25 (0.67 to 2.34)
	0.0%

	C+VKA
	A+C
	1
	
	
	0.68 (0.12 to 3.96)
	NA

	A+C+VKA
	C+VKA
	1
	
	
	2.08 (0.45 to 9.09)
	NA

	A+C+VKA
	T+VKA
	1
	
	
	*
	*

	A+C+VKA
	A+T+VKA
	1
	
	
	9.09 (0.87 to 100)
	NA

	A+VKA
	A+C
	1
	
	
	0.83 (0.23 to 3.04)
	NA

	A+C+VKA
	A+VKA
	2
	
	
	1.02 (0.19 to 5.56)
	NA

	A+C+VKA
	A+P+VKA
	1
	
	
	3.23 (0.16 to 50.00)
	NA

	All-cause death

	Comparator
	Intervention
	

	A+C+VKA
	A+C
	17
	
	
	1.01 (0.79 to 1.29)
	42.7%

	C+VKA
	A+C
	1
	
	
	1.62 (0.63 to 4.20)
	NA

	A+C+VKA
	C+VKA
	2
	
	
	0.79 (0.42 to 1.52)
	0.0%

	A+C+VKA
	T+VKA
	1
	
	
	1.19 (0.33 to 4.35)
	NA

	A+C+VKA
	A+T+VKA
	1
	
	
	0.20 (0.01 to 3.23)
	NA

	A+C+VKA
	A+VKA
	2
	
	
	0.90 (0.26 to 3.13)
	59.7%

	C+VKA 
	A+VKA
	1
	
	
	1.43 (0.47 to 4.34)
	NA

	A+C+LMWH
	A+C
	1
	
	
	0.24 (0.06 to 0.98)
	NA

	A+C+VKA
	A+C+LMWH
	1
	
	
	1.67 (0.21 to 13.08)
	NA

	A+C+VKA
	A+P+VKA
	1
	
	
	2.44 (0.59 to 10.00)
	NA



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
* excluded
[bookmark: _Toc529258410]Appendix 7
Assessment of global inconsistency for each outcome network in main analysis

[bookmark: _Toc529258411]eTable 7 Assessment of global inconsistency in networks using the ‘design-by-treatment’ interaction model

	Network outcome 

	Chi-square 

	P value for test of global inconsistency 

	Non-randomized studies

	Major bleeding
	3.06
	0.2166

	Stroke or systemic embolism
	6.39
	0.3809

	Myocardial infarction
	4.53
	0.3386

	Repeated revascularization
	2.01
	0.3655

	Stent thrombosis
	0.27
	0.9649

	All-cause death
	3.75
	0.4413





[bookmark: _Toc529258412]Appendix 8
Results of Network meta-analysis (Non-RCTs)

Treatment options are in order of their efficacy or safety ranking. Estimates are presented as risk ratios (RR) and 95% confidence intervals. Treatments are ordered by rankings for each outcome. 

Comparisons between treatments should be read from column to row for each outcome (row treatment is reference). Risk ratios less than 1 favor the column-defining treatment. To obtain risks ratios for comparisons in the opposite direction, reciprocals should be taken. Significant results are in bold and underlined. Blue-color box represents that unfavorable outcome was decreased. In contrast, red-color box represents that unfavorable outcome was increased.


[bookmark: _Toc529258413]eTable 8.1 Results of network meta-analysis of treatment options on major bleeding

The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 

	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+C+LMWH
	0.29
	0.01, 6.52
	0.436
	1

	C+VKA
	0.48
	0.14, 1.61
	0.236
	2

	A+C*
	0.57
	0.39, 0.84
	0.005
	3

	A+VKA
	0.58
	0.16, 2.05
	0.400
	4

	T+VKA
	0.59
	0.09, 3.84
	0.583
	5

	A+T+VKA
	0.93
	0.21, 4.12
	0.920
	6

	A+C+VKA*
	reference
	 7

	A+P+VKA
	5.09
	1.10, 23.44
	0.037
	8

	Number of studies
	17
	Number of studies with adjustment of confounding factors
	4
	



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation 
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258414]eFigure 8.1 Network estimated risk ratios (95% confidence intervals) of treatment options on major bleeding

	A+C+LMWH
	
	
	
	
	
	
	

	0.60
(0.02,16.62)
	C+VKA
	
	
	
	
	
	

	0.51
(0.02,11.18)
	0.84
(0.25,2.81)
	A+C*
	
	
	
	
	

	0.50
(0.02,14.34)
	0.83
(0.15,4.75)
	0.99
(0.26,3.70)
	A+VKA
	
	
	
	

	0.49
(0.01,18.47)
	0.82
(0.09,7.53)
	0.97
(0.14,6.54)
	0.98
(0.10,9.36)
	T+VKA
	
	
	

	0.31
(0.01,9.89)
	0.52
(0.08,3.55)
	0.62
(0.13,2.90)
	0.63
(0.09,4.43)
	0.64
(0.06,7.00)
	A+T+VKA
	
	

	0.06
(0.00,1.83)
	0.09
(0.01,0.66)
	0.11
(0.02,0.55)
	0.11
(0.02,0.83)
	0.12
(0.01,1.30)
	0.18
(0.02,1.54)
	A+P+VKA
	

	0.29
(0.01,6.52)
	0.48
(0.14,1.61)
	0.57
(0.39,0.84)
	0.58
(0.16,2.05)
	0.59
(0.09,3.84)
	0.93
(0.21,4.12)
	5.09
(1.10,23.44)
	A+C+VKA*



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference).
[bookmark: _Toc529258415]eTable 8.2 Results of network meta-analysis of treatment options on stroke and/ or systemic embolism

The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+T+VKA
	0.35
	0.02, 7.51
	0.499
	1

