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Crude, null-effect and adjusted sequence ratios from sequence symmetry analyses for OAC new users according to the type of OAC, outcome and time windows

	Types of outcomes
	Type of OAC
	Time windows

	
	
	3 months
	6 months
	12 months

	
	
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*

	Control outcomes
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Bleeding
(hospitalizations)
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	2,446/916
406/158
1,741/591
299/167
	2.67
2.57
2.95
1.79
	1.00
1.13
1.00
0.86
	2.68 (2.49 - 2.90)
2.26 (1.90 - 2.74)
2.95 (2.70 - 3.25)
2.09 (1.74 - 2.54)
	3,759/1,395
675/228
2,618/894
466/273
	2.69
2.96
2.93
1.71
	1.00
1.28
1.00
0.75
	2.71 (2.55 - 2.88)
2.31 (2.00 - 2.70)
2.93 (2.72 - 3.17)
2.29 (1.97 - 2.66)
	5,657/2,095
1,106/316
3,886/1,342
665/437
	2.70
3.50
2.90
1.52
	1.00
1.58
1.01
0.58
	2.71 (2.58 - 2.85)
2.22 (1.97 - 2.53)
2.88 (2.71 - 3.07)
2.61 (2.32 - 2.95)

	
	VKAs
	4,131/2,629
	1.57
	1.02
	1.54 (1.46 - 1.61)
	6,237/3,646
	1.71
	1.04
	1.64 (1.57 - 1.71)
	9,054/4,691
	1.93
	1.08
	1.79 (1.73 - 1.86)

	  Glaucoma
(hospitalizations)
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	44/45
9/11
28/21
7/13
	0.98
0.82
1.33
0.54
	0.97
1.10
0.98
0.84
	1.01 (0.66 - 1.53)
0.75 (0.28 - 1.83)
1.36 (0.78 - 2.51)
0.64 (0.20 - 1.51)
	78/77
21/15
46/42
11/20
	1.01
1.40
1.10
0.55
	0.96
1.22
0.97
0.73
	1.05 (0.77 - 1.44)
1.15 (0.60 - 2.38)
1.13 (0.74 - 1.73)
0.76 (0.32 - 1.51)
	128/139
31/20
80/83
17/36
	0.92
1.55
0.96
0.47
	0.97
1.51
0.98
0.57
	0.95 (0.75 - 1.21)
1.03 (0.60 - 1.91)
0.99 (0.72 - 1.34)
0.83 (0.43 - 1.43)

	
	VKAs
	26/43
	0.60
	1.01
	0.60 (0.35 - 0.96)
	59/76
	0.78
	1.02
	0.76 (0.54 - 1.07)
	100/120
	0.83
	1.05
	0.79 (0.61 - 1.03)

	  Glaucoma 
(medications)
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	1,264/1,347
267/269
756/813
241/263
	0.94
0.99
0.93
0.92
	0.98
1.10
0.99
0.85
	0.96 (0.89 - 1.03)
0.90 (0.76 - 1.07)
0.94 (0.86 - 1.04)
1.08 (0.91 - 1.29)
	2,536/2,540
530/440
1,575/1,580
430/518
	1.00
1.20
1.00
0.83
	0.98
1.24
0.98
0.74
	1.02 (0.97 - 1.08)
0.97 (0.86 - 1.11)
1.02 (0.95 - 1.09)
1.12 (0.99 - 1.28)
	4,701/4,772
1,037/732
3,002/2,978
661/1,060
	0.98
1.42
1.01
0.62
	0.97
1.52
0.99
0.57
	1.01 (0.97 - 1.05)
0.93 (0.84 - 1.02)
1.02 (0.97 - 1.07)
1.08 (0.98 - 1.19)

	
	VKAs
	1,040/1,103
	0.94
	1.01
	0.93 (0.85 - 1.01)
	2,081/2,168
	0.96
	1.03
	0.93 (0.88 - 0.99)
	3,861/3,951
	0.98
	1.06
	0.92 (0.88 - 0.96)

