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Supplemental Table S1. Definitions of TPC and FDC

	Drug names
	TPC
	FDC

	MET+DPP4i
	Sitagliptin ≥25 mg, MET ≥250 mg
Vildagliptin 50 mg, MET ≥250 mg
Saxagliptin ≥2.5 mg, MET ≥250 mg

Linagliptin 5 mg, MET ≥250 mg
Gemigliptin 50 mg, MET ≥250 mg

Alogliptin ≥6.25 mg, MET ≥250 mg
Teneligliptin 20 mg, MET ≥250 mg
Evogliptin 5 mg, MET ≥250 mg
Anagliptin 100 mg, MET ≥250 mg
	Sitagliptin (50 mg) + MET (500/850/1000 mg)
Vildagliptin (50 mg) + MET (500/850/1000 mg)
Saxagliptin (5 mg) + MET (500/1000 mg)
Saxagliptin (2.5 mg) + MET (1000 mg)
Linagliptin (2.5 mg) + MET (500/850/1000 mg)
Gemigliptin (25 mg) + MET (500 mg)
Gemigliptin (50 mg) + MET (1000 mg)
Alogliptin (12.5 mg) + MET (500/850/1000 mg)
Teneligliptin (10 mg) + MET (500/750 mg)
Evogliptin (2.5 mg) + MET (500/850 mg)

	MET+SU
	
Glibenclamide 5 mg, MET ≥250 mg


Glimepride ≥1 mg, MET ≥250 mg

Gliclazaide ≥30 mg, MET ≥250 mg
	
Glibenclamide (1.25 mg) + MET (500 mg)
Glibenclamide (2.5 mg) + MET (500 mg)
Glibenclamide (5 mg) + MET (500 mg)
Glimepiride (1 mg) + MET (250 mg)
Glimepiride (2 mg) + MET (500 mg)
Gliclazide (80 mg) + MET (500 mg)


Abbreviations: DPP4i, dipeptidyl peptidase-4 inhibitor; FDC, fixed-dose combination; MET, metformin; SU, sulfonylurea; TPC, two-pill combination.


Supplemental Table S2. Diagnosis codes and study drug codes, including TPC and FDC.
	Diagnosis or Drug
	ICD-10, Procedure, or ATC codes

	Study outcomes (ICD-10 or Procedure codes)

	Death
AMI
Stroke
	All causes of death
I21, I22
H34.1, I60.0, I60.1, I60.2, I60.3, I60.4, I60.5, I60.6, I60.7, I60.9, I61, I63, I64

	Heart failure
	I09.9, I25.5, I42.0, I42.5, I43, I50, P29.0

	TIA
	G45.8, G45.9

	Medical history or Diabetes-related complications (ICD-10 or Procedure codes)

	AMI
Stroke

Heart failure
TIA
Hypertension
Hyperlipidemia
Diabetic nephropathy
Diabetic neuropathy
Diabetic retinopathy
	I21, I22
H34.1, I60.0, I60.1, I60.2, I60.3, I60.4, I60.5, I60.6, I60.7, I60.9, I61, I63, I64
I09.9, I25.5, I42.0, I42.5, I43, I50, P29.0
G45.8, G45.9
I10, I11, I12, I13, I14, I15
E78
E10.2, E11.2, E12.2, E13.2, E14.2, N08.3
E10.4, E11.4, E12.4, E13.4, E14.4, E59.0, E63.2
E10.3, E11.3, E12.3, E13.3, E14.3, H36.0

	Study drugs* (ATC codes), including TPC and FDC

	Insulin and analogues
	A10A

	Metformin
	A10BA02

	Sulfonylureas
	A10BB

	Thiazolidinediones
	A10BG

	ɑ-glucosidase inhibitors
	A10BF

	Glucagon-like peptide-1 (GLP-1) analogues
	A10BJ

	Sodium glucose cotransporter 2 inhibitors
	A10BK

	Other blood glucose lowering drugs, excluding insulins
	A10BX

	Other drugs used in diabetes
	A10X

	Dipeptidyl peptidase-4 inhibitors
	A10BH

	Alogliptin 
	A10BH04, A10BD13

	Anagliptin
	N/A

	Evogliptin
	A10BH07, A10BD22

	Gemigliptin 
	A10BH06, A10BD18

	Linagliptin 
	A10BH05, A10BD11

	Saxagliptin 
	A10BH03, A10BD10

	Sitagliptin 
	A10BH01, A10BD07

	Teneligliptin
	A10BH, N/A

	Vildagliptin 
	A10BH02, A10BD08

	Comedications* (ATC codes)

	ACE inhibitors
	C09AA, C09AA01, C09AA02, C09AA03, C09AA04, C09AA05, C09AA06, C09AA08, C09AA14, C09AA16, C09BA13

	Alpha-adrenoreceptor antagonists
	C04AX02, C02CA01, C02CA04

	Angiotensin II receptor blockers
	C09CA01, C09CA02, C09CA03, C09CA04, C09CA06, C09CA07, C09CA08, C09DB

	β-blockers
	C07AA, C07AA05, C07AA15, C07AB02, C07AB03, C07AB11, C07AB05, C07AB06, C07AB07, C07AB08, C07AB12, C07AG, C07AG02

	Calcium channel blockers
	C08CA, C08CA01, C08CA02, C08CA05, C08CA07, C08CA09, C08CA11, C08CA12, C08CA13, C08CA14, C08CA15, C08DA01, C08DB01

	Diuretics
	C03AA03, C03BA08, C03BA10, C03BA11, C03CA, C03CA04, C03DB01, C07CB03, C03DA01

	Statins
	C10AA01, C10AA03, C10AA05, C10AA07, C10AA08

	Antiplatelet agent
	B01AC, B01AC0, B01AC04, B01AC06, B01AC18, BA01AC22, B01AC23, B01AC24, B01AC26


Abbreviations: ACE, angiotensin-converting enzyme; ATC, anatomical therapeutic chemical; ICD-10, International Classification of Diseases 10th Revision; N/A, not applicable.
*Mapped with the National Drug Chemical Codes of South Korea.

Supplemental Table S3. Sensitivity analyses for time to treatment discontinuation at 12- and 24-month persistence rate, varying the grace period in matched cohorts.

	Grace period
	Index therapy
	Index drug class
	n
	Median persistence days (d, IQR)
	Persistence, HR (95% CI), p value
	12 months persistence rate (%)
	24 months persistence rate (%)

	50%
	All
	TPC
	5,143
	20 (8–36)
	Ref
	6.7
	4.6

	
	
	FDC
	5,143
	19 (8–35)
	1.04 (1.01–1.09), 0.03
	5.5
	3.8

	
	MET+DPP4i
	TPC
	913
	21 (10–35)
	Ref
	4.2
	2.0

	
	
	FDC
	1,936
	19 (9–34)
	1.06 (0.98–1.14), 0.17
	3.3
	2.0

	
	MET+SU
	TPC
	4,230
	19 (7–36)
	Ref
	7.3
	5.0

	
	
	FDC
	3,207
	19 (7–38)
	1.02 (0.97–1.07), 0.43
	6.6
	4.6

	300%
	All
	TPC
	5,143
	398 (104–1169)
	Ref
	53.1
	38.4

	
	
	FDC
	5,143
	382 (110–1021)
	0.97 (0.93–1.02), 0.19
	54.1
	39.0

	
	MET+DPP4i
	TPC
	913
	542 (158–1191)
	Ref
	63.9
	48.6

	
	
	FDC
	1,936
	418 (134–988)
	0.99 (0.90–1.09), 0.88
	61.4
	47.4

	
	MET+SU
	TPC
	4,230
	371 (100–1163)
	Ref
	50.9
	36.5

	
	
	FDC
	3,207
	354 (97–1051)
	1.03 (0.98–1.08), 0.28
	50.4
	35.3


Abbreviations: DPP4i, dipeptidyl peptidase-4 inhibitor; FDC, fixed-dose combination; HR, hazard ratio; IQR, interquartile range; MET, metformin; SU, sulfonylurea; TPC, two-pill combination.


Supplemental Table S4. Sensitivity analyses for time to treatment discontinuation at 12- and 24-months persistence rate, varying the definition of combination use of study drugs.

	Definition
	Cohort
	Index therapy
	Index drug class
	n
	Median persistence days (d, IQR)
	Persistence, HR (95% CI), p value
	12-month persistence rate (%)
	24-month persistence rate (%)

	At the time
	Matched
	All
	TPC
	3,917
	115 (35–489)
	ref
	31.0
	19.7

	
	
	
	FDC
	3,917
	144 (44–498)
	0.93 (0.89–0.98), 0.0030
	33.8
	21.1

	
	
	DPP4i+MET
	TPC
	646
	240 (44–681)
	ref
	44.2
	29.4

	
	
	
	FDC
	1,382
	181.5 (51–518)
	1.07 (0.96–1.18), 0.2222
	40.6
	25.5

	
	
	SU+MET
	TPC
	3,271
	102 (34–449)
	ref
	28.5
	18.0

	
	
	
	FDC
	2,535
	123 (41–478)
	0.95 (0.90–1.00), 0.0508
	30.8
	19.5

	Within
	Matched
	All
	TPC
	4,868
	136 (38–533.5)
	ref
	32.5
	20.6

	60 d
	
	
	FDC
	4,868
	156 (44–529)
	0.93 (0.89–0.97), 0.0004
	35.6
	22.5

	
	
	DPP4i+MET
	TPC
	837
	255 (55–747)
	ref
	45.5
	30.3

	
	
	
	FDC
	1,816
	196 (59–568)
	1.05 (0.96–1.15), 0.2918
	42.2
	27.6

	
	
	SU+MET
	TPC
	4,031
	116 (36–481)
	ref
	30.0
	18.8

	
	
	
	FDC
	3,052
	134 (43–507.5)
	0.95 (0.91–1.00), 0.0453
	32.3
	20.3

	Within
	Matched
	All
	TPC
	5,339
	148 (41–539)
	ref
	33.0
	20.7

	180 d
	
	
	FDC
	5,339
	166 (47–546)
	0.92 (0.88–0.96), <.0001
	36.1
	23.1

	
	
	DPP4i+MET
	TPC
	950
	267 (63–752)
	ref
	46.5
	31.3

	
	
	
	FDC
	2,032
	206 (64–583)
	1.04 (0.95–1.13), 0.3902
	42.4
	28.7

	
	
	SU+MET
	TPC
	4,389
	126 (38–482)
	ref
	30.3
	18.8

	
	
	
	FDC
	3,307
	143 (44–523)
	0.95 (0.90–0.99), 0.0169
	32.8
	20.6


Abbreviations: DPP4i, dipeptidyl peptidase-4 inhibitor; FDC, fixed-dose combination; HR, hazard ratio; IQR, interquartile range; MET, metformin; SU, sulfonylurea; TPC, two-pill combination.
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[bookmark: _Hlk88512406]Supplemental Table S5. Sensitivity analyses for treatment adherence at 12 and 24 months assessed by PDC in patients using TPC and FDC, varying the grace period in matched cohorts.

	Months
	Grace period
	Index therapy
	Index drug class
	 n
	Mean PDC (SD)
	P-value*
	Median PDC
	P-value†
	Patients, n (%)‡

	12 months
	50%
	All
	TPC
	5,014 
	0.23 (0.19)
	<0.0001
	0.19
	<0.0001
	18 (0.4)

	
	
	
	FDC
	4,706 
	0.26 (0.21)
	
	0.24
	
	72 (1.5)

	
	
	MET+DPP4i
	TPC
	840 
	0.30 (0.19)
	0.982
	0.35
	0.581
	3 (0.4)

	
	
	
	FDC
	1,591 
	0.30 (0.19)
	
	0.35
	
	6 (0.4)

	
	
	MET+SU
	TPC
	4,174 
	0.22 (0.19)
	<0.0001
	0.16
	0.012
	15 (0.4)

	
	
	
	FDC
	3,115 
	0.24 (0.22)
	
	0.19
	
	66 (2.1)

	
	300%
	All
	TPC
	5,014 
	0.68 (0.38)
	<0.0001
	1.00
	<0.0001
	2,825 (56.3)

	
	
	
	FDC
	4,706 
	0.71 (0.37)
	
	1.00
	
	2,834 (60.2)

	
	
	MET+DPP4i
	TPC
	840 
	0.78 (0.35)
	0.467
	1.00
	0.525
	580 (69.0)

	
	
	
	FDC
	1,591 
	0.79 (0.34)
	
	1.00
	
	1,112 (69.9)

	
	
	MET+SU
	TPC
	4,174 
	0.66 (0.38)
	0.222
	0.98
	0.262
	2,245 (53.8)

	
	
	
	FDC
	3,115 
	0.67 (0.38)
	
	1.00
	
	1,722 (55.3)

	24 months
	50%
	All
	TPC
	4,877 
	0.20 (0.18)
	<0.0001
	0.13
	<0.0001
	12 (0.2)

	
	
	
	FDC
	4,318 
	0.22 (0.20)
	
	0.16
	
	49 (1.1)

	
	
	MET+DPP4i
	TPC
	759 
	0.26 (0.19)
	0.911
	0.27
	0.958
	0 (0.0)

	
	
	
	FDC
	1,311 
	0.26 (0.19)
	
	0.29
	
	5 (0.4)

	
	
	MET+SU
	TPC
	4,118 
	0.19 (0.18)
	0.009
	0.12
	0.297
	12 (0.3)

	
	
	
	FDC
	3,007 
	0.20 (0.21)
	
	0.13
	
	44 (1.5)

	
	300%
	All
	TPC
	4,877 
	0.62 (0.41)
	0.019
	0.89
	0.053
	2,521 (51.5)

	
	
	
	FDC
	4,318 
	0.64 (0.40)
	
	0.98
	
	2,321 (53.8)

	
	
	MET+DPP4i
	TPC
	759 
	0.73 (0.38)
	0.940
	1.00
	0.921
	492 (64.8)

	
	
	
	FDC
	1,311 
	0.73 (0.38)
	
	1.00
	
	841 (64.1)

	
	
	MET+SU
	TPC
	4,118 
	0.60 (0.41)
	0.851
	0.76
	0.766
	2,020 (49.1)

	
	
	
	FDC
	3,007 
	0.60 (0.41)
	
	0.77
	
	1,480 (49.2)


* Student’s t-test was used.
† Wilcoxon signed-rank sum test.
‡ Patient number and rate with a PDC ≥0.8.
Abbreviations: DPP4i, dipeptidyl petidase-4 inhibitor; SU, sulfonylurea; MET, metformin; FDC, fixed-dose combination; TPC, two-pill combination; PDC, proportion of days covered; SD, standard deviation.