	T+VKA
	0.74 
	0.05, 10.57
	0.825
	2

	A+C+VKA*
	Reference
	3

	C+VKA
	0.93
	0.21, 4.11
	0.924
	4

	A+VKA
	1.22
	0.37, 4.09
	0.743
	5

	A+C*
	1.69
	1.06, 2.68
	0.027
	6

	A+C+LMWH
	2.04
	0.41, 10.08
	0.380
	7

	A+P+VKA
	2.83
	0.26, 30.45
	0.392
	8

	Number of studies
	22
	Number of studies with adjustment of confounding factors
	3
	



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258416]eFigure 8.2 Network estimated risk ratios (95% confidence intervals) of treatment options on stroke and/ or systemic embolism

	A+T+VKA
	
	
	
	
	
	
	

	0.47
(0.01,27.27)
	T+VKA
	
	
	
	
	
	

	0.37
(0.01,11.35)
	0.80
(0.04,16.74)
	C+VKA
	
	
	
	
	

	0.28
(0.01,7.71)
	0.60
(0.03,11.21)
	0.76
(0.15,3.91)
	A+VKA
	
	
	
	

	0.21
(0.01,4.61)
	0.44
(0.03,6.51)
	0.55
(0.12,2.50)
	0.73
(0.21,2.48)
	A+C*
	
	
	

	0.17
(0.01,5.42)
	0.36
(0.02,8.04)
	0.45
(0.05,3.92)
	0.60
(0.08,4.28)
	0.83
(0.18,3.86)
	A+C+LMWH
	
	

	0.12
(0.00,5.98)
	0.26
(0.01,9.27)
	0.33
(0.02,5.43)
	0.43
(0.03,6.23)
	0.60
(0.05,6.73)
	0.72
(0.04,12.68)
	A+P+VKA
	

	0.35
(0.02,7.51)
	0.74
(0.05,10.57)
	0.93
(0.21,4.11)
	1.22
(0.37,4.09)
	1.69
(1.06,2.68)
	2.04
(0.41,10.08)
	2.83
(0.26,30.45)
	A+C+VKA*



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)


[bookmark: _Toc529258417]eTable 8.3 Results of network meta-analysis of treatment options on myocardial infarction 

The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 

	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+C+LMWH
	0.33
	0.02, 6.07
	0.453
	1

	A+C+VKA*
	 Reference
	2

	A+VKA
	1.12
	0.33, 3.75
	0.853
	3

	A+P+VKA
	1.08
	0.06, 18.83
	0.957
	4

	C+VKA 
	1.21
	0.55, 2.69
	0.631
	5

	A+C*
	1.20
	0.88, 1.66
	0.252
	6

	T+VKA
	1.48
	0.29, 7.55
	0.636
	7

	A+T+VKA
	2.31
	0.43, 12.55
	0.331
	8

	Number of studies
	20
	Number of studies with adjustment of confounding factors
	3
	



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist


[bookmark: _Toc529258418]eFigure 8.3 Network estimated risk ratios (95% confidence intervals) of treatment options on myocardial infarction

	A+C+LMWH
	
	
	
	
	
	
	

	0.29
(0.01,6.88)
	A+VKA
	
	
	
	
	
	

	0.30
(0.01,17.98)
	1.04
(0.05,23.05)
	A+P+VKA
	
	
	
	
	

	0.27
(0.01,5.51)
	0.92
(0.24,3.52)
	0.89
(0.05,17.27)
	C+VKA
	
	
	
	

	0.27
(0.01,4.97)
	0.93
(0.27,3.24)
	0.90
(0.05,15.91)
	1.01
(0.44,2.29)
	A+C*
	
	
	

	0.22
(0.01,6.26)
	0.76
(0.10,5.75)
	0.73
(0.03,19.57)
	0.82
(0.13,5.02)
	0.81
(0.15,4.27)
	T+VKA
	
	

	0.14
(0.00,4.13)
	0.48
(0.06,3.87)
	0.47
(0.02,12.92)
	0.52
(0.08,3.40)
	0.52
(0.09,2.91)
	0.64
(0.06,6.69)
	A+T+VKA
	

	0.33
(0.02,6.07)
	1.12
(0.33,3.75)
	1.08
(0.06,18.83)
	1.21
(0.55,2.69)
	1.20
(0.88,1.66)
	1.48
(0.29,7.55)
	2.31
(0.43,12.55)
	A+C+VKA*



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)


[bookmark: _Toc529258419]eTable 8.4 Results of network meta-analysis of treatment options on repeated revascularization
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+C+VKA*
	 Reference
	1

	C+VKA
	0.98
	0.57, 1.66
	0.927
	2

	A+C*
	1.06
	0.85, 1.34
	0.600
	3

	A+VKA
	1.68
	0.99, 2.87
	0.055
	4

	Number of studies
	8
	Number of studies with adjustment of confounding factors
	2
	



[bookmark: _Toc529258420]eFigure 8.4 Network estimated risk ratios (95% confidence intervals) of treatment options on repeated revascularization
	C+VKA
	
	
	

	0.92
(0.52,1.63)
	A+C*
	
	

	0.58
(0.29,1.17)
	0.63
(0.35,1.13)
	A+VKA
	

	0.98
(0.57,1.66)
	1.06
(0.85,1.34)
	1.68
(0.99,2.87)
	A+C+VKA*





*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258421]eTable 8.5 Results of network meta-analysis of treatment options on stent thrombosis

The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 

	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+C+VKA
	Reference
	1

	A+C
	1.22
	0.66, 2.26
	0.519
	2

	A+VKA
	1.30
	0.38, 4.42
	0.680
	3

	T+VKA
	1.48
	0.03, 73.85
	0.845
	4

	C+VKA
	2.00
	0.45, 8.83
	0.361
	5

	A+P+VKA
	3.25
	0.16, 65.56
	0.443
	6

	A+T+VKA
	9.26
	0.87, 98.47
	0.065
	7

	Number of studies
	16
	Number of studies with adjustment of confounding factors
	0
	




Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258422]eFigure 8.5 Network estimated risk ratios (95% confidence intervals) of treatment options on stent thrombosis 

	A+C
	
	
	
	
	
	

	0.94
(0.29,3.08)
	A+VKA
	
	
	
	
	

	0.83
(0.02,43.47)
	0.88
(0.01,52.94)
	T+VKA
	
	
	
	

	0.61
(0.13,2.88)
	0.65
(0.10,4.31)
	0.74
(0.01,48.51)
	C+VKA
	
	
	

	0.38
(0.02,8.10)
	0.40
(0.02,10.26)
	0.45
(0.00,63.18)
	0.62
(0.02,17.61)
	A+P+VKA
	
	

	0.13
(0.01,1.52)
	0.14
(0.01,2.01)
	0.16
(0.00,15.41)
	0.22
(0.01,3.52)
	0.35
(0.01,16.05)
	A+T+VKA
	

	1.22
(0.66,2.26)
	1.30
(0.38,4.42)
	1.48
(0.03,73.85)
	2.00
(0.45,8.83)
	3.25
(0.16,65.56)
	9.26
(0.87,98.47)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258423]eTable 8.6 Results of network meta-analysis of treatment options on all-cause death

The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+T+VKA
	0.20
	0.01, 3.27
	0.256
	1

	C+VKA
	0.78
	0.40, 1.50
	0.451
	2

	A+C+VKA*
	 Reference
	3

	A+VKA
	1.03
	0.50, 2.12
	0.943
	4

	T+VKA
	1.18
	0.32, 4.44
	0.801
	5

	A+C*
	1.15
	0.97, 1.38
	0.116
	6

	A+P+VKA
	2.42
	0.57, 10.23
	0.229
	7

	A+C+LMWH
	3.59
	0.98, 13.10
	0.053
	8

	Number of studies
	22
	Number of studies with adjustment of confounding factors
	4
	



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258424]eFigure 8.6 Network estimated risk ratios (95% confidence intervals) of treatment options on all-cause death 

	A+T+VKA
	
	
	
	
	
	
	

	0.25
(0.01,4.55)
	C+VKA
	
	
	
	
	
	

	0.19
(0.01,3.49)
	0.76
(0.30,1.88)
	A+VKA
	
	
	
	
	

	0.17
(0.01,3.70)
	0.65
(0.15,2.87)
	0.87
(0.19,3.91)
	T+VKA
	
	
	
	

	0.17
(0.01,2.85)
	0.67
(0.34,1.33)
	0.89
(0.42,1.88)
	1.03
(0.27,3.89)
	A+C*
	
	
	

	0.08
(0.00,1.91)
	0.32
(0.07,1.56)
	0.42
(0.08,2.13)
	0.49
(0.07,3.45)
	0.48
(0.11,2.03)
	A+P+VKA
	
	

	0.05
(0.00,1.21)
	0.22
(0.05,0.92)
	0.29
(0.06,1.26)
	0.33
(0.05,2.10)
	0.32
(0.09,1.17)
	0.67
(0.10,4.68)
	A+C+LMWH
	

	0.20
(0.01,3.27)
	0.78
(0.40,1.50)
	1.03
(0.50,2.12)
	1.18
(0.32,4.44)
	1.15
(0.97,1.38)
	2.42
(0.57,10.23)
	3.59
(0.98,13.10)
	A+C+VKA*



*regimens adjusted mainly for these confounding factors: age, sex, dyslipidemia, heart failure, renal impairment, history of stroke, indication of PCI, DES implantation
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258425]Appendix 9
Treatment ranking and surface under the cumulative ranking curves (SUCRA) for each outcome

[bookmark: _Toc529258426]eFigure 9.1 SUCRA ranking curve for major bleeding
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258427]eFigure 9.2 SUCRA ranking curve for stroke and/or systemic embolism
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258428]eFigure 9.3 SUCRA ranking curve for myocardial infarction
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258429]eFigure 9.4 SUCRA ranking curve for repeated revascularization
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist

[bookmark: _Toc529258430]eFigure 9.5 SUCRA ranking curve for stent thrombosis
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258431]eFigure 9.6 SUCRA ranking curve for all-cause death
[image: ]
Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258432]Appendix 10
Analysis of re-classified regimens of RCTs
[bookmark: _Toc529258433]eTable 10.1 Analysis of re-classified regimens on major bleeding
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.51
	0.30,0.87
	0.014
	1

	DOAC-DT
	0.68
	0.49,0.94
	0.020
	2

	TT
	 reference
	3

	Number of studies
	3
	
	
	



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258434]eFigure 10.1 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on major bleeding 
 
	VKA_DT
	
	

	0.75
(0.40,1.41)
	DOAC_DT
	

	0.51
(0.30,0.87)
	0.68
(0.49,0.94)
	TT



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258435]eTable 10.2 Analysis of re-classified regimens on stroke and/or systemic embolism
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.38
	0.10,1.42
	0.152
	1

	TT
	reference
	2

	DOAC-DT
	1.13
	0.57,2.26
	0.719
	3

	Number of studies
	3
	
	
	



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy


[bookmark: _Toc529258436]eFigure 10.2 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on stroke and/or systemic embolism 
 
	VKA_DT
	
	

	0.34
(0.08,1.49)
	DOAC_DT
	

	0.38
(0.10,1.42)
	1.13
(0.57,2.26)
	TT



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258437]eTable 10.3 Analysis of re-classified regimens on myocardial infarction
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.70
	0.31,1.62
	0.411
	1