	  Major depressive disorders
(medications)
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	4,032/3,221
774/553
2,611/2,130
646/538
	1.25
1.40
1.23
1.20
	0.97
1.10
0.97
0.84
	1.29 (1.23 - 1.35)
1.27 (1.14 - 1.42)
1.26 (1.19 - 1.34)
1.44 (1.28 - 1.61)
	6,882/5,648
1,335/929
4,485/3,717
1,060/1,002
	1.22
1.44
1.21
1.06
	0.95
1.23
0.96
0.71
	1.28 (1.24 - 1.33)
1.17 (1.08 - 1.27)
1.26 (1.21 - 1.32)
1.48 (1.36 - 1.62)
	11,112/9,501
2,306/1,382
7,318/6,361
1,485/1,757
	1.17
1.67
1.15
0.85
	0.93
1.48
0.94
0.54
	1.26 (1.23 - 1.3)
1.13 (1.06 - 1.21)
1.23 (1.19 - 1.27)
1.57 (1.47 - 1.69)

	
	VKAs
	4,383/3,816
	1.15
	1.00
	1.15 (1.10 - 1.20)
	7,418/6,490
	1.14
	1.00
	1.15 (1.11 - 1.19)
	11,471/10,267
	1.12
	1.00
	1.12 (1.09 - 1.15)

	Renal outcomes (hospitalizations)
	
	
	
	
	
	
	
	
	
	
	
	

	  Kidney diseases

	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	10,707/8,264
2,495/1,632
6,057/4,930
2,153/1,698
	1.30
1.53
1.23
1.27
	0.98
1.12
0.98
0.84
	1.33 (1.29 - 1.37)
1.37 (1.29 - 1.46)
1.26 (1.21 - 1.3)
1.51 (1.42 - 1.61)
	15,008/11,020
3,445/2,069
8,706/6,645
2,854/2,300
	1.36
1.67
1.31
1.24
	0.96
1.23
0.96
0.72
	1.42 (1.39 - 1.46)
1.35 (1.28 - 1.43)
1.37 (1.32 - 1.41)
1.73 (1.64 - 1.83)
	20,401/14,783
4,837/2,563
12,025/8,944
3,534/3,270
	1.38
1.89
1.34
1.08
	0.93
1.46
0.94
0.55
	1.48 (1.45 - 1.51)
1.29 (1.23 - 1.35)
1.43 (1.39 - 1.47)
1.97 (1.88 - 2.06)

	
	VKAs
	9,986/12,698
	0.79
	1.00
	0.78 (0.76 - 0.8)
	14,209/17,652
	0.80
	1.00
	0.80 (0.79 - 0.82)
	19,267/23,123
	0.83
	1.00
	0.83 (0.81 - 0.85)

	  Acute kidney failure
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	308/157
43/19
199/97
66/41
	1.96
2.26
2.05
1.61
	0.83
0.79
0.84
0.85
	2.36 (1.96 - 2.88)
2.86 (1.74 - 5.33)
2.46 (1.94 - 3.17)
1.9 (1.3 - 2.87)
	491/220
83/25
305/142
103/53
	2.23
3.32
2.15
1.94
	0.75
0.74
0.75
0.74
	2.97 (2.54 - 3.50)
4.48 (2.99 - 7.53)
2.85 (2.35 - 3.50)
2.63 (1.92 - 3.75)
	754/304
149/35
460/194
144/75
	2.48
4.26
2.37
1.92
	0.68
0.77
0.67
0.58
	3.65 (3.21 - 4.19)
5.52 (3.96 - 8.42)
3.52 (2.99 - 4.19)
3.30 (2.52 - 4.43)

	
	VKAs
	903/1,699
	0.53
	0.83
	0.64 (0.59 - 0.7)
	1,324/2,183
	0.61
	0.74
	0.82 (0.76 - 0.88)
	19,03/2,590
	0.73
	0.64
	1.15 (1.08 - 1.22)





Crude, null-effect and adjusted sequence ratios from sequence symmetry analyses for OAC new users (continued)

	Types of outcomes
	Type of OAC
	Time windows

	
	
	3 months
	6 months
	12 months

	
	
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*

	Renal outcomes (hospitalizations), continued
	
	
	
	
	
	
	
	
	
	
	

	  Glomerular diseases
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	45/23
5/2
33/20
7/1
	1.96
2.50
1.65
7.00
	0.84
0.81
0.84
0.89
	2.34 (1.46 - 4.1)
3.09
1.95 (1.15 - 3.61)
7.90
	89/30
17/2
59/25
13/3
	2.97
8.50
2.36
4.33
	0.76
0.77
0.77
0.80
	3.90 (2.66 - 6.23)
11.1
3.07 (1.99 - 5.21)
5.42
	144/43
35/5
91/33
18/5
	3.35
7.00
2.76
3.60
	0.69
0.80
0.69
0.67
	4.82 (3.52 - 7.05)
8.79 (4.26 - 54.54)
3.97 (2.74 - 6.02)
5.35 (2.36 - 28.94)