[bookmark: _Hlk99996864]Supplemental Table S6. Sensitivity analyses for treatment adherence at 12 and 24 months assessed by PDC in patients using TPC and FDC, varying the definition of combination use of study drugs.

	Months
	Definition
	Cohort
	Index therapy
	Index 
drug class
	 n 
	Mean PDC (SD)
	P-value*
	Median PDC
	P-value†
	Patients, n (%)‡

	12 
months
	At the time
	Matched
	All
	TPC
	   3,820 
	0.52 (0.41)
	<.0001
	0.45
	<.0001
	1,493 (39.1)

	
	
	
	
	FDC
	   3,575 
	0.57 (0.41)
	
	0.63
	
	1,590 (44.5)

	
	
	
	DPP4i+MET
	TPC
	      593 
	0.65 (0.41)
	0.685
	0.97
	0.712
	330 (55.6)

	
	
	
	
	FDC
	   1,113 
	0.66 (0.40)
	
	0.97
	
	616 (55.3)

	
	
	
	SU+MET
	TPC
	   3,117 
	0.50 (0.40)
	0.003
	0.38
	0.006
	1,163 (36.0)

	
	
	
	
	FDC
	   2,462 
	0.53 (0.41)
	
	0.49
	
	974 (39.6)

	
	Within
	　
	All
	TPC
	   4,744 
	0.56 (0.41)
	<.0001
	0.55
	<.0001
	2,021 (42.6)

	
	60 d
	
	
	FDC
	   4,457 
	0.59 (0.40)
	
	0.70
	
	2,078 (46.6)

	
	
	
	DPP4i+MET
	TPC
	      769 
	0.68 (0.39)
	0.738
	1.00
	0.767
	449 (58.4)

	
	
	
	
	FDC
	   1,496 
	0.69 (0.39)
	
	1.00
	
	867 (58.0)

	
	
	
	SU+MET
	TPC
	   3,975 
	0.53 (0.40)
	0.139
	0.48
	0.231
	1,572 (39.5)

	
	
	
	
	FDC
	   2,961 
	0.55 (0.40)
	
	0.54
	
	1,211 (40.9)

	
	Within
	　
	All
	TPC
	   5,197 
	0.57 (0.40)
	<.0001
	0.61
	<.0001
	2,297 (44.2)

	
	180 d
	
	
	FDC
	   4,889 
	0.61 (0.40)
	
	0.74
	
	2,347 (48.0)

	
	
	
	DPP4i+MET
	TPC
	      874 
	0.69 (0.39)
	0.481
	1.00
	0.504
	516 (59.0)

	
	
	
	
	FDC
	   1,676 
	0.70 (0.38)
	
	1.00
	
	991 (59.1)

	
	
	
	SU+MET
	TPC
	   4,323 
	0.55 (0.40)
	0.270
	0.52
	0.368
	1,781 (41.2)

	
	
	
	
	FDC
	   3,213 
	0.56 (0.40)
	
	0.58
	
	1,356 (42.2)

	24 
months
	At the time
	Matched 　
	All
	TPC
	   3,717 
	0.47 (0.41)
	0.001
	0.33
	0.001
	1,288 (34.7)

	
	
	
	
	FDC
	   3,292 
	0.50 (0.41)
	
	0.43
	
	1,248 (37.9)

	
	
	
	DPP4i+MET
	TPC
	      531 
	0.60 (0.41)
	0.931
	0.76
	0.779
	261 (49.2)

	
	
	
	
	FDC
	      918 
	0.60 (0.41)
	
	0.74
	
	453 (49.3)

	
	
	
	SU+MET
	TPC
	   3,186 
	0.45 (0.41)
	0.148
	0.28
	0.113
	1,027 (32.2)

	
	
	
	
	FDC
	   2,374 
	0.47 (0.41)
	
	0.34
	
	795 (33.5)

	
	Within
	　
	All
	TPC
	   4,620 
	0.40 (0.41)
	0.014
	0.42
	0.008
	1,726 (37.4)

	
	60 d
	
	
	FDC
	   4,091 
	0.52 (0.41)
	
	0.48
	
	1,627 (39.8)

	
	
	
	DPP4i+MET
	TPC
	      699 
	0.63 (0.40)
	0.897
	0.83
	0.790
	356 (50.9)

	
	
	
	
	FDC
	   1,234 
	0.62 (0.41)
	
	0.86
	
	636 (51.5)

	
	
	
	SU+MET
	TPC
	   3,921 
	0.48 (0.41)
	0.925
	0.36
	0.948
	1,370 (34.9)

	
	
	
	
	FDC
	   2,857 
	0.48 (0.41)
	
	0.37
	
	991 (34.7)

	
	Within
	　
	All
	TPC
	   5,047 
	0.52 (0.41)
	0.017
	0.47
	0.006
	1,950 (38.6)

	
	180 d
	
	
	FDC
	   4,473 
	0.54 (0.41)
	
	0.50
	
	1,831 (40.9)

	
	
	
	DPP4i+MET
	TPC
	      787 
	0.63 (0.40)
	0.760
	0.84
	0.479
	403 (51.2)

	
	
	
	
	FDC
	   1,376 
	0.64 (0.40)
	
	0.91
	
	728 (52.9)

	
	
	
	SU+MET
	TPC
	   4,260 
	0.50 (0.41)
	0.756
	0.40
	0.829
	1,547 (36.3)

	
	　
	　
	　
	FDC
	   3,097 
	0.49 (0.41)
	
	0.40
	
	1,103 (35.6)


* Student’s t-test was used.
† Wilcoxon signed-rank sum test.
‡ Patient number and rate with a PDC ≥0.8.
Abbreviations: DPP4i, dipeptidyl petidase-4 inhibitor; SU, sulfonylurea; MET, metformin; FDC, fixed-dose combination; TPC, two-pill combination; PDC, proportion of days covered; SD, standard deviation.

[bookmark: _Hlk88512890]Supplemental Table S7. Sensitivity analysis for clinical outcomes among individuals treated with TPC or FDC antidiabetic drugs in intention-to-treat analysis.
	Outcome
	Overall cohort
	
	Matched cohort

	
	Person year
	No. of 
event
	Incidence rate* 
	Crude HR
(95% CI)
	Adjusted HR 
(95% CI)
	
	Person year
	No. of 
event
	Incidence rate* 
	Crude HR
(95% CI)
	Adjusted HR 
(95% CI)

	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TPC
	69,804.4 
	1907
	27.32
	Reference
	Reference
	
	32,272.8
	793
	24.57
	Reference
	Reference

	
	FDC
	23,928.0
	527
	22.02
	0.78
	(0.71–0.86)
	0.86
	(0.78–0.95)
	
	23,928.0
	527
	22.02
	0.89
	(0.79–0.99)
	0.86
	(0.77–0.97)

	Secondary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	death
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TPC
	73,509.1
	1251
	17.02
	Reference
	Reference
	
	33,750.2
	495
	14.67
	Reference
	Reference

	
	FDC
	24,825.0
	330
	13.29
	0.80
	(0.71–0.90)
	0.90
	(0.80–1.02)
	
	24,825.0
	330
	13.29
	0.94
	(0.82–1.08)
	0.90
	(0.78–1.04)

	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TPC
	77,736.5
	171
	2.20
	Reference
	Reference
	
	35,350.8
	69
	1.95
	Reference
	Reference

	
	FDC
	25,725.6
	58
	2.25
	0.96
	(0.71–1.30)
	0.98
	(0.72–1.32)
	
	25,725.6
	58
	2.25
	1.13
	(0.79–1.61)
	1.14
	(0.80–1.62)

	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TPC
	74,791.8
	719
	9.61
	Reference
	Reference
	
	34,206.8
	312
	9.12
	Reference
	Reference

	
	FDC
	25,115.8
	192
	7.64
	0.73
	(0.63–0.86)
	0.81
	(0.69–0.95)
	
	25,115.8
	192
	7.64
	0.80
	(0.67–0.96)
	0.80
	(0.67–0.96)

	Heart failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TPC
	77,655.0 
	184
	2.37
	Reference
	Reference
	
	35,320.1
	69
	1.95
	Reference
	Reference

	
	FDC
	25,751.9
	46
	1.79
	0.72
	(0.52–1.00)
	0.77
	(0.55–1.07)
	　
	25,751.9
	46
	1.79
	0.89
	(0.61–1.29)
	0.85
	(0.58–1.24)


*per 1,000 person-years
Abbreviations: AMI, acute myocardial infarction; FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S8. Sensitivity analyses for clinical outcomes among individuals treated with TPC or FDC antidiabetic drugs, varying the definition of exposure assessment.
	Definition
	Outcome
	Overall cohort
	
	Matched cohort

	
	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	Adjusted HR 
(95% CI)
	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	Adjusted HR 
(95% CI)

	As–treated
	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	with
	
	TPC
	3,233.3 
	209 
	64.64 
	Reference
	Reference
	
	1,481.2 
	85 
	57.38 
	Reference
	Reference

	grace period
	
	FDC
	1,220.4 
	53 
	43.43 
	0.55 
	(0.40–0.74)
	0.61 
	(0.45–0.82)
	
	1,220.4 
	53 
	43.43 
	0.62 
	(0.44–0.88)
	0.63 
	(0.44–0.89)

	50%
	Secondary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Death
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,292.5 
	1 
	0.30 
	Reference
	Reference
	
	1,510.0 
	1 
	0.66 
	Reference
	Reference

	
	
	FDC
	1,226.2 
	1 
	0.82 
	-
	-
	-
	-
	
	1,226.2 
	1 
	0.82 
	-
	-
	-
	-

	
	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,283.4 
	32 
	9.75 
	Reference
	Reference
	
	1,503.0 
	16 
	10.65 
	Reference
	Reference

	
	
	FDC
	1,224.6 
	11 
	8.98 
	0.77 
	(0.39–1.53)
	0.76 
	(0.38–1.53)
	
	1,224.6 
	11 
	8.98 
	0.72 
	(0.33–1.55)
	0.78 
	(0.36–1.68)

	
	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,244.3 
	163 
	50.24 
	Reference
	Reference
	
	1,488.3 
	66 
	44.35 
	Reference
	Reference

	
	
	FDC
	1,222.5 
	36 
	29.45 
	0.48 
	(0.34–0.69)
	0.56 
	(0.39–0.80)
	
	1,222.5 
	36 
	29.45 
	0.55 
	(0.37–0.83)
	0.56 
	(0.37–0.83)

	
	Heart failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,289.6 
	15 
	4.56 
	Reference
	Reference
	
	1,509.8 
	3 
	1.99 
	Reference
	Reference

	
	
	FDC
	1,225.6 
	6 
	4.90 
	0.89 
	(0.34–2.29)
	0.91 
	(0.35–2.40)
	
	1,225.6 
	6 
	4.90 
	2.00 
	(0.50–8.00)
	2.00 
	(0.49–8.07)

	As–treated
	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	with
	
	TPC
	21,707.7 
	562 
	25.89 
	Reference
	Reference
	
	10,421.9 
	230 
	22.07 
	Reference
	Reference

	grace period
	
	FDC
	9,350.8 
	153 
	16.36 
	0.61 
	(0.51–0.73)
	0.69 
	(0.58–0.83)
	
	9,350.8 
	153 
	16.36 
	0.71 
	(0.58–0.87)
	0.72 
	(0.59–0.89)

	300%
	Secondary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Death
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	22,207.8 
	153 
	6.89 
	Reference
	Reference
	
	10,624.6 
	65 
	6.12 
	Reference
	Reference

	
	
	FDC
	9,489.3 
	39 
	4.11 
	0.57 
	(0.40–0.82)
	0.66 
	(0.46–0.94)
	
	9,489.3 
	39 
	4.11 
	0.65 
	(0.43–0.97)
	0.64 
	(0.43–0.96)

	
	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	22,176.1 
	69 
	3.11 
	Reference
	Reference
	
	10,606.4 
	27 
	2.55 
	Reference
	Reference

	
	
	FDC
	9,462.1 
	25 
	2.64 
	0.82 
	(0.52–1.30)
	0.82 
	(0.51–1.30)
	
	9,462.1 
	25 
	2.64 
	1.00 
	(0.58–1.72)
	1.02 
	(0.59–1.77)

	
	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	21,833.7 
	316 
	14.47 
	Reference
	Reference
	
	10,476.9 
	130 
	12.41 
	Reference
	Reference

	
	
	FDC
	9,426.9 
	82 
	8.70 
	0.58 
	(0.45–0.74)
	0.67 
	(0.52–0.85)
	
	9,426.9 
	82 
	8.70 
	0.68 
	(0.51–0.89)
	0.68 
	(0.52–0.90)

	
	Heart Failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	22,193.9 
	60 
	2.70 
	Reference
	Reference
	　
	10,618.0 
	19 
	1.79 
	Reference
	Reference

	
	
	FDC
	9,455.4 
	24 
	2.54 
	0.90 
	(0.56–1.45)
	1.08 
	(0.67–1.76)
	　
	9,455.4 
	24 
	2.54 
	1.33 
	(0.73–2.44)
	1.51 
	(0.81–2.80)


*per 1,000 person-years
Abbreviations: AMI, acute myocardial infarction; FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


[bookmark: _Hlk88515271]Supplemental Table S9. Sensitivity analyses for clinical outcomes among individuals treated with TPC or FDC antidiabetic drugs, varying the definition of combination use of study drugs.