	TT
	reference
	2

	DOAC-DT
	1.05
	0.69,1.58
	0.824
	3

	Number of studies
	3
	
	
	



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy


[bookmark: _Toc529258438]eFigure 10.3 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on myocardial infarction
 
	VKA_DT
	
	

	0.67
(0.27,1.70)
	DOAC_DT
	

	0.70
(0.31,1.62)
	1.05
(0.69,1.58)
	TT



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258439]eTable 10.4 Analysis of re-classified regimens on stent thrombosis
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.45
	0.14,1.45
	0.183
	1

	DOAC-DT
	1.09
	0.48,2.47
	0.833
	2

	TT
	 reference
	3

	Number of studies
	3
	
	
	



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy


[bookmark: _Toc529258440]eFigure 10.4 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on stent thrombosis
 
	VKA_DT
	
	

	0.41
(0.10,1.72)
	DOAC_DT
	

	0.45
(0.14,1.45)
	1.09
(0.48,2.47)
	TT



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258441]eTable 10.5 Analysis of re-classified regimens on all-cause death
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.40
	0.17,0.93
	0.035
	1

	DOAC-DT
	0.98
	0.59,1.61
	0.927
	2

	TT
	 reference
	3

	Number of studies
	3
	
	
	



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258442]eFigure 10.5 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on all-cause death
 
	VKA_DT
	
	

	0.41
(0.15,1.09)
	DOAC_DT
	

	0.40
(0.17,0.93)
	0.98
(0.59,1.61)
	TT



Abbreviations: DOAC_DT, Direct-acting oral anticoagulant based dual therapy; TT, Triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258443]Appendix 11
Analysis of re-classified regimens of non-RCTs
[bookmark: _Toc529258444]eTable 11.1 Analysis of re-classified regimens on major bleeding outcome
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	DAPT
	0.59
	0.41,0.85
	0.004
	1

	VKA-DT
	0.74
	0.41,1.34
	0.322
	2

	TT
	 reference
	3

	newP2Y12TT
	2.12
	0.76,6.00
	0.155
	4

	Number of studies
(Number of studies with adjustment of confounding factors)
	17
(4)
	Overall inconsistency
chi2 (P value)
	1.82
(P=0.4023)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258445]eFigure 11.1 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on major bleeding outcome 
	DAPT
	
	
	

	0.80
(0.42,1.54)
	VKA-DT
	
	

	0.28
(0.09,0.84)
	0.35
(0.11,1.15)
	newP2Y12TT
	

	0.59
(0.41,0.85)
	0.74
(0.41,1.34)
	2.12
(0.75,6.00)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258446]eTable 11.2 Analysis of re-classified regimens on stroke and/ or systemic embolism
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	TT
	reference
	1

	VKA-DT
	1.05
	0.48, 2.33
	0.900
	2

	newP2Y12TT
	1.30
	0.21, 8.22
	0.779
	3

	DAPT
	1.65
	1.08, 2.51
	0.020
	4

	Number of studies
(Number of studies with adjustment of confounding factors)
	22
(3)
	Overall inconsistency
chi2 (P value)
	3.57
(P=0.1677)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258447]eFigure 11.2 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on stroke and/ or systemic embolism

	VKA-DT
	
	
	

	0.81
(0.11,6.00)
	newP2Y12TT
	
	

	0.64
(0.28,1.44)
	0.79
(0.12,5.22)
	DAPT
	

	1.05
(0.48,2.33)
	1.30
(0.21,8.22)
	1.65
(1.08,2.51)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258448]eTable 11.3 Analysis of re-classified regimens on myocardial infarction
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	TT
	reference
	1

	DAPT
	1.19
	0.88,1.60
	0.265
	2

	VKA-DT
	1.23
	0.75,2.02
	0.418
	3

	newP2Y12TT
	1.90
	0.45,8.05
	0.381
	4

	Number of studies
(Number of studies with adjustment of confounding factors)
	20
(3)
	Overall inconsistency
chi2 (P value)
	0.46
(P=0.7945)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258449]eFigure 11.3 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on myocardial infarction

	DAPT
	
	
	

	0.97
(0.58,1.62)
	VKA-DT
	
	

	0.62
(0.14,2.72)
	0.65
(0.14,2.97)
	newP2Y12TT
	

	1.19
(0.88,1.60)
	1.23
(0.75,2.02)
	1.90
(0.45,8.05)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258450]eTable 11.4 Analysis of re-classified regimens on repeated revascularization
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	TT
	reference
	1

	DAPT
	1.07
	0.85,1.34
	0.556
	2

	VKA-DT
	1.24
	0.88,1.77
	0.224
	3

	Number of studies
(Number of studies with adjustment of confounding factors)
	8
(2)
	Overall inconsistency
chi2 (P value)
	0.24
(P=0.8875)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258451]eFigure 11.4 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on repeated revascularization

	DAPT
	
	

	0.86
(0.58,1.28)
	VKA-DT
	

	1.07
(0.85,1.34)
	1.24
(0.88,1.77)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258452]eTable 11.5 Analysis of re-classified regimens on stent thrombosis
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	TT
	reference
	1

	DAPT
	1.28
	0.71,2.31
	0.409
	2

	VKA-DT
	1.89
	1.00,3.56
	0.049
	3

	newP2Y12TT
	6.20
	0.97,39.77
	0.054
	4

	Number of studies
(Number of studies with adjustment of confounding factors)
	16
(0)
	Overall inconsistency
chi2 (P value)
	0.72
(P=0.6983)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258453]eFigure 11.5 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on stent thrombosis

	DAPT
	
	
	

	0.68
(0.33,1.39)
	VKA-DT
	
	