	
	VKAs
	147/594
	0.25
	0.82
	0.30 (0.25 - 0.36)
	203/696
	0.29
	0.73
	0.40 (0.34 - 0.46)
	304/784
	0.39
	0.63
	0.62 (0.54 - 0.70)

	  Renal tubulo-interstitial diseases
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	378/554
65/74
254/376
59/103
	0.68
0.88
0.68
0.57
	0.87
0.92
0.88
0.85
	0.79 (0.69 - 0.89)
0.95 (0.68 - 1.33)
0.76 (0.65 - 0.89)
0.68 (0.48 - 0.92)
	646/768
110/100
429/530
107/137
	0.84
1.10
0.81
0.78
	0.82
0.97
0.84
0.74
	1.03 (0.93 - 1.14)
1.13 (0.86 - 1.49)
0.96 (0.85 - 1.09)
1.06 (0.82 - 1.36)
	1,030/1,025
191/131
685/693
154/200
	1.00
1.46
0.99
0.77
	0.78
1.13
0.80
0.57
	1.30 (1.19 - 1.41)
1.28 (1.03 - 1.61)
1.23 (1.11 - 1.37)
1.34 (1.09 - 1.66)

	
	VKAs
	811/1,541
	0.53
	0.86
	0.61 (0.56 - 0.66)
	1,352/1,982
	0.68
	0.81
	0.84 (0.79 - 0.90)
	2,093/2,471
	0.85
	0.75
	1.13 (1.07 - 1.2)

	Hepatic outcomes (hospitalizations)
	
	
	
	
	
	
	
	
	
	
	
	

	  Toxic liver disease
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	27/11
3/3
17/7
7/1
	2.45
1.00
2.43
7.00
	0.99
1.13
0.99
0.85
	2.48 (1.32 - 5.94)
0.89 (0.10 - 7.97)
2.44 (1.12 - 8.15)
8.24
	37/23
7/3
21/18
9/2
	1.61
2.33
1.17
4.50
	1.00
1.29
1.01
0.75
	1.60 (0.97 - 2.83)
1.81 (0.55 - 47.8)
1.16 (0.61 - 2.26)
6.00
	51/33
8/3
33/25
10/5
	1.55
2.67
1.32
2.00
	1.02
1.61
1.03
0.59
	1.52 (0.99 - 2.42)
1.65 (0.54 - 64.45)
1.28 (0.77 - 2.23)
3.39 (1.27 - 16.17)

	
	VKAs
	56/63
	0.89
	1.02
	0.87 (0.6 - 1.25)
	81/93
	0.87
	1.06
	0.83 (0.61 - 1.11)
	112/115
	0.97
	1.11
	0.88 (0.68 - 1.14)

	  Acute liver injury
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	70/26
9/5
46/17
15/4
	2.69
1.80
2.71
3.75
	0.99
1.13
1.00
0.86
	2.71 (1.79 - 4.52)
1.59 (0.57 - 7.46)
2.71 (1.64 - 5.26)
4.38 (1.80 - 41.76)
	90/42
17/6
54/29
19/7
	2.14
2.83
1.86
2.71
	1
1.28
1.01
0.75
	2.14 (1.51 - 3.18)
2.21 (0.99 - 8.78)
1.85 (1.20 - 3.03)
3.61 (1.70 - 12.15)
	133/53
24/6
84/38
25/9
	2.51
4.00
2.21
2.78
	1.02
1.61
1.03
0.59
	2.47 (1.83 - 3.49)
2.49 (1.19 - 10.32)
2.15 (1.50 - 3.27)
4.69 (2.40 - 12.81)

	
	VKAs
	129/150
	0.86
	1.02
	0.84 (0.66 - 1.06)
	199/209
	0.95
	1.06
	0.9 (0.74 - 1.1)
	308/268
	1.15
	1.10
	1.04 (0.88 - 1.23)

