[bookmark: _GoBack]ELECTRONIC SUPPLEMENTAL MATERIAL
Dabigatran Dual Therapy Versus Warfarin Triple Therapy Post-Percutaneous Coronary Intervention in Patients With Atrial Fibrillation With/Without a Proton Pump Inhibitor
José C. Nicolau1 · Deepak L. Bhatt2 · Stefan H. Hohnloser3 · Takeshi Kimura4 · Gregory Y.H. Lip5 · Corinna Miede6 · Matias Nordaby7 · Jonas Oldgren8 · Philippe Gabriel Steg9 · Jurriën M. ten Berg10 · Lucas C. Godoy1,11 · Christopher P. Cannon2 on behalf of the RE-DUAL PCI Steering Committee and Investigators
1	Instituto do Coracao (InCor), Hospital das Clínicas HCFMUSP, Faculdade de Medicina, Universidade de Sao Paulo, Sao Paulo, SP, Brazil 
2	Brigham and Women’s Hospital and Heart and Vascular Center, and Harvard Medical School, Boston, MA, USA
3	Johann Wolfgang Goethe University, Frankfurt am Main, Germany
4	Kyoto University, Kyoto, Japan
5	Liverpool Centre for Cardiovascular Science, University of Liverpool and Liverpool Heart & Chest Hospital, Liverpool, UK, and Aalborg Thrombosis Research Unit, Department of Clinical Medicine, Aalborg University, Aalborg, Denmark
6	Mainanalytics ma GmbH, Sulzbach (Taunus), Germany
7	Boehringer Ingelheim International GmbH, Ingelheim am Rhein, Germany
8	Uppsala Clinical Research Center and Department of Medical Sciences, Uppsala University, Uppsala, Sweden
9	Université de Paris, FACT, INSERM U_1148 and Hôpital Bichat, Assistance Publique-Hôpitaux de Paris, Paris, France 
10St. Antonius Ziekenhuis, Nieuwegein, the Netherlands
11Peter Munk Cardiac Centre, University of Toronto, Toronto, ON, Canada 
Corresponding Author: 
José C. Nicolau, MD, PhD
Instituto do Coracao (InCor), Hospital das Clínicas HCFMUSP, Faculdade de Medicina, Universidade de Sao Paulo, Sao Paulo, SP, Brazil 
e-mail: jose.nicolau@incor.usp.br
ORCID # is 0000-0002-9680-3689


47

Supplemental Table 1 Safety and efficacy outcomes in patients receiving/not receiving PPIs at baseline. Dabigatran dual therapy versus warfarin triple therapy: restricted to patients with clopidogrel use at baseline
	
	PPI at baseline
	Dabigatran 110 mg dual therapy
n/N (%)
	Warfarin triple therapy
n/N (%)
	HR (95%)a
	Dabigatran 150 mg dual therapy
n/N (%)
	Warfarin triple therapy
n/N (%)b
	HR (95%)a

	Adjudicated ISTH MBE/CRNMB
	PPI
	80/532
(15.0)
	137/530
(25.8)
	0.54
(0.41–0.71)
	83/389
(21.3)
	104/407
(25.6)
	0.77
(0.58–1.03)

	
	No PPI
	41/309
(13.3)
	86/315
(27.3)
	0.45
(0.31–0.65)
	46/256
(18.0)
	64/250
(25.6)
	0.64
(0.44–0.93)

	
	Interaction p valuec
	
	
	0.4692
	
	
	0.4596

	Adjudicated ISTH MBE
	PPI
	26/532
(4.9)
	45/530
(8.5)
	0.56
(0.35–0.91)
	22/389
(5.7)
	31/407
(7.6)
	0.71
(0.41–1.23)

	
	No PPI
	13/309
(4.2)
	26/315
(8.3)
	0.52
(0.26–1.01)
	12/256
(4.7)
	18/250
(7.2)
	0.62
(0.30–1.28)

	
	Interaction p valuec
	
	
	0.8156
	
	
	0.7535

	Adjudicated GI bleeding
	PPI
	14/532
(2.6)
	25/530
(4.7)
	0.55
(0.29–1.07)
	15/389
(3.9)
	14/407
(3.4)
	1.10
(0.53–2.27)

	
	No PPI
	9/309
(2.9)
	13/315
(4.1)
	0.74
(0.31–1.73)
	5/256
(2.0)
	8/250
(3.2)
	0.59
(0.19–1.79)

	
	Interaction p valuec
	
	
	0.6083
	
	
	0.3522

	Adjudicated DTE/unplanned revascularization
	PPI
	90/532
(16.9)
	63/530
(11.9)
	1.45
(1.05–2.00)
	45/389
(11.6)
	51/407
(12.5)
	0.91
(0.61–1.36)