	0.21
(0.03,1.45)
	0.30
(0.04,2.17)
	newP2Y12TT
	

	1.28
(0.71,2.31)
	1.89
(1.00,3.56)
	6.20
(0.97,39.77)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258454]eTable 11.6 Analysis of re-classified regimens on all-cause death
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	VKA-DT
	0.94
	0.63,1.43
	0.787
	1

	TT
	 reference
	2

	newP2Y12TT
	1.41
	0.37,5.28
	0.614
	3

	DAPT
	1.17
	0.94,1.46
	0.163
	4

	Number of studies
(Number of studies with adjustment of confounding factors)
	22
(4)
	Overall inconsistency
chi2 (P value)
	0.16
(P=0.9213)
	



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy

[bookmark: _Toc529258455]eFigure 11.6 Network estimated risk ratios (95% confidence intervals) of re-classified regimens on all-cause death

	VKA-DT
	
	
	

	0.67
(0.17,2.69)
	newP2Y12TT
	
	

	0.81
(0.52,1.26)
	1.20
(0.31,4.60)
	DAPT
	

	0.94
(0.63,1.43)
	1.41
(0.37,5.28)
	1.17
(0.94,1.46)
	TT



Abbreviations: DAPT, Dual antiplatelet; TT, Triple therapy; newP2Y12TT, New P2Y12 inhibitor-based triple therapy; VKA_DT, Vitamin K antagonist based dual therapy
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258456]Appendix 12
Subgroup analyses
[bookmark: _Toc529258457]eTable 12.1 Subgroup analyses for the risk of major bleeding with treatment options in different groups of population
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to A+C+VKA before (main analysis) and after subgroup analyses.
	Treatment name
	Main analysis
	SUCRA rank
	Atrial fibrillation 
	SUCRA rank
	AF predominant
	SUCRA rank
	ACS predominant
	SUCRA rank
	SCAD predominant
	SUCRA rank
	DES predominant
	SUCRA rank
	BMS predominant
	SUCRA rank

	A+C+LMWH
	0.29
(0.01,6.52)
	1
	0.29
(0.01,6.40)
	1
	0.29
(0.01,6.52)
	1
	0.27
(0.01,6.06)
	1
	-
	-
	-
	-
	-
	-

	C+VKA
	0.48
(0.14,1.61)
	2
	0.48
(0.14,1.59)
	2
	0.48
(0.14,1.61)
	2
	0.46
(0.14,1.55)
	2
	-
	-
	-
	-
	0.49
(0.14,1.67)
	1

	A+C
	0.57
(0.39,0.84)
	3
	0.56
(0.37,0.86)
	3
	0.57
(0.39,0.84)
	3
	0.52
(0.35,0.80)
	3
	0.61
(0.00,195.88)
	3
	0.48
(0.23,1.00)
	1
	0.59
(0.33,1.06)
	2

	A+VKA
	0.58
(0.16,2.05)
	4
	-
	-
	0.58
(0.16,2.05)
	4
	-
	-
	0.58
(0.00,85.35)
	4
	0.58
(0.12,2.72)
	2
	-
	-

	T+VKA
	0.59
(0.09,3.84)
	5
	-
	-
	0.59
(0.09,3.84)
	5
	0.59
(0.09,3.82)
	4
	-
	-
	-
	-
	0.59
(0.09,3.85)
	3

	A+T+VKA
	0.93
(0.21,4.12)
	6
	-
	-
	-
	-
	0.93
(0.21,4.10)
	5
	-
	-
	0.93
(0.16,5.27)
	3
	-
	-

	A+C+VKA
	reference
	7
	reference
	4
	reference
	6
	reference
	6
	reference
	2
	reference
	4
	reference
	4

	A+P+VKA
	5.09
(1.10,23.44)
	8
	-
	-
	5.09
(1.10,23.44)
	7
	-
	-
	5.09
(0.10,255.43)
	1
	5.09
(0.87,29.82)
	5
	-
	-

	Overall inconsistency 
chi2 (P value)
	3.06
(P=0.217)
	
	3.54
(P=0.170)
	
	3.06
(p=0.217)
	
	4.10
(P=0.129)
	
	0.05
(P=0.831)
	
	0.47
(P=0.491)
	
	5.31
(P=0.021)
	

	Number of 
studies 
	17
	
	9
	
	16
	
	13
	
	3
	
	8
	
	7
	



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; AF, atrial fibrillation; ACS, acute coronary syndrome; SCAD, stable coronary artery disease; DES, drug-eluting stent; BMS, bare-metal stent
[bookmark: _Toc529258458]eTable 12.2 Subgroup analyses for the risk of major bleeding with treatment options based on study characteristics
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to A+C+VKA before (main analysis) and after subgroup analyses.
	Treatment name
	Main analysis
	SUCRA rank
	< 1 year follow-up 
	SUCRA rank
	1 year follow-up
	SUCRA rank
	> 1 year follow-up
	SUCRA rank
	European only
	SUCRA rank
	Exclude Asia
	SUCRA rank
	Prospective design
	SUCRA rank
	Retrospective design
	SUCRA rank

	A+C+LMWH
	0.29
(0.01,6.52)
	1
	-
	-
	-
	-
	0.27
(0.01,6.45)
	1
	0.33
(0.01,7.67)
	1
	0.34
(0.02,7.23)
	1
	-
	-
	0.29
(0.01,6.24)
	1

	C+VKA
	0.48
(0.14,1.61)
	2
	-
	-
	0.49
(0.13,1.78)
	1
	-
	-
	0.52
(0.15,1.80)
	2
	0.53
(0.17,1.60)
	2
	0.48
(0.12,1.86)
	1
	-
	-