	  Disorders of gallbladder and biliary tract
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	563/805
104/142
364/513
95/150
	0.70
0.73
0.71
0.63
	0.99
1.13
0.99
0.85
	0.71 (0.63 - 0.79)
0.65 (0.50 - 0.83)
0.72 (0.62 - 0.82)
0.74 (0.57 - 0.96)
	1,033/1,171
175/198
684/746
174/226
	0.88
0.88
0.92
0.77
	0.99
1.27
1
0.74
	0.89 (0.82 - 0.97)
0.69 (0.57 - 0.85)
0.92 (0.83 - 1.02)
1.04 (0.85 - 1.26)
	1,698/1,657
314/248
1,147/1,061
237/347
	1.02
1.27
1.08
0.68
	0.99
1.57
1.00
0.58
	1.03 (0.96 - 1.10)
0.80 (0.68 - 0.95)
1.08 (0.99 - 1.17)
1.18 (1.00 - 1.39)

	
	VKAs
	634/1,461
	0.43
	1.02
	0.43 (0.39 - 0.47)
	1,111/1,921
	0.58
	1.04
	0.56 (0.52 - 0.6)
	1,861/2,462
	0.76
	1.08
	0.7 (0.66 - 0.74)

	Skin outcomes (hospitalizations)
	
	
	
	
	
	
	
	
	
	
	
	

	  Skin diseases
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	405/387
78/56
267/276
60/54
	1.05
1.39
0.97
1.11
	1.00
1.14
1.00
0.86
	1.05 (0.91 - 1.21)
1.22 (0.87 - 1.74)
0.97 (0.82 - 1.15)
1.03 (0.90 - 1.89)
	649/590
127/87
430/420
92/82
	1.10
1.46
1.02
1.12
	1.00
1.30
1.00
0.75
	1.10 (0.98 - 1.23)
1.12 (0.86 - 1.49)
1.02 (0.89 - 1.17)
1.50 (1.12 - 2.03)
	1,018/852
196/115
690/601
132/135
	1.19
1.70
1.15
0.98
	1.00
1.59
1.01
0.58
	1.20 (1.09 - 1.31)
1.07 (0.86 - 1.36)
1.14 (1.02 - 1.27)
1.68 (1.32 - 2.14)

	
	VKAs
	568/882
	0.64
	1.02
	0.63 (0.56 - 0.7)
	879/1,257
	0.70
	1.05
	0.67 (0.61 - 0.73)
	1,347/1,636
	0.82
	1.08
	0.76 (0.71 - 0.82)

	  Vasculitis (composite)
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	91/84
23/18
50/46
17/20
	1.08
1.28
1.09
0.85
	0.99
1.12
0.99
0.85
	1.10 (0.81 - 1.48)
1.14 (0.62 - 2.22)
1.10 (0.73 - 1.65)
1.00 (0.50 - 1.92)
	173/160
40/26
102/99
30/35
	1.08
1.54
1.03
0.86
	1.00
1.27
1.00
0.76
	1.08 (0.87 - 1.34)
1.22 (0.75 - 2.07)
1.03 (0.78 - 1.36)
1.13 (0.68 - 1.85)
	299/258
63/36
191/164
44/58
	1.16
1.75
1.16
0.76
	1.02
1.59
1.03
0.61
	1.14 (0.96 - 1.34)
1.10 (0.74 - 1.71)
1.13 (0.92 - 1.39)
1.25 (0.83 - 1.85)

	
	VKAs
	98/171
	0.57
	1.02
	0.56 (0.43 - 0.71)
	171/258
	0.66
	1.05
	0.63 (0.52 - 0.76)
	307/363
	0.85
	1.11
	0.76 (0.65 - 0.89)


Crude, null-effect and adjusted sequence ratios from sequence symmetry analyses for OAC new users (continued)

	Types of outcomes
	Type of OAC
	Time windows

	
	
	3 months
	6 months
	12 months

	
	
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*
	OAC→Marker/ Marker→OAC
	cSR
	nSR
	aSR (95% CI)*

	Skin outcomes (hospitalizations), continued
	
	
	
	
	
	
	
	
	
	
	