	Definition
	Outcome
	Overall cohort
	 
	Matched cohort

	
	
	Person 
year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	Adjusted HR
(95% CI)
	 
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	Adjusted HR 
(95% CI)

	At the time
	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,517.2 
	295 
	34.64 
	Reference
	Reference
	
	4,315.3 
	121 
	28.04 
	Reference
	Reference

	
	
	FDC
	4,169.0 
	93 
	22.31 
	0.64 
	(0.51–0.81)
	0.72 
	(0.57–0.91)
	
	4,169.0 
	93 
	22.31 
	0.77 
	(0.58–1.01)
	0.78 
	(0.59–1.02)

	
	Secondary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Death
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,698.0 
	35 
	4.02 
	Reference
	Reference
	
	4,390.2 
	13 
	2.96 
	Reference
	Reference

	
	
	FDC
	4,218.8 
	16 
	3.79 
	0.90 
	(0.49–1.65)
	1.02 
	(0.55–1.90)
	
	4,218.8 
	16 
	3.79 
	1.17 
	(0.55–2.45)
	1.34 
	(0.63–2.85)

	
	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,676.7 
	44 
	5.07 
	Reference
	Reference
	
	4,373.5 
	20 
	4.57 
	Reference
	Reference

	
	
	FDC
	4,198.3 
	16 
	3.81 
	0.75 
	(0.42–1.34)
	0.76 
	(0.43–1.36)
	
	4,198.3 
	16 
	3.81 
	0.81 
	(0.42–1.56)
	0.85 
	(0.44–1.65)

	
	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,554.7 
	192 
	22.44 
	Reference
	Reference
	
	4,339.2 
	82 
	18.90 
	Reference
	Reference

	
	
	FDC
	4,201.0 
	54 
	12.85 
	0.58 
	(0.43–0.78)
	0.66 
	(0.49–0.90)
	
	4,201.0 
	54 
	12.85 
	0.67 
	(0.47–0.94)
	0.66 
	(0.47–0.94)

	
	Heart failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,688.5 
	34 
	3.91 
	Reference
	Reference
	
	4,386.3 
	11 
	2.51 
	Reference
	Reference

	
	
	FDC
	4,210.6 
	13 
	3.09 
	0.77 
	(0.41–1.46)
	0.91 
	(0.47–1.76)
	
	4,210.6 
	13 
	3.09 
	1.17 
	(0.52–2.62)
	1.18 
	(0.52–2.69)

	Within
	Primary outcome
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	60 d
	 
	TPC
	11,435.0 
	353 
	30.87 
	Reference
	Reference
	 
	5,541.2 
	135 
	24.36 
	Reference
	Reference

	 
	 
	FDC
	5,418.7 
	108 
	19.93 
	0.64 
	(0.52–0.80)
	0.72 
	(0.58–0.90)
	 
	5,418.7 
	108 
	19.93 
	0.80 
	(0.62–1.03)
	0.81 
	(0.63–1.04)

	 
	Secondary outcome
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	Death
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	TPC
	11,645.0 
	53 
	4.55 
	Reference
	Reference
	 
	5,614.1 
	22 
	3.92 
	Reference
	Reference

	 
	 
	FDC
	5,474.0 
	17 
	3.11 
	0.65 
	(0.37–1.13)
	0.71 
	(0.40–1.26)
	 
	5,474.0 
	17 
	3.11 
	0.73 
	(0.38–1.39)
	0.76 
	(0.40–1.46)

	 
	AMI
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	TPC
	11,620.9 
	50 
	4.30 
	Reference
	Reference
	 
	5,601.9 
	17 
	3.03 
	Reference
	Reference

	 
	 
	FDC
	5,452.1 
	18 
	3.30 
	0.74 
	(0.43–1.27)
	0.73 
	(0.42–1.25)
	 
	5,452.1 
	18 
	3.30 
	1.08 
	(0.55–2.09)
	1.11 
	(0.57–2.16)

	 
	Stroke
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	TPC
	11,481.4 
	222 
	19.34 
	Reference
	Reference
	 
	5,561.6 
	87 
	15.64 
	Reference
	Reference

	 
	 
	FDC
	5,452.5 
	63 
	11.55 
	0.60 
	(0.45–0.80)
	0.70 
	(0.52–0.93)
	 
	5,452.5 
	63 
	11.55 
	0.73 
	(0.53–1.01)
	0.74 
	(0.53–1.02)

	 
	Heart failure
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	TPC
	11,633.4 
	40 
	3.44 
	Reference
	Reference
	 
	5,609.5 
	14 
	2.50 
	Reference
	Reference

	 
	 
	FDC
	5,465.7 
	17 
	3.11 
	0.90 
	(0.51–1.58)
	1.10 
	(0.61–1.97)
	 
	5,465.7 
	17 
	3.11 
	1.20 
	(0.59–2.45)
	1.35 
	(0.65–2.81)

	Within
	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	180 d
	
	TPC
	12,712.6 
	377 
	29.66 
	Reference
	Reference
	
	6,101.6 
	150 
	24.58 
	Reference
	Reference

	
	
	FDC
	6,076.8 
	109 
	17.94 
	0.60 
	(0.49–0.75)
	0.68 
	(0.55–0.84)
	
	6,076.8 
	109 
	17.94 
	0.72 
	(0.56–0.92)
	0.73 
	(0.57–0.94)

	
	Secondary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Death
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,942.0 
	58 
	4.48 
	Reference
	Reference
	
	6,188.7 
	24 
	3.88 
	Reference
	Reference

	
	
	FDC
	6,132.3 
	17 
	2.77 
	0.59 
	(0.34–1.02)
	0.65 
	(0.37–1.13)
	
	6,132.3 
	17 
	2.77 
	0.69 
	(0.36–1.31)
	0.71 
	(0.37–1.35)

	
	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,915.2 
	53 
	4.10 
	Reference
	Reference
	
	6,167.9 
	23 
	3.73 
	Reference
	Reference

	
	
	FDC
	6,110.3 
	18 
	2.95 
	0.73 
	(0.43–1.24)
	0.71 
	(0.41–1.22)
	
	6,110.3 
	18 
	2.95 
	0.79 
	(0.42–1.46)
	0.80 
	(0.43–1.49)

	
	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,763.1 
	235 
	18.41 
	Reference
	Reference
	
	6,131.0 
	93 
	15.17 
	Reference
	Reference

	
	
	FDC
	6,110.6 
	64 
	10.47 
	0.57 
	(0.44–0.76)
	0.66 
	(0.50–0.88)
	
	6,110.6 
	64 
	10.47 
	0.69 
	(0.50–0.94)
	0.69 
	(0.50–0.95)

	
	Heart failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,929.7 
	43 
	3.33 
	Reference
	Reference
	
	6,184.1 
	15 
	2.43 
	Reference
	Reference

	
	
	FDC
	6,123.9 
	17 
	2.78 
	0.83 
	(0.47–1.46)
	1.00 
	(0.56–1.79)
	 
	6,123.9 
	17 
	2.78 
	1.12 
	(0.56–2.24)
	1.25 
	(0.61–2.56)


*per 1,000 person-years
Abbreviations: AMI, acute myocardial infarction; FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S10. Subgroup analyses for primary outcome among individuals treated with TPC or FDC.
	Subgroup analyses
	Overall cohort
	　
	Matched cohort

	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR
(95% CI)
	p for interaction
	　
	Person year
	No. of
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction

	Primary outcome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Sex
	
	
	
	
	
	0.79
	
	
	0.74
	
	
	
	
	
	
	0.80
	
	
	0.46

	
	Male
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,329.5 
	213 
	29.1
	Reference
	
	Reference
	
	
	3,563.0 
	84 
	23.6
	Reference
	
	Reference
	

	
	
	FDC
	3,377.0 
	64 
	19.0
	0.65 
	(0.49–0.86)
	
	0.71 
	(0.53–0.94)
	
	
	3,377.0 
	64 
	19.0
	0.79 
	(0.57–1.09)
	
	0.78 
	(0.56–1.09)
	

	
	Female
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	4,884.9 
	155 
	31.7
	Reference
	
	Reference
	
	
	2,306.2 
	63 
	27.3
	Reference
	
	Reference
	

	
	
	FDC
	2,446.1 
	44 
	18.0
	0.57 
	(0.40–0.79)
	
	0.65 
	(0.46–0.92)
	
	
	2,446.1 
	44 
	18.0
	0.65 
	(0.44–0.95)
	
	0.67 
	(0.45–0.99)
	

	
	Age
	
	
	
	
	
	
	0.00
	
	
	0.17
	
	
	
	
	
	
	0.00
	
	
	0.16

	
	<44
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,608.8 
	32 
	12.3
	Reference
	
	Reference
	
	
	1,261.9 
	12 
	9.5
	Reference
	
	Reference
	

	
	
	FDC
	1,206.2 
	10 
	8.3
	0.68 
	(0.33–1.38)
	
	0.67 
	(0.32–1.38)
	
	
	1,206.2 
	10 
	8.3
	0.93 
	(0.39–2.17)
	
	0.96 
	(0.40–2.28)
	

	
	45–54
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,745.3 
	74 
	19.8
	Reference
	
	Reference
	
	
	1,921.4 
	34 
	17.7
	Reference
	
	Reference
	

	
	
	FDC
	1,935.8 
	20 
	10.3
	0.54 
	(0.33–0.88)
	
	0.55 
	(0.34–0.91)
	
	
	1,935.8 
	20 
	10.3
	0.58 
	(0.33–1.00)
	
	0.56 
	(0.32–0.97)
	

	
	55–64
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,344.1 
	77 
	23.0
	Reference
	
	Reference
	
	
	1,676.9 
	34 
	20.3
	Reference
	
	Reference
	

	
	
	FDC
	1,682.1 
	34 
	20.2
	0.88 
	(0.59–1.32)
	
	0.93 
	(0.61–1.40)
	
	
	1,682.1 
	34 
	20.2
	1.01 
	(0.63–1.62)
	
	1.03 
	(0.64–1.66)
	

	
	65–74
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,057.5 
	95 
	46.2
	Reference
	
	Reference
	
	
	851.0 
	37 
	43.5
	Reference
	
	Reference
	

	
	
	FDC
	819.9 
	31 
	37.8
	0.80 
	(0.53–1.19)
	
	0.80 
	(0.53–1.22)
	
	
	819.9 
	31 
	37.8
	0.84 
	(0.52–1.35)
	
	0.80 
	(0.49–1.29)
	

	
	75<
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	458.6 
	90 
	196.3
	Reference
	
	Reference
	
	
	157.9 
	30 
	190.0
	Reference
	
	Reference
	

	
	
	FDC
	179.1 
	13 
	72.6
	0.38 
	(0.21–0.69)
	
	0.37 
	(0.20–0.68)
	
	
	179.1 
	13 
	72.6
	0.37 
	(0.19–0.72)
	
	0.36 
	(0.18–0.72)
	

	
	Residence
	
	
	
	
	
	0.35
	
	
	0.65
	
	
	
	
	
	
	0.36
	
	
	0.82

	
	Capital
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	5,097.9 
	139 
	27.3
	Reference
	
	Reference
	
	
	2,541.3 
	56 
	22.0
	Reference
	
	Reference
	

	
	
	FDC
	2,739.0 
	44 
	16.1
	0.58 
	(0.41–0.82)
	
	0.65 
	(0.46–0.92)
	
	
	2,739.0 
	44 
	16.1
	0.70 
	(0.47–1.04)
	
	0.71 
	(0.47–1.06)
	

	
	Other regions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,116.4 
	229 
	32.2
	Reference
	
	Reference
	
	
	3,327.9 
	91 
	27.3
	Reference
	
	Reference
	

	
	
	FDC
	3,084.1 
	64 
	20.8
	0.64 
	(0.49–0.85)
	
	0.71 
	(0.53–0.93)
	
	
	3,084.1 
	64 
	20.8
	0.75 
	(0.55–1.03)
	
	0.75 
	(0.55–1.04)
	

	
	Insurance quintile
	
	
	
	
	0.23
	
	
	0.10
	
	
	
	
	
	
	0.24
	
	
	0.14

	
	Q1~Q2
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,584.8 
	99 
	38.3
	Reference
	
	Reference
	
	
	1,204.1 
	37 
	30.7
	Reference
	
	Reference
	

	
	
	FDC
	1,199.8 
	21 
	17.5
	0.47 
	(0.30–0.76)
	
	0.52 
	(0.32–0.85)
	
	
	1,199.8 
	21 
	17.5
	0.57 
	(0.33–0.97)
	
	0.54 
	(0.31–0.94)
	

	
	Q3~Q4
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,739.7 
	65 
	37.4
	Reference
	
	Reference
	
	
	847.3 
	31 
	36.6
	Reference
	
	Reference
	

	
	
	FDC
	861.0 
	21 
	24.4
	0.66 
	(0.41–1.09)
	
	0.72 
	(0.44–1.19)
	
	
	861.0 
	21 
	24.4
	0.66 
	(0.38–1.15)
	
	0.69 
	(0.40–1.22)
	

	
	Q5~Q6
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,181.1 
	52 
	23.8
	Reference
	
	Reference
	
	
	1,085.4 
	15 
	13.8
	Reference
	
	Reference
	

	
	
	FDC
	968.4 
	13 
	13.4
	0.55 
	(0.30–1.01)
	
	0.57 
	(0.30–1.06)
	
	
	968.4 
	13 
	13.4
	0.93 
	(0.44–1.96)
	
	0.93 
	(0.43–1.98)
	

	
	Q7~Q8
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,627.9 
	61 
	23.2
	Reference
	
	Reference
	
	
	1,271.1 
	24 
	18.9
	Reference
	
	Reference
	

	
	
	FDC
	1,252.3 
	29 
	23.2
	1.01 
	(0.65–1.57)
	
	1.19 
	(0.76–1.87)
	
	
	1,252.3 
	29 
	23.2
	1.25 
	(0.73–2.15)
	
	1.41 
	(0.81–2.44)
	

	
	Q9~Q10
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,080.8 
	91 
	29.5
	Reference
	