	A+C
	0.57
(0.39,0.84)
	3
	0.79
(0.19,3.24)
	3
	0.59
(0.30,1.16)
	2
	0.51
(0.27,0.95)
	2
	0.68
(0.40,1.17)
	5
	0.69
(0.47,1.00)
	5
	0.58
(0.33,1.03)
	2
	0.57
(0.34,0.95)
	2

	A+VKA
	0.58
(0.16,2.05)
	4
	0.58
(0.20,1.69)
	1
	-
	-
	-
	-
	0.58
(0.16,2.12)
	3
	0.58
(0.19,1.82)
	3
	-
	-
	-
	-

	T+VKA
	0.59
(0.09,3.84)
	5
	0.59
(0.10,3.38)
	2
	-
	-
	-
	-
	0.59
(0.09,3.92)
	4
	0.59
(0.10,3.54)
	4
	-
	-
	0.59
(0.10,3.50)
	3

	A+T+VKA
	0.93
(0.21,4.12)
	6
	-
	-
	0.93
(0.19,4.42)
	3
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	A+C+VKA
	reference
	7
	reference
	4
	reference
	4
	reference
	3
	reference
	6
	reference
	6
	reference
	3
	reference
	4

	A+P+VKA
	5.09
(1.10,23.44)
	8
	5.09
(1.29,20.01)
	5
	-
	-
	-
	-
	5.09
(1.08,24.04)
	7
	5.09
(1.22,21.22)
	7
	5.09
(0.96,27.00)
	4
	-
	-

	Overall inconsistency 
chi2 (P value)
	3.06
(P=0.217)
	
	0.35
(P=0.556)
	
	8.81
(p=0.003)
	
	0.05
(P=0.832)
	
	1.89
(P=0.390)
	
	2.75
(P=0.253)
	
	2.96
(P=0.085)
	
	0.02
(P=0.876)
	

	Number of 
studies 
	17
	
	5
	
	6
	
	6
	
	11
	
	13
	
	9
	
	6
	



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
[bookmark: _Toc529258459]Appendix 13
Sensitivity analyses
[bookmark: _Toc529258460]eTable 13.1 Sensitivity analyses for the risk of major bleeding with treatment options in the variety of major bleeding definitions 
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to A+C+VKA before (standard analysis) and after sensitivity analyses.
	Treatment name
	Main analysis
	SUCRA rank
	TIMI (major)-based definition
	SUCRA rank
	GUSTO (severe)-based definition
	SUCRA rank
	ISTH (major)- based definition
	SUCRA rank

	A+C+LMWH
	0.29
(0.01,6.52)
	1
	-
	-
	-
	-
	0.35
(0.01,16.94)
	2

	C+VKA
	0.48
(0.14,1.61)
	2
	0.18
(0.02,1.72)
	1
	-
	-
	0.25
(0.03,1.84)
	1

	A+C
	0.57
(0.39,0.84)
	3
	0.74
(0.39,1.44)
	3
	-
	-
	0.72
(0.04,14.47)
	4

	A+VKA
	0.58
(0.16,2.05)
	4
	0.43
(0.07,2.73)
	2
	-
	-
	0.51
(0.15,1.72)
	3

	T+VKA
	0.59
(0.09,3.84)
	5
	0.74
(0.05,11.00)
	4
	-
	-
	0.74
(0.07,8.17)
	5

	A+T+VKA
	0.93
(0.21,4.12)
	6
	1.39
(0.24,8.01)
	6
	-
	-
	1.39
(0.40,4.85)
	6

	A+C+VKA
	reference
	7
	reference
	5
	-
	-
	reference
	7

	A+P+VKA
	5.09
(1.10,23.44)
	8
	5.09
(0.89,29.15)
	7
	-
	-
	5.09
(1.47,17.59)
	8

	Overall inconsistency 
chi2 (P value)
	3.06
(P=0.217)
	
	2.41
(P=0.121)
	
	
	
	8.97
(P=0.011)
	

	Number of 
studies 
	17
	
	10
	
	-
	-
	14
	



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; TIMI, Thrombolysis in Myocardial Infarction; GUSTO, Global Use of Strategies to Open Occluded Arteries  ; ISTH, International Society of Thrombosis and Hemostasis

[bookmark: _Toc529258461]eFigure 13.1 Network estimated risk ratios (95% confidence intervals) of treatment options of major bleeding according to TIMI (major) definition

	C+VKA
	
	
	
	
	
	

	0.41
(0.02,7.58)
	A+VKA
	
	
	
	
	

	0.24
(0.02,2.32)
	0.58
(0.08,4.12)
	A+C
	
	
	
	

	0.24
(0.01,8.14)
	0.59
(0.02,15.36)
	1.00
(0.06,16.14)
	T+VKA
	
	
	

	0.13
(0.01,2.25)
	0.31
(0.02,3.96)
	0.54
(0.08,3.48)
	0.53
(0.02,13.30)
	A+T+VKA
	
	

	0.03
(0.00,0.61)
	0.09
(0.01,1.08)
	0.15
(0.02,0.95)
	0.15
(0.01,3.62)
	0.27
(0.02,3.24)
	A+P+VKA
	

	0.18
(0.02,1.72)
	0.43
(0.07,2.73)
	0.74
(0.39,1.44)
	0.74
(0.05,11.00)
	1.39
(0.24,8.01)
	5.09
(0.89,29.15)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; TIMI, Thrombolysis in Myocardial Infarction
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258462]eFigure 13.2 Network estimated risk ratios (95% confidence intervals) of treatment options of major bleeding according to ISTH (major) definition

	C+VKA
	
	
	
	
	
	
	

	0.33
(0.01,12.55)
	A+C+LMWH
	
	
	
	
	
	

	0.50
(0.05,5.10)
	0.69
(0.01,40.16)
	A+VKA
	
	
	