	  Vasculitis and unspecified arteritis
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	8/9
1/0
5/7
2/2
	0.89
-
0.71
1.00
	0.97
-
0.97
0.84
	0.92 (0.31 - 2.51)
-
0.74 (0.16 - 2.36)
1.20 (0.01 - 118.39)
	14/16
2/0
10/13
2/3
	0.88
-
0.77
0.67
	0.96
-
0.96
0.73
	0.92 (0.42 - 1.9)
-
0.80 (0.32 - 1.84)
0.92
	21/20
5/0
13/16
3/4
	1.05
-
0.81
0.75
	0.94
-
0.94
0.54
	1.12 (0.6 - 2.12)
-
0.86 (0.39 - 1.80)
1.40 (0.12 - 7.23)

	
	VKAs
	18/33
	0.55
	1.00
	0.55 (0.29 - 0.94)
	25/46
	0.54
	1.00
	0.54 (0.32 - 0.86)
	34/56
	0.61
	1.00
	0.61 (0.38 - 0.91)

	  Urticaria and erythema
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	54/45
9/9
35/30
10/6
	1.20
1.00
1.17
1.67
	0.98
1.12
0.98
0.84
	1.23 (0.83 - 1.84)
0.89 (0.33 - 2.42)
1.19 (0.73 - 1.98)
1.98 (0.75 - 7.44)
	89/62
21/15
55/40
13/7
	1.44
1.40
1.38
1.86
	0.97
1.25
0.97
0.73
	1.48 (1.08 - 2.08)
1.12 (0.59 - 2.33)
1.42 (0.95 - 2.17)
2.55 (1.08 - 8.35)
	134/88
32/17
82/59
20/12
	1.52
1.88
1.39
1.67
	0.95
1.49
0.96
0.56
	1.60 (1.23 - 2.12)
1.26 (0.73 - 2.47)
1.45 (1.05 - 2.06)
2.97 (1.50 - 6.82)

	
	VKAs
	55/109
	0.50
	1.01
	0.50 (0.35 - 0.68)
	79/143
	0.55
	1.01
	0.54 (0.41 - 0.71)
	116/174
	0.67
	1.02
	0.65 (0.51 - 0.82)

	  Allergic purpura
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	14/10
5/3
6/7
3/0
	1.40
1.67
0.86
-
	0.96
1.10
0.96
0.82
	1.46 (0.66 - 3.71)
1.52 (0.37 - 22.15)
0.89 (0.24 - 2.84)
-
	20/12
6/3
11/9
3/0
	1.67
2.00
1.22
-
	0.93
1.22
0.94
0.69
	1.78 (0.90 - 4.09)
1.65 (0.46 - 31.63)
1.30 (0.53 - 3.52)
-
	34/16
8/5
21/11
5/0
	2.13
1.60
1.91
-
	0.91
1.47
0.92
0.51
	2.33 (1.35 - 4.66)
1.09 (0.37 - 4.99)
2.07 (1.05 - 4.97)
-

	
	VKAs
	14/22
	0.64
	0.99
	0.64 (0.3 - 1.23)
	27/32
	0.84
	0.98
	0.86 (0.50 - 1.43)
	43/36
	1.19
	0.99
	1.21 (0.78 - 1.91)

	Gastrointestinal outcomes (medications)
	
	
	
	
	
	
	
	
	
	
	

	  Composite
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	4,131/5,332
917/961
2,652/3,669
561/701
	0.77
0.95
0.72
0.80
	0.88
0.96
0.88
0.78
	0.88 (0.85 - 0.92)
1.00 (0.91 - 1.09)
0.82 (0.78 - 0.86)
1.03 (0.92 - 1.15)
	6,585/8,950
1,468/1,568
4,275/6,129
840/1,252
	0.74
0.94
0.70
0.67
	0.80
0.99
0.81
0.63
	0.92 (0.89 - 0.95)
0.95 (0.88 - 1.02)
0.86 (0.83 - 0.90)
1.07 (0.98 - 1.17)
	10,025/1,4891
2,272/2,321
6,598/10,279
1,152/2,288
	0.67
0.98
0.64
0.50
	0.71
1.09
0.71
0.43
	0.95 (0.92 - 0.97)
0.89 (0.84 - 0.95)
0.90 (0.87 - 0.93)
1.18 (1.10 - 1.26)

	
	VKAs
	3,152/5,647
	0.56
	0.9
	0.62 (0.59 - 0.64)
	4,869/8,831
	0.55
	0.85
	0.65 (0.63 - 0.67)
	7,286/13,539
	0.54
	0.78
	0.69 (0.67 - 0.71)