	Reference
	
	
	1,461.3 
	40 
	27.4
	Reference
	
	Reference
	

	
	
	FDC
	1,541.7 
	24 
	15.6
	0.49 
	(0.31–0.78)
	
	0.54 
	(0.34–0.86)
	
	
	1,541.7 
	24 
	15.6
	0.52 
	(0.31–0.87)
	
	0.54 
	(0.32–0.91)
	

	
	Stroke
	
	
	
	
	
	0.00
	
	
	0.83
	
	
	
	
	
	
	0.00
	
	
	0.45

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	251.1 
	27 
	107.5
	Reference
	
	Reference
	
	
	117.8 
	11 
	93.4
	Reference
	
	Reference
	

	
	
	FDC
	125.9 
	8 
	63.5
	0.63 
	(0.29–1.40)
	
	0.69 
	(0.27–1.73)
	
	
	125.9 
	8 
	63.5
	0.71 
	(0.28–1.79)
	
	0.69 
	(0.29–1.63)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,963.3 
	341 
	28.5
	Reference
	
	Reference
	
	
	5,751.4 
	136 
	23.6
	Reference
	
	Reference
	

	
	
	FDC
	5,697.2 
	100 
	17.6
	0.61 
	(0.49–0.77)
	
	0.69 
	(0.55–0.86)
	
	
	5,697.2 
	100 
	17.6
	0.72 
	(0.56–0.94)
	
	0.73 
	(0.56–0.94)
	

	
	Heart failure
	
	
	
	
	0.00
	
	
	0.17
	
	
	
	
	
	
	0.00
	
	
	0.21

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	130.7 
	15 
	114.8
	Reference
	
	Reference
	
	
	59.3 
	7 
	118.1
	Reference
	
	Reference
	

	
	
	FDC
	81.3 
	8 
	98.5
	0.82 
	(0.35–1.94)
	
	2.80 
	(0.95–8.25)
	
	
	81.3 
	8 
	98.5
	0.94 
	(0.34–2.63)
	
	5.40 
	(1.21–24.05)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,083.7 
	353 
	29.2
	Reference
	
	Reference
	
	
	5,809.9 
	140 
	24.1
	Reference
	
	Reference
	

	
	
	FDC
	5,741.9 
	100 
	17.4
	0.59 
	(0.48–0.74)
	
	0.67 
	(0.53–0.83)
	
	
	5,741.9 
	100 
	17.4
	0.71 
	(0.55–0.91)
	
	0.72 
	(0.56–0.93)
	

	
	Hypertension
	
	
	
	
	0.00
	
	
	0.85
	
	
	
	
	
	
	0.00
	
	
	0.31

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,786.2 
	152 
	40.1
	Reference
	
	Reference
	
	
	2,163.4 
	82 
	37.9
	Reference
	
	Reference
	

	
	
	FDC
	2,142.2 
	53 
	24.7
	0.60 
	(0.44–0.83)
	
	0.70 
	(0.51–0.97)
	
	
	2,142.2 
	53 
	24.7
	0.64 
	(0.45–0.90)
	
	0.66 
	(0.47–0.93)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,428.1 
	216 
	25.6
	Reference
	
	Reference
	
	
	3,705.8 
	65 
	17.5
	Reference
	
	Reference
	

	
	
	FDC
	3,680.9 
	55 
	14.9
	0.59 
	(0.44–0.79)
	
	0.68 
	(0.50–0.91)
	
	
	3,680.9 
	55 
	14.9
	0.85 
	(0.59–1.22)
	
	0.86 
	(0.60–1.24)
	

	
	Hyperlipidemia
	
	
	
	
	0.60
	
	
	0.17
	
	
	
	
	
	
	0.60
	
	
	0.93

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,676.0 
	57 
	34.0
	Reference
	
	Reference
	
	
	1,096.6 
	28 
	25.5
	Reference
	
	Reference
	

	
	
	FDC
	1,138.2 
	18 
	15.8
	0.47 
	(0.28–0.80)
	
	0.47 
	(0.27–0.80)
	
	
	1,138.2 
	18 
	15.8
	0.62 
	(0.34–1.12)
	
	0.73 
	(0.40–1.33)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	10,538.4 
	311 
	29.5
	Reference
	
	Reference
	
	
	4,772.6 
	119 
	24.9
	Reference
	
	Reference
	

	
	
	FDC
	4,685.0 
	90 
	19.2
	0.64 
	(0.51–0.82)
	
	0.73 
	(0.58–0.93)
	
	
	4,685.0 
	90 
	19.2
	0.75 
	(0.57–0.99)
	
	0.74 
	(0.56–0.97)
	

	
	Antiplatelet 
	
	
	
	
	
	0.15
	
	
	0.34
	
	
	
	
	
	
	0.15
	
	
	0.46

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,014.3 
	58 
	57.2
	Reference
	
	Reference
	
	
	534.5 
	29 
	54.3
	Reference
	
	Reference
	

	
	
	FDC
	685.9 
	16 
	23.3
	0.44 
	(0.25–0.76)
	
	0.48 
	(0.27–0.87)
	
	
	685.9 
	16 
	23.3
	0.46 
	(0.25–0.85)
	
	0.53 
	(0.29–0.99)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,200.0 
	310 
	27.7
	Reference
	
	Reference
	
	
	5,334.7 
	118 
	22.1
	Reference
	
	Reference
	

	
	
	FDC
	5,137.3 
	92 
	17.9
	0.64 
	(0.50–0.81)
	
	0.72 
	(0.57–0.91)
	
	
	5,137.3 
	92 
	17.9
	0.78 
	(0.60–1.03)
	
	0.78 
	(0.60–1.03)
	

	
	Statins
	
	
	
	
	
	0.70
	
	
	0.07
	
	
	
	
	
	
	0.70
	
	
	0.71

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	894.4 
	38 
	42.5
	Reference
	
	Reference
	
	
	583.6 
	19 
	32.6
	Reference
	
	Reference
	

	
	
	FDC
	642.4 
	10 
	15.6
	0.37 
	(0.18–0.74)
	
	0.33 
	(0.16–0.70)
	
	
	642.4 
	10 
	15.6
	0.47 
	(0.22–1.01)
	
	0.59 
	(0.26–1.31)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,320.0 
	330 
	29.2
	Reference
	
	Reference
	
	
	5,285.5 
	128 
	24.2
	Reference
	
	Reference
	

	
	
	FDC
	5,180.8 
	98 
	18.9
	0.64 
	(0.51–0.81)
	
	0.73 
	(0.58–0.92)
	
	
	5,180.8 
	98 
	18.9
	0.76 
	(0.59–0.99)
	
	0.76 
	(0.58–0.98)
	

	
	Antihypertension
	
	
	
	
	0.08
	
	
	0.29
	
	
	
	
	
	
	0.07
	
	
	0.35

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,922.0 
	128 
	43.8
	Reference
	
	Reference
	
	
	1,637.7 
	60 
	36.6
	Reference
	
	Reference
	

	
	
	FDC
	1,718.9 
	39 
	22.7
	0.51 
	(0.36–0.73)
	
	0.60 
	(0.42–0.87)
	
	
	1,718.9 
	39 
	22.7
	0.61 
	(0.40–0.91)
	
	0.64 
	(0.43–0.95)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	9,292.3 
	240 
	25.8
	Reference
	
	Reference
	
	
	4,231.5 
	87 
	20.6
	Reference
	
	Reference
	

	
	
	FDC
	4,104.2 
	69 
	16.8
	0.65 
	(0.50–0.85)
	
	0.75 
	(0.57–0.98)
	
	
	4,104.2 
	69 
	16.8
	0.81 
	(0.59–1.11)
	
	0.82 
	(0.60–1.13)
	

	
	Diuretics
	
	
	
	
	
	0.00
	
	
	0.12
	
	
	
	
	
	
	0.00
	
	
	0.33

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	446.7 
	26 
	58.2
	Reference
	
	Reference
	
	
	245.0 
	13 
	53.1
	Reference
	
	Reference
	

	
	
	FDC
	276.1 
	13 
	47.1
	0.81 
	(0.41–1.61)
	
	1.32 
	(0.63–2.79)
	
	
	276.1 
	13 
	47.1
	0.87 
	(0.39–1.90)
	
	1.31 
	(0.55–3.08)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,767.6 
	342 
	29.1
	Reference
	
	Reference
	
	
	5,624.2 
	134 
	23.8
	Reference
	
	Reference
	

	　
	
	FDC
	5,547.1 
	95 
	17.1
	0.59 
	(0.47–0.74)
	
	0.66 
	(0.52–0.83)
	
	　
	5,547.1 
	95 
	17.1
	0.71 
	(0.54–0.92)
	
	0.72 
	(0.56–0.94)
	


*per 1,000 person-years
Abbreviations: FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S11. Subgroup analyses for mortality among individuals treated with TPC or FDC.
	Subgroup analyses
	Overall cohort
	 
	Matched cohort

	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction
	 
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction

	Mortality
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Sex
	
	
	
	
	
	0.87
	
	
	0.98
	
	
	
	
	
	
	0.84
	
	
	0.77

	
	Male
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,467.3 
	31 
	4.2
	Reference
	
	Reference
	
	
	3,607.0 
	13 
	3.6
	Reference
	
	Reference
	

	
	
	FDC
	3,416.1 
	9 
	2.6
	0.63 
	(0.30–1.31)
	
	0.67 
	(0.31–1.42)
	
	
	3,416.1 
	9 
	2.6
	0.72 
	(0.31–1.68)
	
	0.72 
	(0.30–1.72)
	

	
	Female
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	4,963.7 
	25 
	5.0
	Reference
	
	Reference
	
	
	2,349.2 
	12 
	5.1
	Reference
	
	Reference
	

	
	
	FDC
	2,462.4 
	8 
	3.2
	0.56 
	(0.24–1.29)
	
	0.62 
	(0.26–1.46)
	
	
	2,462.4 
	8 
	3.2
	0.55 
	(0.22–1.40)
	
	0.62 
	(0.24–1.61)
	

	
	Age
	
	
	
	
	
	
	0.46
	
	
	0.50
	
	
	
	
	
	
	0.45
	
	
	0.24

	
	<44
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,629.7 
	3 
	1.1
	Reference
	
	Reference
	
	
	1,271.0 
	1 
	0.8
	Reference
	
	Reference
	

	
	
	FDC
	1,208.0 
	1 
	0.8
	0.72 
	(0.07–6.97)
	
	0.52 
	(0.03–8.13)
	
	
	1,208.0 
	1 
	0.8
	1.16 
	(0.07–18.87)
	
	0.50 
	(0.03–7.99)
	

	
	45–54
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,777.8 
	11 
	2.9
	Reference
	
	Reference
	
	
	1,940.7 
	4 
	2.1
	Reference
	
	Reference
	

	
	
	FDC
	1,943.8 
	4 
	2.1
	0.71 
	(0.23–2.25)
	
	0.64 
	(0.20–2.07)
	
	
	1,943.8 
	4 
	2.1
	0.97 
	(0.24–3.88)
	
	0.82 
	(0.18–3.75)
	

	
	55–64
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,396.1 
	12 
	3.5
	Reference
	
	Reference
	
	
	1,697.1 
	4 
	2.4
	Reference
	
	Reference
	

	
	
	FDC
	1,698.5 
	6 
	3.5
	0.99 
	(0.37–2.65)
	
	1.10 
	(0.39–3.09)
	
	
	1,698.5 
	6 
	3.5
	1.48 
	(0.42–5.24)
	
	1.65 
	(0.41–6.67)
	

	
	65–74
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,123.7 
	10 
	4.7
	Reference
	
	Reference
	
	
	877.9 
	7 
	8.0
	Reference
	
	Reference
	

	
	
	FDC
	842.1 
	4 
	4.7
	0.96 
	(0.30–3.06)
	
	0.71 
	(0.20–2.53)
	
	
	842.1 
	4 
	4.7
	0.56 
	(0.16–1.91)
	
	0.36 
	(0.09–1.48)
	

	
	75<
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	503.9 
	20 
	39.7
	Reference
	
	Reference
	
	
	169.4 
	9 
	53.1
	Reference
	
	Reference
	

	
	
	FDC
	186.1 
	2 
	10.7
	0.14 
	(0.02–1.06)
	
	0.15 
	(0.02–1.16)
	
	
	186.1 
	2 
	10.7
	0.11 
	(0.01–0.85)
	
	0.07 
	(0.01–0.97)
	

	
	Residence
	
	
	
	
	
	0.09
	
	
	0.04
	
	
	
	
	
	
	0.10
	
	
	0.06

	
	Capital
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	5,172.8 
	28 
	5.4
	Reference
	
	Reference
	
	
	2,572.9 
	13 
	5.1
	Reference
	
	Reference
	

	
	
	FDC
	2,762.3 
	5 
	1.8
	0.27 
	(0.09–0.76)
	
	0.27 
	(0.09–0.78)
	
	
	2,762.3 
	5 
	1.8
	0.28 
	(0.09–0.85)
	
	0.25 
	(0.08–0.82)
	

	
	Other regions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,258.3 
	28 
	3.9
	Reference
	
	Reference
	
	
	3,383.3 
	12 
	3.5
	Reference
	
	Reference
	

	
	
	FDC
	3,116.2 
	12 
	3.9
	0.98 
	(0.50–1.93)
	
	1.21 
	(0.61–2.42)
	
	
	3,116.2 
	12 
	3.9
	1.07 
	(0.48–2.38)
	
	1.08 
	(0.47–2.50)
	

	
	Insurance quintile
	
	
	
	
	0.31
	
	
	0.02
	
	
	
	
	
	
	0.32
	
	
	0.12

	
	Q1~Q2
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,632.4 
	16 
	6.1
	Reference
	
	Reference
	
	
	1,221.3 
	5 
	4.1
	Reference
	
	Reference
	

	
	
	FDC
	1,209.3 
	2 
	1.7
	0.28 
	(0.06–1.21)
	
	0.27 
	(0.06–1.23)
	
	
	1,209.3 
	2 
	1.7
	0.41 
	(0.08–2.11)
	