	
	

	0.16
(0.02,1.21)
	0.48
(0.02,9.97)
	0.71
(0.03,17.97)
	A+C
	
	
	
	

	0.34
(0.02,7.70)
	0.47
(0.00,45.34)
	0.69
(0.05,10.17)
	0.97
(0.02,45.43)
	T+VKA
	
	
	

	0.18
(0.02,1.90)
	0.25
(0.00,14.85)
	0.37
(0.06,2.10)
	0.52
(0.02,13.38)
	0.53
(0.04,7.99)
	A+T+VKA
	
	

	0.05
(0.00,0.52)
	0.07
(0.00,4.05)
	0.10
(0.02,0.57)
	0.14
(0.01,3.64)
	0.15
(0.01,2.17)
	0.27
(0.05,1.59)
	A+P+VKA
	

	0.25
(0.03,1.84)
	0.35
(0.01,16.94)
	0.51
(0.15,1.72)
	0.72
(0.04,14.47)
	0.74
(0.07,8.17)
	1.39
(0.40,4.85)
	5.08
(1.47,17.59)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; ISTH, International Society of Thrombosis and Hemostasis 
*Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258463]eTable 13.2 Sensitivity analyses for the risk of major bleeding with treatment options of different study characteristics 
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to A+C+VKA before (standard analysis) and after sensitivity analyses.
	Treatment name
	Main analysis
	SUCRA rank
	Inclusion only studies with adjusted analysis
	SUCRA rank
	Omitting small sample size studies (>25th percentile)
	SUCRA rank
	Omitting serious-to-critical risk of ROBs
	SUCRA rank
	Inclusion of multicentre only
	SUCRA rank

	A+C+LMWH
	0.29
(0.01,6.52)
	1
	-
	-
	-
	-
	-
	-
	-
	-

	C+VKA
	0.48
(0.14,1.61)
	2
	-
	-
	0.51
(0.16,1.58)
	1
	-
	-
	0.45
(0.13,1.56)
	1

	A+C
	0.57
(0.39,0.84)
	3
	0.36
(0.22,0.60)
	1
	0.63
(0.44,0.91)
	2
	0.56
(0.17,1.84)
	1
	0.50
(0.30,0.83)
	2

	A+VKA
	0.58
(0.16,2.05)
	4
	-
	-
	0.58
(0.18,1.89)
	3
	0.58
(0.08,4.28)
	2
	0.58
(0.16,2.11)
	3

	T+VKA
	0.59
(0.09,3.84)
	5
	-
	-
	-
	-
	-
	-
	0.59
(0.09,3.91)
	4

	A+T+VKA
	0.93
(0.21,4.12)
	6
	-
	-
	-
	-
	-
	-
	-
	-

	A+C+VKA
	reference
	7
	reference
	2
	reference
	4
	reference
	3
	reference
	5

	A+P+VKA
	5.09
(1.10,23.44)
	8
	-
	-
	5.09
(1.18,21.86)
	5
	-
	-
	5.09
(1.08,23.97)
	6

	Overall inconsistency 
chi2 (P value)
	3.06
(P=0.217)
	
	15.39
(P=0.001)
	
	3.28
(P=0.070)
	
	0.28
(P=0.594)
	
	8.13
(P=0.004)
	

	Number of 
studies 
	17
	
	4
	
	13
	
	4
	
	11
	



Abbreviations: A+C, aspirin + clopidogrel; A+C+LMWH, aspirin + clopidogrel + low-molecular weight heparin; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist; ROB, Risk of bias

[bookmark: _Toc529258464]eFigure 13.3 Network estimated risk ratios (95% confidence intervals) of treatment options on major bleeding by omitting studies with small sample size (less than 25th percentile of populations)

	C+VKA
	
	
	
	

	0.81
(0.26,2.52)
	A+C
	
	
	

	0.87
(0.17,4.47)
	1.08
(0.32,3.70)
	A+VKA
	
	

	0.10
(0.02,0.63)
	0.12
(0.03,0.56)
	0.11
(0.02,0.74)
	A+P+VKA
	

	0.51
(0.16,1.58)
	0.63
(0.44,0.91)
	0.58
(0.18,1.89)
	5.09
(1.18,21.86)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258465]eFigure 13.4 Network estimated risk ratios (95% confidence intervals) of treatment options on major bleeding by omitting studies with serious-to-critical risk of ROBs

	A+C
	
	

	0.96
(0.09,9.81)
	A+VKA
	

	0.56
(0.17,1.84)
	0.58
(0.08,4.28)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)



[bookmark: _Toc529258466]eFigure 13.5 Network estimated risk ratios (95% confidence intervals) of treatment options on major bleeding by inclusion of multicenter studies

	C+VKA
	
	
	
	
	

	0.55
(0.21,1.47)
	A+C
	
	
	
	

	1.16
(0.32,4.17)
	0.77
(0.29,2.07)
	A+VKA
	
	
	

	1.14
(0.17,7.46)
	0.76
(0.14,4.13)
	0.98
(0.15,6.37)
	T+VKA
	
	

	0.13
(0.03,0.62)
	0.09
(0.02,0.33)
	0.11
(0.02,0.53)
	0.12
(0.01,0.91)
	A+P+VKA
	

	0.67
(0.27,1.68)
	0.45
(0.29,0.68)
	0.58
(0.24,1.42)
	0.59
(0.11,3.06)
	5.08
(1.47,17.59)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; C+VKA, clopidogrel + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)


[bookmark: _Toc529258467]eTable 13.3 Sensitivity analysis of type of stroke: ischemic stroke
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+VKA
	0.20
	0.01,4.15
	0.298
	1