	  Composite without drugs for acid related disorders
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	7,119/6,641
1,436/1,265
4,733/4,365
949/1,009
	1.07
1.14
1.08
0.94
	0.88
0.96
0.89
0.79
	1.21 (1.17 - 1.25)
1.18 (1.10 - 1.28)
1.22 (1.17 - 1.27)
1.19 (1.09 - 1.30)
	11,556/11,460
2,368/2,071
7,673/7,617
1,513/1,769
	1.01
1.14
1.01
0.86
	0.82
1.00
0.83
0.64
	1.23 (1.02 - 1.26)
1.14 (1.08 - 1.21)
1.22 (1.18 - 1.26)
1.33 (1.24 - 1.43)
	18,302/19,462
3,987/3,136
12,153/13,064
2,158/3,258
	0.94
1.27
0.93
0.66
	0.75
1.14
0.75
0.45
	1.26 (1.24 - 1.29)
1.12 (1.07 - 1.17)
1.24 (1.21 - 1.27)
1.47 (1.39 - 1.55)

	
	VKAs
	6,836/7,380
	0.93
	0.91
	1.02 (0.98 - 1.05)
	10,640/11,950
	0.89
	0.86
	1.04 (1.01 - 1.06)
	15,955/19,087
	0.84
	0.80
	1.05 (1.02 - 1.07)

	  Antiemetic drugs 
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	4,947/4,831
1,002/913
3,293/3,226
649/692
	1.02
1.10
1.02
0.94
	0.88
0.92
0.88
0.80
	1.17 (1.12 - 1.22)
1.19 (1.09 - 1.30)
1.16 (1.10 - 1.21)
1.17 (1.05 - 1.30)
	8,045/8,304
1,618/1,516
5,396/5,599
1,028/1,187
	0.97
1.07
0.96
0.87
	0.81
0.95
0.81
0.65
	1.20 (1.16 - 1.24)
1.12 (1.05 - 1.20)
1.18 (1.14 - 1.23)
1.33 (1.22 - 1.44)
	12,998/14,082
2,760/2,270
8,770/9,598
1,464/2,211
	0.92
1.22
0.91
0.66
	0.74
1.10
0.74
0.46
	1.25 (1.22 - 1.28)
1.11 (1.05 - 1.17)
1.23 (1.20 - 1.27)
1.45 (1.36 - 1.55)

	
	VKAs
	5,072/5738
	0.88
	0.90
	0.98 (0.95 - 1.02)
	8,016/9,484
	0.85
	0.84
	1.00 (0.97 - 1.03)
	12,500/15,199
	0.82
	0.78
	1.05 (1.03 - 1.08)

	  Drugs for constipation
	DOACs
  Dabigatran
  Rivaroxaban
  Apixaban
	8,674/6,947
1,620/1,190
5,791/4,661
1,260/1,093
	1.25
1.36
1.24
1.15
	0.95
1.07
0.95
0.83
	1.31 (1.27 - 1.36)
1.27 (1.18 - 1.37)
1.30 (1.25 - 1.36)
1.39 (1.29 - 1.51)
	14,177/12,169
2,749/1,964
9,416/8,183
2,009/2,019
	1.17
1.40
1.15
1.00
	0.92
1.17
0.92
0.70
	1.27 (1.23 - 1.30)
1.20 (1.13 - 1.27)
1.24 (1.21 - 1.28)
1.42 (1.34 - 1.51)
	22,592/20,520
4,703/3,009
15,051/13,846
2,833/3,661
	1.10
1.56
1.09
0.77
	0.88
1.38
0.89
0.52
	1.25 (1.22 - 1.27)
1.13 (1.08 - 1.19)
1.22 (1.20 - 1.25)
1.48 (1.41 - 1.56)

	
	VKAs
	8,988/7,999
	1.12
	0.98
	1.15 (1.11 - 1.18)
	14,185/13,261
	1.07
	0.97
	1.10 (1.08 - 1.13)
	21,625/21,093
	1.03
	0.96
	1.07 (1.05 - 1.09)



cSR: crude sequence ratio ; nSR: null-effect sequence ratio; aSR: adjusted sequence ratio; CI: confidence interval; DOACs: direct oral anticoagulants; OAC: oral anticoagulant; VKAs: vitamin K antagonists
[bookmark: _GoBack]* Confidence intervals are not given in case of very small number of pairs.
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