	0.19 
	(0.02–1.51)
	

	
	Q3~Q4
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,772.3 
	10 
	5.6
	Reference
	
	Reference
	
	
	863.7 
	5 
	5.8
	Reference
	
	Reference
	

	
	
	FDC
	867.2 
	1 
	1.2
	0.22 
	(0.03–1.68)
	
	0.25 
	(0.02–2.47)
	
	
	867.2 
	1 
	1.2
	0.20 
	(0.02–1.74)
	
	0.29 
	(0.02–3.83)
	

	
	Q5~Q6
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,217.3 
	3 
	1.4
	Reference
	
	Reference
	
	
	1,099.7 
	0 
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	981.0 
	3 
	3.1
	2.36 
	(0.47–11.80)
	
	1.67 
	(0.23–12.09)
	
	
	981.0 
	3 
	3.1
	–
	–
	
	–
	–
	

	
	Q7~Q8
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,672.9 
	8 
	3.0
	Reference
	
	Reference
	
	
	1,284.4 
	4 
	3.1
	Reference
	
	Reference
	

	
	
	FDC
	1,261.8 
	7 
	5.5
	1.80 
	(0.65–4.97)
	
	2.42 
	(0.79–7.41)
	
	
	1,261.8 
	7 
	5.5
	1.75 
	(0.51–5.99)
	
	3.08 
	(0.76–12.47)
	

	
	Q9~Q10
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,136.3 
	19 
	6.1
	Reference
	
	Reference
	
	
	1,487.1 
	11 
	7.4
	Reference
	
	Reference
	

	
	
	FDC
	1,559.1 
	4 
	2.6
	0.30 
	(0.09–1.01)
	
	0.29 
	(0.08–0.99)
	
	
	1,559.1 
	4 
	2.6
	0.25 
	(0.07–0.89)
	
	0.26 
	(0.07–1.00)
	

	
	Stroke
	
	
	
	
	
	0.01
	
	
	0.31
	
	
	
	
	
	
	0.02
	
	
	0.45

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	266.8 
	4 
	15.0
	Reference
	
	Reference
	
	
	125.1 
	3 
	24.0
	Reference
	
	Reference
	

	
	
	FDC
	134.7 
	2 
	14.9
	1.06 
	(0.19–5.79)
	
	0.00 
	(0.00–0.00)
	
	
	134.7 
	2 
	14.9
	0.71 
	(0.12–4.27)
	
	0.69 
	(0.29–1.63)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,164.3 
	52 
	4.3
	Reference
	
	Reference
	
	
	5,831.1 
	22 
	3.8
	Reference
	
	Reference
	

	
	
	FDC
	5,743.8 
	15 
	2.6
	0.56 
	(0.31–1.02)
	
	0.60 
	(0.33–1.09)
	
	
	5,743.8 
	15 
	2.6
	0.63 
	(0.32–1.24)
	
	0.73 
	(0.56–0.94)
	

	
	Heart failure
	
	
	
	
	0.00
	
	
	0.36
	
	
	
	
	
	
	0.00
	
	
	0.21

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	135.5 
	3 
	22.1
	Reference
	
	Reference
	
	
	60.2 
	0 
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	83.7 
	2 
	23.9
	1.11 
	(0.18–6.77)
	
	0.00 
	(0.00–0.00)
	
	
	83.7 
	2 
	23.9
	–
	–
	
	–
	–
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,295.5 
	53 
	4.3
	Reference
	
	Reference
	
	
	5,896.0 
	25 
	4.2
	Reference
	
	Reference
	

	
	
	FDC
	5,794.9 
	15 
	2.6
	0.55 
	(0.31–1.00)
	
	0.63 
	(0.35–1.14)
	
	
	5,794.9 
	15 
	2.6
	0.56 
	(0.29–1.08)
	
	0.72 
	(0.56–0.93)
	

	
	Hypertension
	
	
	
	
	0.01
	
	
	0.43
	
	
	
	
	
	
	0.01
	
	
	0.31

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,867.7 
	29 
	7.5
	Reference
	
	Reference
	
	
	2,206.9 
	18 
	8.2
	Reference
	
	Reference
	

	
	
	FDC
	2,176.1 
	12 
	5.5
	0.67 
	(0.33–1.34)
	
	0.82 
	(0.41–1.67)
	
	
	2,176.1 
	12 
	5.5
	0.61 
	(0.29–1.30)
	
	0.66 
	(0.47–0.93)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,563.3 
	27 
	3.2
	Reference
	
	Reference
	
	
	3,749.3 
	7 
	1.9
	Reference
	
	Reference
	

	
	
	FDC
	3,702.4 
	5 
	1.4
	0.42 
	(0.16–1.10)
	
	0.50 
	(0.19–1.32)
	
	
	3,702.4 
	5 
	1.4
	0.72 
	(0.23–2.26)
	
	0.86 
	(0.60–1.24)
	

	
	Hyperlipidemia
	
	
	
	
	0.58
	
	
	0.76
	
	
	
	
	
	
	0.59
	
	
	0.93

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,719.3 
	12 
	7.0
	Reference
	
	Reference
	
	
	1,119.8 
	6 
	5.4
	Reference
	
	Reference
	

	
	
	FDC
	1,155.9 
	4 
	3.5
	0.50 
	(0.16–1.54)
	
	0.48 
	(0.13–1.72)
	
	
	1,155.9 
	4 
	3.5
	0.65 
	(0.18–2.30)
	
	0.73 
	(0.40–1.33)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	10,711.8 
	44 
	4.1
	Reference
	
	Reference
	
	
	4,836.4 
	19 
	3.9
	Reference
	
	Reference
	

	
	
	FDC
	4,722.6 
	13 
	2.8
	0.61 
	(0.32–1.16)
	
	0.69 
	(0.36–1.31)
	
	
	4,722.6 
	13 
	2.8
	0.63 
	(0.31–1.30)
	
	0.74 
	(0.56–0.97)
	

	
	Antiplatelet 
	
	
	
	
	0.51
	
	
	0.24
	
	
	
	
	
	
	0.51
	
	
	0.46

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,039.5 
	10 
	9.6
	Reference
	
	Reference
	
	
	548.2 
	5 
	9.1
	Reference
	
	Reference
	

	
	
	FDC
	702.8 
	1 
	1.4
	0.15 
	(0.02–1.20)
	
	0.22 
	(0.02–1.88)
	
	
	702.8 
	1 
	1.4
	0.17 
	(0.02–1.44)
	
	0.53 
	(0.29–0.99)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,391.6 
	46 
	4.0
	Reference
	
	Reference
	
	
	5,408.0 
	20 
	3.7
	Reference
	
	Reference
	

	
	
	FDC
	5,175.7 
	16 
	3.1
	0.71 
	(0.39–1.27)
	
	0.77 
	(0.43–1.39)
	
	
	5,175.7 
	16 
	3.1
	0.77 
	(0.39–1.51)
	
	0.78 
	(0.60–1.03)
	

	
	Statins
	
	
	
	
	
	0.85
	
	
	0.37
	
	
	
	
	
	
	0.87
	
	
	0.71

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	919.6 
	10 
	10.9
	Reference
	
	Reference
	
	
	599.3 
	5 
	8.3
	Reference
	
	Reference
	

	
	
	FDC
	654.2 
	2 
	3.1
	0.28 
	(0.06–1.30)
	
	0.17 
	(0.03–1.16)
	
	
	654.2 
	2 
	3.1
	0.36 
	(0.07–1.86)
	
	0.59 
	(0.26–1.31)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,511.4 
	46 
	4.0
	Reference
	
	Reference
	
	
	5,356.9 
	20 
	3.7
	Reference
	
	Reference
	

	
	
	FDC
	5,224.3 
	15 
	2.9
	0.66 
	(0.36–1.21)
	
	0.74 
	(0.40–1.36)
	
	
	5,224.3 
	15 
	2.9
	0.70 
	(0.35–1.39)
	
	0.76 
	(0.58–0.98)
	

	
	Antihypertension
	
	
	
	
	0.20
	
	
	0.80
	
	
	
	
	
	
	0.20
	
	
	0.35

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,979.4 
	23 
	7.7
	Reference
	
	Reference
	
	
	1,662.1 
	14 
	8.4
	Reference
	
	Reference
	

	
	
	FDC
	1,747.6 
	8 
	4.6
	0.52 
	(0.22–1.21)
	
	0.71 
	(0.30–1.68)
	
	
	1,747.6 
	8 
	4.6
	0.48 
	(0.19–1.18)
	
	0.64 
	(0.43–0.95)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	9,451.7 
	33 
	3.5
	Reference
	
	Reference
	
	
	4,294.1 
	11 
	2.6
	Reference
	
	Reference
	

	
	
	FDC
	4,130.9 
	9 
	2.2
	0.62 
	(0.30–1.30)
	
	0.69 
	(0.33–1.46)
	
	
	4,130.9 
	9 
	2.2
	0.85 
	(0.35–2.05)
	
	0.82 
	(0.60–1.13)
	

	
	Diuretics
	
	
	
	
	
	0.00
	
	
	0.01
	
	
	
	
	
	
	0.00
	
	
	0.33

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	461.5 
	4 
	8.7
	Reference
	
	Reference
	
	
	255.1 
	0 
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	281.4 
	6 
	21.3
	2.05 
	(0.55–7.63)
	
	4.03 
	(0.75–21.75)
	
	
	281.4 
	6 
	21.3
	–
	–
	
	–
	–
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,969.6 
	52 
	4.3
	Reference
	
	Reference
	
	
	5,701.1 
	25 
	4.4
	Reference
	
	Reference
	

	
	
	FDC
	5,597.1 
	11 
	2.0
	0.45 
	(0.23–0.86)
	 
	0.50 
	(0.26–0.96)
	 
	 
	5,597.1 
	11 
	2.0
	0.44 
	(0.22–0.89)
	 
	0.72 
	(0.56–0.94)
	 


*per 1,000 person-years
Abbreviations: FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S12. Subgroup analyses for hospitalization for AMI among individuals treated with TPC or FDC.
	Subgroup analyses
	Overall cohort
	 
	Matched cohort

	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction
	 
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction

	AMI
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Sex 
	
	
	
	
	
	0.11
	
	
	0.73
	
	
	
	
	
	
	0.11
	
	
	0.37

	
	Male
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,454.6 
	42 
	5.6
	Reference
	
	Reference
	
	
	3,596.8 
	18 
	5.0
	Reference
	
	Reference
	

	
	
	FDC
	3,396.7 
	14 
	4.1
	0.74 
	(0.40–1.35)
	
	0.68 
	(0.37–1.26)
	
	
	3,396.7 
	14 
	4.1
	0.81 
	(0.40–1.62)
	
	0.83 
	(0.41–1.68)
	

	
	Female
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	4,952.2 
	10 
	2.0
	Reference
	
	Reference
	
	
	2,341.6 
	2 
	0.9
	Reference
	
	Reference
	

	
	
	FDC
	2,459.9 
	4 
	1.6
	0.82 
	(0.26–2.61)
	
	1.22 
	(0.37–4.05)
	
	
	2,459.9 
	4 
	1.6
	1.94 
	(0.36–10.62)
	
	5.55 
	(0.54–57.18)
	

	
	Age
	
	
	
	
	
	
	0.12
	
	
	0.45
	
	
	
	
	
	
	0.13
	
	
	0.93

	
	<44
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,620.7 
	12 
	4.6
	Reference
	
	Reference
	
	
	1,263.7 
	4 
	3.2
	Reference
	
	Reference
	

	
	
	FDC
	1,206.9 
	3 
	2.5
	0.56 
	(0.16–1.98)
	
	0.49 
	(0.13–1.91)
	
	
	1,206.9 
	3 
	2.5
	0.87 
	(0.19–4.03)
	
	1.14 
	(0.22–5.86)
	

	
	45–54
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,773.3 
	14 
	3.7
	Reference
	
	Reference
	
	
	1,938.7 
	7 
	3.6
	Reference
	
	Reference
	

	
	
	FDC
	1,943.6 
	4 
	2.1
	0.57 
	(0.19–1.74)
	
	0.58 
	(0.19–1.81)
	
	
	1,943.6 
	4 
	2.1
	0.57 
	(0.17–1.94)
	
	0.61 
	(0.16–2.28)
	

	
	55–64
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,391.4 
	13 
	3.8
	Reference
	
	Reference
	
	
	1,693.7 
	7 
	4.1
	Reference
	
	Reference
	

	
	
	FDC
	1,689.0 
	5 
	3.0
	0.77 
	(0.28–2.17)
	
	0.71 
	(0.25–2.04)
	
	
	1,689.0 
	5 
	3.0
	0.72 
	(0.23–2.27)
	
	0.68 
	(0.20–2.28)
	

	
	65–74
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,116.2 
	10 
	4.7
	Reference
	
	Reference
	
	
	872.5 
	2 
	2.3
	Reference
	
	Reference
	

	
	
	FDC
	834.5 
	3 
	3.6
	0.79 
	(0.22–2.88)
	
	0.88 
	(0.22–3.55)
	
	
	834.5 
	3 
	3.6
	1.59 
	(0.27–9.55)
	
	1.92 
	(0.25–14.87)
	

	
	75<
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	505.3 
	3 
	5.9
	Reference
	
	Reference
	
	
	169.9 
	0 
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	182.7 
	3 
	16.4
	2.98 
	(0.60–14.76)
	
	8.99 
	(0.95–85.03)
	
	
	182.7 
	3 
	16.4
	–
	–
	
	–
	–
	

	
	Residence
	
	
	
	
	
	0.61
	
	
	0.17
	
	
	
	
	
	
	0.65
	
	
	1.00

	
	Capital
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	5,167.8 
	27 
	5.2
	Reference
	
	Reference
	
	
	2,570.9 
	7 
	2.7
	Reference
	
	Reference
	

	
	
	FDC
	2,751.9 
	7 
	2.5
	0.49 
	(0.21–1.13)
	
	0.51 
	(0.22–1.20)
	