	A+T+VKA
	0.35
	0.02,5.97
	0.465
	2

	A+C+VKA
	Reference
	3

	A+C
	1.03
	0.79,1.33
	0.843
	4

	A+P+VKA
	1.48
	0.08,25.73
	0.790
	5

	Number of studies
	9
	Overall inconsistency
chi2 (P value)
	1.08
(P=0.298)
	


Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist

[bookmark: _Toc529258468]eFigure 13.6 Network estimated risk ratios (95% confidence intervals) of ischemic stroke

	A+VKA
	
	
	
	

	0.58
(0.01,37.00)
	A+T+VKA
	
	
	

	0.19
(0.01,4.09)
	0.34
(0.02,5.88)
	A+C
	
	

	0.14
(0.00,8.78)
	0.23
(0.00,13.30)
	0.70
(0.04,12.32)
	A+P+VKA
	

	0.20
(0.01,4.15)
	0.35
(0.02,5.97)
	1.03
(0.79,1.33)
	1.48
(0.08,25.83)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+T+VKA, aspirin + ticagrelor + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)

[bookmark: _Toc529258469]eTable 13.4 Sensitivity analysis of type of stroke: hemorrhagic stroke
The following table shows the effect sizes (risk ratio) and the rank order (SUCRA ranks) compared to aspirin + clopidogrel + vitamin K antagonist 
	Treatment name
	Risk ratio
	95% Confidence interval
	p-value
	SUCRA rank

	A+C
	0.38
	0.16,0.92
	0.003
	1

	A+VKA
	0.99
	0.02,56.78
	0.997
	2

	A+C+VKA
	 reference
	3

	T+VKA
	1.48
	0.08,28.05
	0.780
	4

	A+P+VKA
	16.95
	0.92,313.80
	0.057
	5

	Number of studies
	6
	Overall inconsistency
chi2 (P value)
	0.07
(P=0.794)
	


Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258470]eFigure 13.7 Network estimated risk ratios (95% confidence intervals) of hemorrhagic stroke

	A+C
	
	
	
	

	0.39
(0.01,24.24)
	A+VKA
	
	
	

	0.26
(0.01,5.57)
	0.67
(0.00,99.73)
	T+VKA
	
	

	0.02
(0.00,0.48)
	0.06
(0.00,8.60)
	0.09
(0.00,5.50)
	A+P+VKA
	

	0.38
(0.16,0.92)
	0.99
(0.02,56.78)
	1.48
(0.08,28.05)
	16.95
(0.92,313.80)
	A+C+VKA



Abbreviations: A+C, aspirin + clopidogrel; A+C+VKA, aspirin + clopidogrel + vitamin K antagonist; A+P+VKA, aspirin + prasugrel + vitamin K antagonist; A+VKA, aspirin + vitamin K antagonist; T+VKA, ticagrelor + vitamin K antagonist
* Treatments are ordered by SUCRA rank. Comparisons between treatments should be read from column to row for each outcome (row treatment is reference)
[bookmark: _Toc529258471]Appendix 14
Comparison-adjusted funnel plot for each outcome form the network meta-analyses

[bookmark: _Toc529258472]eFigure 14.1 Comparison-adjusted funnel plot for the network of major bleeding in all comparisons

[image: ]

Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + low molecular weight heparin; C, aspirin + clopidogrel + vitamin K antagonist; D, aspirin + prasugrel + vitamin K antagonist; E, aspirin + ticagrelor + vitamin K antagonist; F, aspirin + vitamin K antagonist; G, clopidogrel + vitamin K antagonist; H, ticagrelor + vitamin K antagonist

[bookmark: _Toc529258473]eFigure 14.2 Comparison-adjusted funnel plot for the network of stroke and/or systemic embolism in all comparisons
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Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + low molecular weight heparin; C, aspirin + clopidogrel + vitamin K antagonist; D, aspirin + prasugrel + vitamin K antagonist; E, aspirin + ticagrelor + vitamin K antagonist; F, aspirin + vitamin K antagonist; G, clopidogrel + vitamin K antagonist; H, ticagrelor + vitamin K antagonist


[bookmark: _Toc529258474]eFigure 14.3 Comparison-adjusted funnel plot for the network of myocardial infarction in all comparisons
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Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + low molecular weight heparin; C, aspirin + clopidogrel + vitamin K antagonist; D, aspirin + prasugrel + vitamin K antagonist; E, aspirin + ticagrelor + vitamin K antagonist; F, aspirin + vitamin K antagonist; G, clopidogrel + vitamin K antagonist; H, ticagrelor + vitamin K antagonist


[bookmark: _Toc529258475]eFigure 14.4 Comparison-adjusted funnel plot for the network of repeated revascularization in all comparisons 

[image: ]


Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + vitamin K antagonist; C, aspirin + vitamin K antagonist; D, clopidogrel + vitamin K antagonist


[bookmark: _Toc529258476]eFigure 14.5 Comparison-adjusted funnel plot for the network of stent thrombosis in all comparisons 
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Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + vitamin K antagonist; C, aspirin + prasugrel + vitamin K antagonist; D, aspirin + ticagrelor + vitamin K antagonist; E, aspirin + vitamin K antagonist; F, clopidogrel + vitamin K antagonist; G, ticagrelor + vitamin K antagonist


[bookmark: _Toc529258477]eFigure 14.6 Comparison-adjusted funnel plot for the network of all-cause death in all comparisons 
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Abbreviations: A, aspirin + clopidogrel; B, aspirin + clopidogrel + low molecular weight heparin; C, aspirin + clopidogrel + vitamin K antagonist; D, aspirin + prasugrel + vitamin K antagonist; E, aspirin + ticagrelor + vitamin K antagonist; F, aspirin + vitamin K antagonist; G, clopidogrel + vitamin K antagonist; H, ticagrelor + vitamin K antagonist
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