	
	No PPI
	38/309
(12.3)
	39/315
(12.4)
	1.01
(0.65–1.59)
	25/256
(9.8)
	24/250
(9.6)
	1.01
(0.58–1.78)

	
	Interaction p valuec
	
	
	0.1781
	
	
	0.7697



CI confidence interval, CRNMBE clinically relevant nonmajor bleeding event; DE, dabigatran etexilate; DTE death/thromboembolic event, GI gastrointestinal, HR hazard ratio, ISTH International Society on Thrombosis and Haemostasis, MBE major bleeding event, PPI proton pump inhibitor
aHRs and 95% CIs from Cox proportional hazard model. For the DE 110 mg versus warfarin and the DE combination versus warfarin comparison, the model is stratified by age, nonelderly versus elderly (< 70 or ≥ 70 in Japan and < 80 or ≥ 80 years old elsewhere). For the DE 150 mg versus warfarin comparison, an unstratified model is used
bFor the comparison with dabigatran 150 mg dual therapy, elderly patients outside the United States are excluded
cFrom Cox proportional hazard model for the interaction between treatment and subgroup

Supplemental Table 2

	
	PPI at baseline, yes
	PPI at baseline, no

	
	Dabigatran 
110 mg dual therapy 
Total (n = 606)
	Warfarin triple therapy
Total (n = 580)
	Dabigatran
150 mg dual therapy 
Total (n = 455)
	Warfarin triple therapya
Total (n = 445)
	Dabigatran 
110 mg dual therapy
Total (n = 366)
	Warfarin triple therapy
Total (n = 368)
	Dabigatran
150 mg dual therapy 
Total (n = 303)
	Warfarin triple therapya
Total (n = 292)

	Demographic data
	
	
	
	
	
	
	
	

	Age, mean (SD), years
	72.1 (8.8)
	71.7 (8.9)
	68.7 (7.6)
	68.6 (7.6)
	70.5 (8.9)
	71.7 (8.8)
	68.5 (7.7)
	69.1 (7.7)

	Male sex, n (%)
	440 (72.6)
	425 (73.3)
	355 (78.0)
	333 (74.8)
	281 (76.8)
	298 (81.0)
	234 (77.2)
	239 (81.8)

	CrCl, mL/min,b mean (SD)
	74.7 (28.2)
	74.2 (28.5)
	81.9 (31.9)
	80.3 (28.9)
	79.1 (29.9)
	76.8 (27.8)
	86.9 (29.4)
	82.1 (28.2)

	Medical and surgical history
	
	
	
	
	
	
	
	

	Prior MI, n (%)
	161 (26.6)
	169 (29.1)
	128 (28.1)
	134 (30.1)
	74 (20.2)
	91 (24.7)
	64 (21.1)
	71 (24.3)

	Prior CAD, n (%)
	397 (65.5)
	409 (70.5)
	290 (63.7)
	309 (69.4)
	241 (65.8)
	260 (70.7)
	200 (66.0)
	200 (68.5)

	Prior PCI, n (%)
	213 (35.1)
	220 (37.9)
	152 (33.4)
	172 (38.7)
	110 (30.1)
	115 (31.3)
	86 (28.4)
	91 (31.2)

	LV ejection fraction,c mean (SD)
	50.5 (12.8)
	50.7 (11.9)
	50.4 (12.1)
	50.6 (12.0)
	51.9 (12.2)
	52.0 (13.0)
	51.2 (13.2)
	52.1 (13.4)

	Heart failure, n (%)
	221 (36.5)
	200 (34.5)
	149 (32.7)
	151 (33.9)
	137 (37.4)
	118 (32.1)
	95 (31.4)
	96 (32.9)

	Diabetes mellitus, n (%)
	234 (38.6)
	216 (37.2)
	165 (36.3)
	176 (39.6)
	124 (33.9)
	142 (38.6)
	92 (30.4)
	116 (39.7)

	Hypertension, n (%)
	379 (62.5)
	372 (64.1)
	226 (49.7)
	249 (56.0)
	201 (54.9)
	202 (54.9)
	122 (40.3)
	139 (47.6)

	Currently smoking,d n (%)
	80 (13.2)
	66 (11.4)
	68 (14.9)
	61 (13.7)
	36 (9.8)
	30 (8.2)
	54 (17.8)
	27 (9.2)

	Previous GI bleeding, ulcerative GI disease, or gastritis, n (%)
	52 (8.6)
	39 (6.7)
	44 (9.7)
	28 (6.3)
	12 (3.3)
	21 (5.7)
	11 (3.6)
	16 (5.5)