	
	2,751.9 
	7 
	2.5
	0.91 
	(0.32–2.60)
	
	0.95 
	(0.32–2.84)
	

	
	Other regions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,239.1 
	25 
	3.5
	Reference
	
	Reference
	
	
	3,367.5 
	13 
	3.9
	Reference
	
	Reference
	

	
	
	FDC
	3,104.6 
	11 
	3.5
	1.02 
	(0.50–2.08)
	
	1.03 
	(0.50–2.12)
	
	
	3,104.6 
	11 
	3.5
	0.91 
	(0.41–2.04)
	
	0.98 
	(0.43–2.22)
	

	
	Insurance quintile
	
	
	
	
	0.62
	
	
	0.85
	
	
	
	
	
	
	0.62
	
	
	0.68

	
	Q1–Q2
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,626.3 
	9 
	3.4
	Reference
	
	Reference
	
	
	1,215.4 
	3 
	2.5
	Reference
	
	Reference
	

	
	
	FDC
	1,205.7 
	3 
	2.5
	0.74 
	(0.20–2.72)
	
	0.63 
	(0.16–2.50)
	
	
	1,205.7 
	3 
	2.5
	0.98 
	(0.20–4.86)
	
	0.50 
	(0.06–4.56)
	

	
	Q3–Q4
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,767.8 
	11 
	6.2
	Reference
	
	Reference
	
	
	860.6 
	4 
	4.6
	Reference
	
	Reference
	

	
	
	FDC
	864.3 
	5 
	5.8
	0.94 
	(0.33–2.70)
	
	0.90 
	(0.31–2.67)
	
	
	864.3 
	5 
	5.8
	1.21 
	(0.33–4.51)
	
	1.36 
	(0.34–5.40)
	

	
	Q5–Q6
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,207.7 
	13 
	5.9
	Reference
	
	Reference
	
	
	1,093.3 
	5 
	4.6
	Reference
	
	Reference
	

	
	
	FDC
	975.5 
	3 
	3.1
	0.53 
	(0.15–1.85)
	
	0.51 
	(0.14–1.92)
	
	
	975.5 
	3 
	3.1
	0.64 
	(0.15–2.67)
	
	0.85 
	(0.19–3.81)
	

	
	Q7–Q8
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,669.7 
	8 
	3.0
	Reference
	
	Reference
	
	
	1,281.4 
	2 
	1.6
	Reference
	
	Reference
	

	
	
	FDC
	1,261.2 
	4 
	3.2
	1.06 
	(0.32–3.53)
	
	1.22 
	(0.36–4.21)
	
	
	1,261.2 
	4 
	3.2
	2.09 
	(0.38–11.41)
	
	3.48 
	(0.45–27.02)
	

	
	Q9–Q10
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,135.3 
	11 
	3.5
	Reference
	
	Reference
	
	
	1,487.7 
	6 
	4.0
	Reference
	
	Reference
	

	
	
	FDC
	1,549.8 
	3 
	1.9
	0.56 
	(0.15–2.01)
	
	0.56 
	(0.15–2.09)
	
	
	1,549.8 
	3 
	1.9
	0.45 
	(0.11–1.79)
	
	0.43 
	(0.10–1.88)
	

	
	Heart failure
	
	
	
	
	0.20
	
	
	0.54
	
	
	
	
	
	
	0.21
	
	
	0.21

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	136.4 
	1 
	7.3
	Reference
	
	Reference
	
	
	60.1 
	1 
	16.6
	Reference
	
	Reference
	

	
	
	FDC
	83.8 
	1 
	11.9
	1.53 
	(0.10–24.44)
	
	-
	-
	
	
	83.8 
	1 
	11.9
	0.82 
	(0.05–13.30)
	
	5.40 
	(1.21–24.05)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,270.5 
	51 
	4.2
	Reference
	
	Reference
	
	
	5,878.3 
	19 
	3.2
	Reference
	
	Reference
	

	
	
	FDC
	5,772.8 
	17 
	2.9
	0.72 
	(0.41–1.24)
	
	0.71 
	(0.41–1.23)
	
	
	5,772.8 
	17 
	2.9
	0.91 
	(0.47–1.74)
	
	0.72 
	(0.56–0.93)
	

	
	Hypertension
	
	
	
	
	0.73
	
	
	0.71
	
	
	
	
	
	
	0.70
	
	
	0.31

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,858.5 
	19 
	4.9
	Reference
	
	Reference
	
	
	2,199.5 
	7 
	3.2
	Reference
	
	Reference
	

	
	
	FDC
	2,160.2 
	7 
	3.2
	0.66 
	(0.28–1.56)
	
	0.67 
	(0.28–1.63)
	
	
	2,160.2 
	7 
	3.2
	1.01 
	(0.36–2.89)
	
	0.66 
	(0.47–0.93)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,548.4 
	33 
	3.9
	Reference
	
	Reference
	
	
	3,739.0 
	13 
	3.5
	Reference
	
	Reference
	

	
	
	FDC
	3,696.4 
	11 
	3.0
	0.77 
	(0.39–1.53)
	
	0.77 
	(0.38–1.53)
	
	
	3,696.4 
	11 
	3.0
	0.86 
	(0.38–1.91)
	
	0.86 
	(0.60–1.24)
	

	
	Hyperlipidemia
	
	
	
	
	0.81
	
	
	0.44
	
	
	
	
	
	
	0.82
	
	
	0.93

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,712.2 
	10 
	5.8
	Reference
	
	Reference
	
	
	1,112.6 
	5 
	4.5
	Reference
	
	Reference
	

	
	
	FDC
	1,150.3 
	3 
	2.6
	0.45 
	(0.12–1.64)
	
	0.53 
	(0.14–2.00)
	
	
	1,150.3 
	3 
	2.6
	0.59 
	(0.14–2.46)
	
	0.73 
	(0.40–1.33)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	10,694.6 
	42 
	3.9
	Reference
	
	Reference
	
	
	4,825.9 
	15 
	3.1
	Reference
	
	Reference
	

	
	
	FDC
	4,706.2 
	15 
	3.2
	0.82 
	(0.46–1.48)
	
	0.83 
	(0.46–1.50)
	
	
	4,706.2 
	15 
	3.2
	1.02 
	(0.50–2.08)
	
	0.74 
	(0.56–0.97)
	

	
	Antiplatelet 
	
	
	
	
	0.97
	
	
	0.30
	
	
	
	
	
	
	0.94
	
	
	0.46

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,039.0 
	9 
	8.7
	Reference
	
	Reference
	
	
	548.3 
	2 
	3.6
	Reference
	
	Reference
	

	
	
	FDC
	696.3 
	2 
	2.9
	0.36 
	(0.08–1.68)
	
	0.44 
	(0.08–2.42)
	
	
	696.3 
	2 
	2.9
	0.88 
	(0.12–6.23)
	
	0.53 
	(0.29–0.99)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,367.9 
	43 
	3.8
	Reference
	
	Reference
	
	
	5,390.1 
	18 
	3.3
	Reference
	
	Reference
	

	
	
	FDC
	5,160.2 
	16 
	3.1
	0.82 
	(0.46–1.45)
	
	0.83 
	(0.47–1.49)
	
	
	5,160.2 
	16 
	3.1
	0.92 
	(0.47–1.80)
	
	0.78 
	(0.60–1.03)
	

	
	Statins
	
	
	
	
	
	0.93
	
	
	0.41
	
	
	
	
	
	
	0.93
	
	
	0.71

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	915.0 
	7 
	7.7
	Reference
	
	Reference
	
	
	593.9 
	3 
	5.1
	Reference
	
	Reference
	

	
	
	FDC
	648.7 
	2 
	3.1
	0.41 
	(0.08–1.96)
	
	0.68 
	(0.11–4.15)
	
	
	648.7 
	2 
	3.1
	0.63 
	(0.10–3.75)
	
	0.59 
	(0.26–1.31)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,491.9 
	45 
	3.9
	Reference
	
	Reference
	
	
	5,344.5 
	17 
	3.2
	Reference
	
	Reference
	

	
	
	FDC
	5,207.8 
	16 
	3.1
	0.79 
	(0.45–1.40)
	
	0.79 
	(0.44–1.41)
	
	
	5,207.8 
	16 
	3.1
	0.96 
	(0.48–1.90)
	
	0.76 
	(0.58–0.98)
	

	
	Antihypertension
	
	
	
	
	0.62
	
	
	0.53
	
	
	
	
	
	
	0.59
	
	
	0.35

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,976.3 
	17 
	5.7
	Reference
	
	Reference
	
	
	1,660.8 
	4 
	2.4
	Reference
	
	Reference
	

	
	
	FDC
	1,731.8 
	6 
	3.5
	0.60 
	(0.24–1.52)
	
	0.59 
	(0.23–1.52)
	
	
	1,731.8 
	6 
	3.5
	1.44 
	(0.41–5.11)
	
	0.64 
	(0.43–0.95)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	9,430.6 
	35 
	3.7
	Reference
	
	Reference
	
	
	4,277.7 
	16 
	3.7
	Reference
	
	Reference
	

	
	
	FDC
	4,124.7 
	12 
	2.9
	0.79 
	(0.41–1.52)
	
	0.84 
	(0.43–1.62)
	
	
	4,124.7 
	12 
	2.9
	0.77 
	(0.37–1.64)
	
	0.82 
	(0.60–1.13)
	

	
	Diuretics
	
	
	
	
	
	0.83
	
	
	0.69
	
	
	
	
	
	
	0.81
	
	
	0.33

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	462.8 
	2 
	4.3
	Reference
	
	Reference
	
	
	255.0 
	1 
	3.9
	Reference
	
	Reference
	

	
	
	FDC
	280.2 
	1 
	3.6
	0.93 
	(0.08–10.31)
	
	-
	-
	
	
	280.2 
	1 
	3.6
	1.05 
	(0.07–16.88)
	
	1.31 
	(0.55–3.08)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,944.1 
	50 
	4.2
	Reference
	
	Reference
	
	
	5,683.4 
	19 
	3.3
	Reference
	
	Reference
	

	
	
	FDC
	5,576.4 
	17 
	3.0
	0.73 
	(0.42–1.27)
	 
	0.72 
	(0.41–1.26)
	 
	 
	5,576.4 
	17 
	3.0
	0.90 
	(0.47–1.74)
	 
	0.72 
	(0.56–0.94)
	 


*per 1,000 person-years
Abbreviations: AMI, acute myocardial infarction; FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S13. Subgroup analyses for hospitalization for stroke among individuals treated with TPC or FDC.

	Subgroup analyses
	Overall cohort
	 
	Matched cohort

	
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction
	 
	Person year
	No. of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction

	Stroke
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Sex
	
	
	
	
	
	1.00
	
	
	0.81
	
	
	
	
	
	
	0.99
	
	
	0.34

	
	Male
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,350.0 
	133 
	18.1
	Reference
	
	Reference
	
	
	3,575.7 
	50 
	14.0
	Reference
	
	Reference
	

	
	
	FDC
	3,399.1 
	37 
	10.9
	0.60 
	(0.42–0.86)
	
	0.68 
	(0.47–0.98)
	
	
	3,399.1 
	37 
	10.9
	0.77 
	(0.50–1.17)
	
	0.75 
	(0.49–1.15)
	

	
	Female
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	4,911.1 
	99 
	20.2
	Reference
	
	Reference
	
	
	2,319.5 
	43 
	18.5
	Reference
	
	Reference
	

	
	
	FDC
	2,457.9 
	26 
	10.6
	0.54 
	(0.35–0.83)
	
	0.62 
	(0.40–0.96)
	
	
	2,457.9 
	26 
	10.6
	0.57 
	(0.35–0.94)
	
	0.57 
	(0.35–0.93)
	

	
	Age
	
	
	
	
	
	
	0.00
	
	
	0.45
	
	
	
	
	
	
	0.00
	
	
	0.20

	
	<44
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,618.6 
	17 
	6.5
	Reference
	
	Reference
	
	
	1,269.5 
	7 
	5.5
	Reference
	
	Reference
	

	
	
	FDC
	1,207.5 
	5 
	4.1
	0.63 
	(0.23–1.71)
	
	0.63 
	(0.22–1.75)
	
	
	1,207.5 
	5 
	4.1
	0.77 
	(0.24–2.46)
	
	0.78 
	(0.24–2.61)
	

	
	45–54
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,752.8 
	47 
	12.5
	Reference
	
	Reference
	
	
	1,924.3 
	24 
	12.5
	Reference
	
	Reference
	

	
	
	FDC
	1,938.0 
	13 
	6.7
	0.55 
	(0.30–1.02)
	
	0.60 
	(0.32–1.11)
	
	
	1,938.0 
	13 
	6.7
	0.53 
	(0.27–1.05)
	
	0.52 
	(0.26–1.03)
	

	
	55–64
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,355.5 
	46 
	13.7
	Reference
	
	Reference
	
	
	1,684.1 
	18 
	10.7
	Reference
	
	Reference
	

	
	
	FDC
	1,693.3 
	19 
	11.2
	0.82 
	(0.48–1.41)
	
	0.85 
	(0.49–1.47)
	
	
	1,693.3 
	19 
	11.2
	1.07 
	(0.56–2.03)
	
	1.01 
	(0.53–1.96)
	

	
	65–74
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,069.9 
	63 
	30.4
	Reference
	
	Reference
	
	
	858.9 
	23 
	26.8
	Reference
	
	Reference
	

	
	
	FDC
	834.2 
	19 
	22.8
	0.74 
	(0.44–1.24)
	
	0.78 
	(0.46–1.32)
	
	
	834.2 
	19 
	22.8
	0.83 
	(0.45–1.52)
	
	0.84 
	(0.45–1.55)
	

	
	75<
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	464.3 
	59 
	127.1
	Reference
	
	Reference
	
	
	158.4 
	21 
	132.6
	Reference
	
	Reference
	

	
	
	FDC
	184.0 
	7 
	38.0
	0.33 
	(0.15–0.73)
	
	0.31 
	(0.14–0.71)
	
	
	184.0 
	7 
	38.0
	0.30 
	(0.13–0.71)
	
	0.26 
	(0.10–0.68)
	

	
	Residence
	
	
	
	
	
	0.78
	
	
	0.31
	
	
	
	
	
	
	0.77
	
	
	0.26

	
	Capital
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	5,113.5 
	77 
	15.1
	Reference
	
	Reference
	
	
	2,548.3 
	30 
	11.8
	Reference
	
	Reference
	

	
	
	FDC
	2,752.6 
	29 
	10.5
	0.71 
	(0.46–1.09)
	
	0.79 
	(0.51–1.22)
	
	
	2,752.6 
	29 
	10.5
	0.88 
	(0.53–1.47)
	
	0.87 
	(0.52–1.46)
	

	
	Other regions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,147.6 
	155 
	21.7
	Reference
	
	Reference
	
	
	3,347.0 
	63 
	18.8
	Reference
	
	Reference
	

	
	
	FDC
	3,104.4 
	34 
	11.0
	0.50 
	(0.35–0.73)
	
	0.56 
	(0.39–0.82)
	
	
	3,104.4 
	34 
	11.0
	0.57 
	(0.38–0.87)
	
	0.57 
	(0.37–0.87)
	

	
	Insurance quintile
	
	
	
	
	0.25
	
	
	0.25
	
	
	
	
	
	
	0.25
	
	
	0.45

	
	Q1–Q2
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,597.8 
	57 
	21.9
	Reference
	
	Reference
	
	
	1,213.8 
	23 
	18.9
	Reference
	
	Reference
	

	
	
	FDC
	1,203.6 
	14 
	11.6
	0.55 
	(0.31–0.99)
	
	0.66 
	(0.37–1.21)
	
	
	1,203.6 
	14 
	11.6
	0.61 
	(0.31–1.19)
	
	0.59 
	(0.30–1.15)
	

	
	Q3–Q4
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,747.6 
	42 
	24.0
	Reference
	
	Reference
	
	
	851.1 
	22 
	25.8
	Reference
	
	Reference
	

	
	
	FDC
	864.2 
	12 
	13.9
	0.58 
	(0.31–1.11)
	
	0.65 
	(0.34–1.25)
	
	
	864.2 
	12 
	13.9
	0.53 
	(0.26–1.07)
	
	0.55 
	(0.27–1.12)
	

	
	Q5–Q6
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,193.1 
	32 
	14.6
	Reference
	
	Reference
	
	
	1,091.9 
	9 
	8.2
	Reference
	
	Reference
	

	
	
	FDC
	979.7 
	5 
	5.1
	0.34 
	(0.13–0.87)
	
	0.39 
	(0.15–1.02)
	
	
	979.7 
	5 
	5.1
	0.58 
	(0.19–1.72)
	
	0.49 
	(0.15–1.58)
	

	
	Q7–Q8
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,635.0 
	41 
	15.6
	Reference
	
	Reference
	
	
	1,275.9 
	16 
	12.5
	Reference
	
	Reference
	

	
	
	FDC
	1,255.9 
	18 
	14.3
	0.94 
	(0.54–1.63)
	
	1.14 
	(0.64–2.01)
	
	
	1,255.9 
	18 
	14.3
	1.18 
	(0.60–2.31)
	
	1.25 
	(0.63–2.48)
	

	
	Q9–Q10
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,087.6 
	60 
	19.4
	Reference
	
	Reference
	
	
	1,462.5 
	23 
	15.7
	Reference
	
	Reference
	

	
	
	FDC
	1,553.5 
	14 
	9.0
	0.46 
	(0.25–0.82)
	
	0.47 
	(0.26–0.86)
	
	
	1,553.5 
	14 
	9.0
	0.56 
	(0.29–1.08)
	
	0.53 
	(0.27–1.05)
	

	
	Heart failure
	
	
	
	
	0.32
	
	
	0.36
	
	
	
	
	
	
	0.31
	
	
	0.21

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	132.8 
	3 
	22.6
	Reference
	
	Reference
	
	
	60.1 
	2 
	33.3
	Reference
	
	Reference
	

	
	
	FDC
	83.7 
	2 
	23.9
	1.05 
	(0.18–6.32)
	
	0.00 
	(0.00–0.00)
	
	
	83.7 
	2 
	23.9
	0.97 
	(0.14–6.85)
	
	5.40 
	(1.21–24.05)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,128.3 
	229 
	18.9
	Reference
	
	Reference
	
	
	5,835.1 
	91 
	15.6
	Reference
	
	Reference
	

	
	
	FDC
	5,773.3 
	61 
	10.6
	0.57 
	(0.43–0.75)
	
	0.65 
	(0.49–0.86)
	
	
	5,773.3 
	61 
	10.6
	0.67 
	(0.48–0.93)
	
	0.72 
	(0.56–0.93)
	

	
	Hypertension
	
	
	
	
	0.16
	
	
	0.58
	
	
	
	
	
	
	0.15
	
	
	0.31

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,805.8 
	96 
	25.2
	Reference
	
	Reference
	
	
	2,175.0 
	53 
	24.4
	Reference
	
	Reference
	

	
	
	FDC
	2,169.5 
	27 
	12.4
	0.50 
	(0.32–0.76)
	
	0.60 
	(0.39–0.93)
	
	
	2,169.5 
	27 
	12.4
	0.51 
	(0.32–0.81)
	
	0.66 
	(0.47–0.93)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,455.3 
	136 
	16.1
	Reference
	
	Reference
	
	
	3,720.3 
	40 
	10.8
	Reference
	
	Reference
	

	
	
	FDC
	3,687.5 
	36 
	9.8
	0.61 
	(0.42–0.88)
	
	0.71 
	(0.49–1.04)
	
	
	3,687.5 
	36 
	9.8
	0.91 
	(0.58–1.43)
	
	0.86 
	(0.60–1.24)
	

	
	Hyperlipidemia
	
	
	
	
	0.37
	
	
	0.26
	
	
	
	
	
	
	0.38
	
	
	0.93

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,688.8 
	31 
	18.4
	Reference
	
	Reference
	
	
	1,106.1 
	15 
	13.6
	Reference
	
	Reference
	

	
	
	FDC
	1,148.4 
	9 
	7.8
	0.44 
	(0.21–0.92)
	
	0.41 
	(0.19–0.89)
	
	
	1,148.4 
	9 
	7.8
	0.58 
	(0.25–1.33)
	
	0.73 
	(0.40–1.33)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	10,572.3 
	201 
	19.0
	Reference
	
	Reference
	
	
	4,789.1 
	78 
	16.3
	Reference
	
	Reference
	

	
	
	FDC
	4,708.6 
	54 
	11.5
	0.61 
	(0.45–0.82)
	
	0.70 
	(0.52–0.95)
	
	
	4,708.6 
	54 
	11.5
	0.70 
	(0.49–0.98)
	
	0.74 
	(0.56–0.97)
	

	
	Antiplatelet 
	
	
	
	
	0.17
	
	
	0.78
	
	
	
	
	
	
	0.16
	
	
	0.46

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,018.0 
	34 
	33.4
	Reference
	
	Reference
	
	
	535.6 
	17 
	31.7
	Reference
	
	Reference
	

	
	
	FDC
	696.3 
	10 
	14.4
	0.47 
	(0.23–0.94)
	
	0.59 
	(0.28–1.27)
	
	
	696.3 
	10 
	14.4
	0.49 
	(0.23–1.08)
	
	0.53 
	(0.29–0.99)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,243.1 
	198 
	17.6
	Reference
	
	Reference
	
	
	5,359.7 
	76 
	14.2
	Reference
	
	Reference
	

	
	
	FDC
	5,160.7 
	53 
	10.3
	0.58 
	(0.43–0.79)
	
	0.67 
	(0.49–0.91)
	
	
	5,160.7 
	53 
	10.3
	0.71 
	(0.50–1.00)
	
	0.78 
	(0.60–1.03)
	

	
	Statins
	
	
	
	
	
	0.29
	
	
	0.09
	
	
	
	
	
	
	0.30
	
	
	0.71

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	902.4 
	20 
	22.2
	Reference
	
	Reference
	
	
	589.4 
	11 
	18.7
	Reference
	
	Reference
	

	
	
	FDC
	648.4 
	4 
	6.2
	0.28 
	(0.09–0.81)
	
	0.22 
	(0.07–0.68)
	
	
	648.4 
	4 
	6.2
	0.32 
	(0.10–1.02)
	
	0.59 
	(0.26–1.31)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,358.7 
	212 
	18.7
	Reference
	
	Reference
	
	
	5,305.9 
	82 
	15.5
	Reference
	
	Reference
	

	
	
	FDC
	5,208.6 
	59 
	11.3
	0.61 
	(0.46–0.82)
	
	0.71 
	(0.53–0.95)
	
	
	5,208.6 
	59 
	11.3
	0.72 
	(0.52–1.01)
	
	0.76 
	(0.58–0.98)
	

	
	Antihypertension
	
	
	
	
	0.65
	
	
	0.12
	
	
	
	
	
	
	0.64
	
	
	0.35

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,934.7 
	82 
	27.9
	Reference
	
	Reference
	
	
	1,642.9 
	39 
	23.7
	Reference
	
	Reference
	

	
	
	FDC
	1,742.5 
	19 
	10.9
	0.40 
	(0.24–0.66)
	
	0.49 
	(0.30–0.82)
	
	
	1,742.5 
	19 
	10.9
	0.47 
	(0.27–0.81)
	
	0.64 
	(0.43–0.95)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	9,326.4 
	150 
	16.1
	Reference
	
	Reference
	
	
	4,252.4 
	54 
	12.7
	Reference
	
	Reference
	

	
	
	FDC
	4,114.5 
	44 
	10.7
	0.67 
	(0.48–0.93)
	
	0.77 
	(0.55–1.08)
	
	
	4,114.5 
	44 
	10.7
	0.83 
	(0.56–1.24)
	
	0.82 
	(0.60–1.13)
	

	
	Diuretics
	
	
	
	
	
	0.46
	
	
	0.49
	
	
	
	
	
	
	0.46
	
	
	0.33

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	452.0 
	10 
	22.1
	Reference
	
	Reference
	
	
	248.5 
	5 
	20.1
	Reference
	
	Reference
	

	
	
	FDC
	280.6 
	4 
	14.3
	0.72 
	(0.23–2.30)
	
	0.86 
	(0.24–3.06)
	
	
	280.6 
	4 
	14.3
	0.80 
	(0.22–3.00)
	
	1.31 
	(0.55–3.08)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,809.1 
	222 
	18.8
	Reference
	
	Reference
	
	
	5,646.8 
	88 
	15.6
	Reference
	
	Reference
	

	 
	 
	FDC
	5,576.4 
	59 
	10.6
	0.57 
	(0.42–0.75)
	 
	0.64 
	(0.48–0.86)
	 
	 
	5,576.4 
	59 
	10.6
	0.67 
	(0.48–0.93)
	 
	0.72 
	(0.56–0.94)
	 


*per 1,000 person-years
Abbreviations: FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


Supplemental Table S14. Subgroup analyses for hospitalization for heart failure among individuals treated with TPC or FDC.
	Subgroup analyses
	Overall Cohort
	 
	Matched Cohort

	
	Person year
	No of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction
	 
	Person year
	No of 
event
	Incidence rate*
	Crude HR
(95% CI)
	p for interaction
	Adjusted HR 
(95% CI)
	p for interaction

	Heart failure
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Sex
	
	
	
	
	
	0.16
	
	
	0.22
	
	
	
	
	
	
	0.15
	
	
	0.98

	
	Male
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,469.1 
	11
	1.5
	Reference
	
	Reference
	
	
	3,607.0
	5
	1.4
	Reference
	
	Reference
	

	
	
	FDC
	3,415.6 
	7
	2.0
	1.49
	(0.58–3.87)
	
	2.10
	(0.76–5.79)
	
	
	3,415.6
	7
	2.0
	1.47 
	(0.47–4.65)
	
	1.97 
	(0.53–7.37)
	

	
	Female
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	4,950.5 
	29
	5.9
	Reference
	
	Reference
	
	
	2,344.6
	9
	3.8
	Reference
	
	Reference
	

	
	
	FDC
	2,454.6 
	10
	4.1
	0.70
	(0.34–1.44)
	
	0.85
	(0.40–1.77)
	
	
	2,454.6
	10
	4.1
	1.06 
	(0.43–2.60)
	
	1.35 
	(0.52–3.49)
	

	
	Age
	
	
	
	
	
	0.01
	
	
	0.98
	
	
	
	
	
	
	0.01
	
	
	0.97

	
	<44
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,630.0 
	0
	0.0
	Reference
	
	Reference
	
	
	1,271.1
	0
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	1,208.0 
	2
	1.7
	-
	-
	
	-
	-
	
	
	1,208.0
	2
	1.7
	-
	-
	
	-
	-
	

	
	45–54
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,779.0 
	3
	0.8
	Reference
	
	Reference
	
	
	1,941.2
	0
	0.0
	Reference
	
	Reference
	

	
	
	FDC
	1,943.3 
	1
	0.5
	0.69
	(0.07–6.60)
	
	0.54
	(0.00–382.87)
	
	
	1,943.3
	1
	0.5
	–
	–
	
	–
	–
	

	
	55–64
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,391.1 
	9
	2.7
	Reference
	
	Reference
	
	
	1,693.8
	5
	3.0
	Reference
	
	Reference
	

	
	
	FDC
	1,698.1 
	5
	2.9
	1.11
	(0.37–3.31)
	
	0.97
	(0.31–3.05)
	
	
	1,698.1
	5
	2.9
	1.02
	(0.29–3.51)
	
	0.92
	(0.26–3.30)
	

	
	65–74
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,119.2 
	15 
	7.1
	Reference
	
	Reference
	
	
	875.8 
	7 
	8.0
	Reference
	
	Reference
	

	
	
	FDC
	836.1 
	6 
	7.2
	0.93 
	(0.36–2.41)
	
	1.01 
	(0.37–2.80)
	
	
	836.1 
	6 
	7.2
	0.86 
	(0.29–2.56)
	