	Prior major bleeding or predisposition to bleeding, n (%)
	7 (1.2)
	7 (1.2)
	4 (0.9)
	5 (1.1)
	5 (1.4)
	6 (1.6)
	2 (0.7)
	5 (1.7)

	CHA2DS2-VASc score, mean (SD)
	3.8 (1.5)
	3.8 (1.6)
	3.4 (1.5)
	3.6 (1.6)
	3.6 (1.7)
	3.8 (1.5)
	3.2 (1.5)
	3.5 (1.5)

	Modified HAS-BLED score, mean (SD)
	2.7 (0.7)
	2.8 (0.8)
	2.6 (0.7)
	2.7 (0.8)
	2.7 (0.7)
	2.8 (0.7)
	2.6 (0.7)
	2.8 (0.7)

	In-house approach
	
	
	
	
	
	
	
	

	Indication for PCI: ACS, n (%)
	332 (54.8)
	294 (50.7)
	249 (54.7)
	228 (51.2)
	174 (47.5)
	165 (44.8)
	139 (45.9)
	129 (44.2)

	Radial access,e n (%)
	401 (66.2)
	348 (60.0)
	305 (67.0)
	265 (59.6)
	212 (57.9)
	242 (65.8)
	195 (64.4)
	198 (67.8)

	Only one coronary stent,f n (%)
	482 (79.5)
	469 (80.9)
	375 (82.4)
	359 (80.7)
	285 (77.9)
	279 (75.8)
	252 (83.2)
	224 (76.7)

	Use of DES only,g n (%)
	501 (82.7)
	492 (84.8)
	374 (82.2)
	375 (84.3)
	295 (80.6)
	306 (83.2)
	242 (79.9)
	239 (81.8)

	UFH use in index procedure, 
n (%) 
	510 (84.2)
	488 (84.1)
	398 (87.5)
	375 (84.3)
	291 (79.5)
	303 (82.3)
	265 (87.5)
	239 (81.8)

	Baseline medications
	
	
	
	
	
	
	
	

	Clopidogrel, n (%)
	532 (87.8)
	530 (91.4)
	389 (85.5)
	407 (91.5)
	309 (84.4)
	315 (85.6)
	256 (84.5)
	250 (85.6)

	Statins
	537 (88.6)
	512 (88.3)
	406 (89.2)
	401 (90.1)
	304 (83.1)
	310 (84.2)
	265 (87.5)
	246 (84.2)

	Oral hypoglycemic drugs
	153 (25.2)
	158 (27.2)
	119 (26.2)
	129 (29.0)
	84 (23.0)
	103 (28.0)
	68 (22.4)
	86 (29.5)

	ACE inhibitors
	325 (53.6)
	318 (54.8)
	269 (59.1)
	258 (58.0)
	174 (47.5)
	169 (45.9)
	154 (50.8)
	132 (45.2)

	Angiotensin receptor blockers
	197 (32.5)
	201 (34.7)
	137 (30.1)
	147 (33.0)
	129 (35.2)
	115 (31.3)
	90 (29.7)
	88 (30.1)

	β-blockers
	512 (84.5)
	482 (83.1)
	393 (86.4)
	380 (85.4)
	298 (81.4)
	291 (79.1)
	255 (84.2)
	232 (79.5)


ACE angiotensin converting enzyme, ACS acute coronary syndrome, CAD coronary artery disease, CrCl creatinine clearance, DES drug-eluting stent, GI gastrointestinal, LV left ventricular, MI myocardial infarction, PCI percutaneous coronary intervention, PPI proton pump inhibitor, SD standard deviation, UFH unfractionated heparin. 
aFor the comparison with dabigatran 150 mg dual therapy, elderly patients outside the US are excluded.
bMissing in 221 patients.
cMissing in 183 patients.
dMissing in one patient.
eMissing in 20 patients.
fMissing in 50 patients.
gMissing in seven patients
Supplemental Fig. 1. Patient randomization according to PPI use at baseline
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*For the comparison with dabigatran 150 mg dual therapy, elderly patients outside the USA aged ≥ 80 years (≥ 70 years in Japan) were excluded.
DE = dabigatran.

[image: ]Supplemental Fig. 2 Percentage of patients on PPI during follow up

*For the comparison with dabigatran 150 mg dual therapy, elderly patients outside US are excluded
End of treatment (EOT) assessment was completed by all patients at the time of study drug discontinuation. For patients who discontinued early, the EOT visit was performed instead of the scheduled trial visit at time of discontinuation
Missing data: Month 1, n = 1; Month 3, n = 5; Month 6, n = 5; Month 9, n = 6; Month 12, n = 1; Month 15, n = 4; Month 18, n = 2; Month 21, n = 1; EOT, n = 128
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