	0.76 
	(0.21–2.73)
	

	
	75<
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	500.3 
	13 
	26.0
	Reference
	
	Reference
	
	
	169.7 
	2 
	11.8
	Reference
	
	Reference
	

	
	
	FDC
	184.7 
	3 
	16.2
	0.69 
	(0.20–2.41)
	
	0.65 
	(0.17–2.50)
	
	
	184.7 
	3 
	16.2
	1.50 
	(0.25–9.00)
	
	2.49 
	(0.00–0.00)
	

	
	Residence
	
	
	
	
	0.43
	
	
	0.70
	
	
	
	
	
	
	0.42
	
	
	0.38

	
	Capital
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	5,170.3 
	12 
	2.3
	Reference
	
	Reference
	
	
	2,570.3 
	7 
	2.7
	Reference
	
	Reference
	

	
	
	FDC
	2,759.7 
	6 
	2.2
	0.92 
	(0.35–2.46)
	
	1.65 
	(0.57–4.78)
	
	
	2,759.7 
	6 
	2.2
	0.77 
	(0.26–2.29)
	
	0.96 
	(0.28–3.36)
	

	
	Other regions
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	7,249.3 
	28 
	3.9
	Reference
	
	Reference
	
	
	3,381.3 
	7 
	2.1
	Reference
	
	Reference
	

	
	
	FDC
	3,110.5 
	11 
	3.5
	0.92 
	(0.46–1.85)
	
	0.92 
	(0.44–1.91)
	
	
	3,110.5 
	11 
	3.5
	1.68 
	(0.65–4.32)
	
	1.56 
	(0.57–4.24)
	

	
	Insurance quintile
	
	
	
	
	0.95
	
	
	0.71
	
	
	
	
	
	
	0.95
	
	
	0.73

	
	Q1–Q2
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,627.8 
	18 
	6.8
	Reference
	
	Reference
	
	
	1,217.7 
	7 
	5.7
	Reference
	
	Reference
	

	
	
	FDC
	1,209.2 
	4 
	3.3
	0.50 
	(0.17–1.47)
	
	0.51 
	(0.16–1.66)
	
	
	1,209.2 
	4 
	3.3
	0.58 
	(0.17–1.98)
	
	0.76 
	(0.16–3.71)
	

	
	Q3–Q4
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,770.9 
	6 
	3.4
	Reference
	
	Reference
	
	
	863.3 
	2 
	2.3
	Reference
	
	Reference
	

	
	
	FDC
	867.0 
	3 
	3.5
	1.03 
	(0.26–4.11)
	
	1.42 
	(0.30–6.68)
	
	
	867.0 
	3 
	3.5
	1.46 
	(0.24–8.75)
	
	1.23 
	(0.16–9.40)
	

	
	Q5–Q6
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,212.2 
	6 
	2.7
	Reference
	
	Reference
	
	
	1,099.6 
	1 
	0.9
	Reference
	
	Reference
	

	
	
	FDC
	975.4 
	3 
	3.1
	1.08 
	(0.27–4.34)
	
	1.81 
	(0.32–10.19)
	
	
	975.4 
	3 
	3.1
	3.09 
	(0.32–29.74)
	
	–
	–
	

	
	Q7–Q8
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,672.3 
	4 
	1.5
	Reference
	
	Reference
	
	
	1,283.1 
	2 
	1.6
	Reference
	
	Reference
	

	
	
	FDC
	1,260.1 
	4 
	3.2
	2.18 
	(0.54–8.76)
	
	2.00 
	(0.39–10.26)
	
	
	1,260.1 
	4 
	3.2
	2.05 
	(0.37–11.17)
	
	–
	–
	

	
	Q9–Q10
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,136.4 
	6 
	1.9
	Reference
	
	Reference
	
	
	1,487.9 
	2 
	1.3
	Reference
	
	Reference
	

	
	
	FDC
	1,558.4 
	3 
	1.9
	0.97 
	(0.24–3.91)
	
	0.59 
	(0.10–3.64)
	
	
	1,558.4 
	3 
	1.9
	1.43 
	(0.24–8.60)
	
	–
	–
	

	
	Stroke
	
	
	
	
	
	0.02
	
	
	0.15
	
	
	
	
	
	
	0.02
	
	
	0.45

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	266.9 
	2 
	7.5
	Reference
	
	Reference
	
	
	124.6 
	1 
	8.0
	Reference
	
	Reference
	

	
	
	FDC
	132.1 
	2 
	15.1
	1.99 
	(0.28–14.11)
	
	0.01 
	(0.00–0.00)
	
	
	132.1 
	2 
	15.1
	2.08 
	(0.19–22.90)
	
	0.69 
	(0.29–1.63)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	12,152.7 
	38 
	3.1
	Reference
	
	Reference
	
	
	5,827.0 
	13 
	2.2
	Reference
	
	Reference
	

	
	
	FDC
	5,738.1 
	15 
	2.6
	0.83 
	(0.46–1.52)
	
	0.97 
	(0.52–1.79)
	
	
	5,738.1 
	15 
	2.6
	1.14 
	(0.54–2.40)
	
	0.73 
	(0.56–0.94)
	

	
	Hypertension
	
	
	
	
	0.02
	
	
	0.28
	
	
	
	
	
	
	0.02
	
	
	0.31

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	3,866.6 
	15 
	3.9
	Reference
	
	Reference
	
	
	2,205.4 
	8 
	3.6
	Reference
	
	Reference
	

	
	
	FDC
	2,168.0 
	11 
	5.1
	1.29 
	(0.59–2.82)
	
	1.56 
	(0.70–3.48)
	
	
	2,168.0 
	11 
	5.1
	1.37 
	(0.55–3.41)
	
	0.66 
	(0.47–0.93)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	8,553.0 
	25 
	2.9
	Reference
	
	Reference
	
	
	3,746.2 
	6 
	1.6
	Reference
	
	Reference
	

	
	
	FDC
	3,702.2 
	6 
	1.6
	0.56 
	(0.23–1.36)
	
	0.74 
	(0.30–1.83)
	
	
	3,702.2 
	6 
	1.6
	0.98 
	(0.32–3.05)
	
	0.86 
	(0.60–1.24)
	

	
	Hyperlipidemia
	
	
	
	
	0.26
	
	
	0.52
	
	
	
	
	
	
	0.28
	
	
	0.93

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,719.1 
	6 
	3.5
	Reference
	
	Reference
	
	
	1,118.4 
	3 
	2.7
	Reference
	
	Reference
	

	
	
	FDC
	1,151.8 
	5 
	4.3
	1.24 
	(0.38–4.05)
	
	1.79 
	(0.45–7.11)
	
	
	1,151.8 
	5 
	4.3
	1.58 
	(0.38–6.60)
	
	0.73 
	(0.40–1.33)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	10,700.5 
	34 
	3.2
	Reference
	
	Reference
	
	
	4,833.3 
	11 
	2.3
	Reference
	
	Reference
	

	
	
	FDC
	4,718.4 
	12 
	2.5
	0.80 
	(0.41–1.54)
	
	0.98 
	(0.50–1.92)
	
	
	4,718.4 
	12 
	2.5
	1.09 
	(0.48–2.48)
	
	0.74 
	(0.56–0.97)
	

	
	Antiplatelet 
	
	
	
	
	0.10
	
	
	0.93
	
	
	
	
	
	
	0.10
	
	
	0.46

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	1,039.9 
	8 
	7.7
	Reference
	
	Reference
	
	
	547.5 
	5 
	9.1
	Reference
	
	Reference
	

	
	
	FDC
	698.9 
	4 
	5.7
	0.78 
	(0.24–2.61)
	
	1.42 
	(0.30–6.75)
	
	
	698.9 
	4 
	5.7
	0.65 
	(0.17–2.41)
	
	0.53 
	(0.29–0.99)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,379.7 
	32 
	2.8
	Reference
	
	Reference
	
	
	5,404.1 
	9 
	1.7
	Reference
	
	Reference
	

	
	
	FDC
	5,171.3 
	13 
	2.5
	0.88 
	(0.46–1.68)
	
	1.05 
	(0.55–2.04)
	
	
	5,171.3 
	13 
	2.5
	1.45 
	(0.62–3.40)
	
	0.78 
	(0.60–1.03)
	

	
	Statins
	
	
	
	
	
	0.87
	
	
	0.99
	
	
	
	
	
	
	0.90
	
	
	0.71

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	921.0 
	3 
	3.3
	Reference
	
	Reference
	
	
	599.4 
	1 
	1.7
	Reference
	
	Reference
	

	
	
	FDC
	654.3 
	2 
	3.1
	0.92 
	(0.15–5.52)
	
	1.04 
	–
	
	
	654.3 
	2 
	3.1
	1.76 
	(0.16–19.44)
	
	0.59 
	(0.26–1.31)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,498.6 
	37 
	3.2
	Reference
	
	Reference
	
	
	5,352.2 
	13 
	2.4
	Reference
	
	Reference
	

	
	
	FDC
	5,215.9 
	15 
	2.9
	0.89 
	(0.49–1.62)
	
	1.04 
	(0.56–1.93)
	
	
	5,215.9 
	15 
	2.9
	1.16 
	(0.55–2.43)
	
	0.76 
	(0.58–0.98)
	

	
	Antihypertension
	
	
	
	
	0.03
	
	
	0.52
	
	
	
	
	
	
	0.03
	
	
	0.35

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	2,977.0 
	14 
	4.7
	Reference
	
	Reference
	
	
	1,660.5 
	7 
	4.2
	Reference
	
	Reference
	

	
	
	FDC
	1,741.6 
	9 
	5.2
	1.10 
	(0.47–2.53)
	
	1.24 
	(0.51–3.02)
	
	
	1,741.6 
	9 
	5.2
	1.22 
	(0.45–3.28)
	
	0.64 
	(0.43–0.95)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	9,442.6 
	26 
	2.8
	Reference
	
	Reference
	
	
	4,291.1 
	7 
	1.6
	Reference
	
	Reference
	

	
	
	FDC
	4,128.6 
	8 
	1.9
	0.71 
	(0.32–1.58)
	
	0.91 
	(0.40–2.05)
	
	
	4,128.6 
	8 
	1.9
	1.17 
	(0.42–3.22)
	
	0.82 
	(0.60–1.13)
	

	
	Diuretics
	
	
	
	
	
	0.00
	
	
	0.86
	
	
	
	
	
	
	0.00
	
	
	0.33

	
	Yes
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	459.1 
	11 
	24.0
	Reference
	
	Reference
	
	
	251.6 
	7 
	27.8
	Reference
	
	Reference
	

	
	
	FDC
	279.1 
	5 
	17.9
	0.81 
	(0.28–2.32)
	
	2.18 
	(0.57–8.36)
	
	
	279.1 
	5 
	17.9
	0.66 
	(0.21–2.09)
	
	1.31 
	(0.55–3.08)
	

	
	No
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	TPC
	11,960.5 
	29 
	2.4
	Reference
	
	Reference
	
	
	5,700.0 
	7 
	1.2
	Reference
	
	Reference
	

	 
	 
	FDC
	5,591.1 
	12 
	2.1
	0.89 
	(0.45–1.75)
	 
	1.08 
	(0.55–2.15)
	 
	 
	5,591.1 
	12 
	2.1
	1.70 
	(0.67–4.31)
	 
	0.72 
	(0.56–0.94)
	 


*per 1,000 person-years
[bookmark: _Hlk89283492]Abbreviations: FDC, fixed-dose combination; HR, hazard ratio; TPC, two-pill combination.


[bookmark: _Hlk88681855]Supplemental Table S15. E-value that evaluated the effects from unmeasurable confounders on the association between use of FDC and risk of primary composite or risk of hospitalizatio for stroke, compared to the use of TPC.

	Risk
	HR
	95% CI
	E-value*,† for HR
	E-value*,† for CI

	Primary composite
	0.74
	0.95 (UL)
	2.04
	1.29

	Stroke
	0.68
	0.94 (UL)
	2.30
	1.32


Abbreviations: CI, confidence interval; FDC, fixed-dose combination; TPC, two-pill combination; HR, hazard ratio; LL, lower limit; UL, upper limit
*Conditional on measured covariates, the E-value is the minimum strength of association that an unmeasured confounder must have with the exposure and outcome to explain the observed association. A small E-value implies that little unmeasured confounding is required to explain the observed association. If the HR estimate is close to null, the impact of unmeasured confounders is likely small.
† The upper limit of the 95% CI used as the HR estimate for FDC use was <1.
Calculating the E-values for HR or CI,
	HR >1
	
	

	
	HR
	E-value = HR + √[HR x (HR - 1)]

	
	CI
	If LL of CI ≤1, then E-value = 1

	
	
	If LL of CI >1, then E-value = LL + √[LL x (LL - 1)]

	HR <1
	
	

	
	HR
	E-value = (1 / HR) + √[(1 / HR) x (1 / HR) - 1)]

	
	CI
	If UL of CI ≥1, then E-value = 1

	
	
	If UL of CI <1, then E-value = (1 / UL) + √[(1 / UL) x ((1 / UL) - 1)]




[image: ]Supplemental Figure S1. Overview of study design
*Eligible base cohort entry date is between Jan 1, 2002 and December 31, 2013
†Index date was defined as the first prescription date of MET+SU or MET+DPP4i, either as FDC or TPC, among incident patients with type 2 diabetes.
‡Earliest event: Outcomes of interest (individual outcome) or end of the study period (December 31, 2015).
Abbreviations: AMI, acute myocardial infarction; ED, emergency department; FDC, fixed-dose combination; MET, metformin; TIA, transient ischemic attack; TPC, two-pill combination.


[image: ]Supplemental Figure S2. Kaplan–Meier curve of time to discontinuation according to TPC or FDC in matched cohort.
Abbreviation: FDC, fixed-dose combination; TPC, two-pill combination.


Supplemental Figure S3. Kaplan–Meier curve of survival estimates according to TPC or FDC in matched cohorts.
[image: ]Abbreviation: FDC, fixed-dose combination; TPC, two-pill combination.
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