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Subgroup analysis. Results from sequence symmetry analyses for atrial fibrillation patients initiating OAC therapy according to the type of OAC, definition of outcome and time window exposure
	Types of outcomes
	Type of OAC
	Time windows

	
	
	3 months
	6 months
	12 months

	
	
	OAC→Outcome/ Outcome→OAC
	aSR (95% CI*)
	OAC→Outcome/ Outcome→OAC
	aSR (95% CI*)
	OAC→Outcome/ Outcome→OAC
	aSR (95% CI*)

	Control outcomes
	
	
	
	
	
	
	

	  Bleeding
	DOACs
	1,091/386
	2.87 (2.56 - 3.23)
	1,749/567
	3.15 (2.87 - 3.47)
	2,652/864
	3.17 (2.94 - 3.43)

	
	VKAs
	1,467/773
	1.88 (1.73 - 2.05)
	2,221/1,082
	2.02 (1.88 - 2.17)
	3,361/1,389
	2.34 (2.20 - 2.49)

	  Glaucoma 
  (hospitalization)
	DOACs
	24/25
	0.99 (0.56 - 1.76)
	48/39
	1.29 (0.85 - 2.00)
	73/69
	1.11 (0.80 - 1.55)

	
	VKAs
	11/13
	0.85 (0.35 - 1.93)
	29/26
	1.11 (0.65 - 1.93)
	42/43
	0.95 (0.62 - 1.47)

	  Glaucoma 
  (medication) 
	DOACs
	618/713
	0.89 (0.80 - 0.99)
	1,160/1,284
	0.93 (0.86 - 1.01)
	2,143/2,368
	0.94 (0.89 – 1.00)

	
	VKAs
	496/488
	1.01 (0.89 - 1.15)
	931/973
	0.94 (0.86 - 1.03)
	1,663/1,728
	0.93 (0.87 - 0.99)

	  Major depressive
  disorders
	DOACs
	1,776/1,500
	1.23 (1.15 - 1.32)
	3,033/2,478
	1.30 (1.23 - 1.37)
	4,818/3,973
	1.33 (1.28 - 1.39)

	
	VKAs
	1,797/1,397
	1.30 (1.22 - 1.40)
	2,981/2,357
	1.29 (1.22 - 1.36)
	4,472/3,659
	1.26 (1.20 - 1.31)

	Renal outcomes
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	  Kidney diseases
	DOACs
	6,185/4,303
	1.48 (1.42 - 1.54)
	8,376/5,555
	1.59 (1.54 - 1.65)
	11,048/7,256
	1.66 (1.62 - 1.72)

	
	VKAs
	5,005/5,492
	0.92 (0.88 - 0.95)
	6,810/7,395
	0.94 (0.91 - 0.97)
	8,885/9,482
	0.97 (0.94 - 0.99)

	Hepatic outcomes
	
	
	
	
	
	
	

	  Toxic liver disease
	DOACs
	10/4
	2.55 (0.93-19.78)
	17/8
	2.16 (1.01 - 6.41)
	21/11
	1.94 (0.98 - 4.66)

	
	VKAs
	20/16
	1.24 (0.64 - 2.52)
	29/24
	1.18 (0.69 - 2.08)
	41/30
	1.29 (0.82 - 2.13)

	  Acute liver injury
	DOACs
	23/8
	2.94 (1.46 - 8.81)
	34/14
	2.50 (1.42 - 5.27)
	45/16
	2.91 (1.74 - 5.77)

	
	VKAs
	43/39
	1.10 (0.71 - 1.71)
	61/52
	1.15 (0.80 - 1.69)
	98/69
	1.37 (1.01 - 1.89)

	  Disorders of gallbladder
  and biliary tract
	DOACs
	264/401
	0.67 (0.57 - 0.78)
	456/541
	0.86 (0.76 - 0.97
	732/746
	1.01 (0.91 - 1.12)

	
	VKAs
	219/527
	0.41 (0.35 - 0.48)
	383/668
	0.56 (0.49 - 0.63)
	628/849
	0.71 (0.64 - 0.78)

	Skin outcomes
	
	
	
	
	
	
	

	  Skin diseases
	DOACs
	123/121
	1.03 (0.80 - 1.32)
	212/190
	1.13 (0.93 - 1.38)
	341/282
	1.24 (1.06 - 1.45)

	
	VKAs
	176/186
	0.93 (0.76 - 1.15)
	253/286
	0.86 (0.73 - 1.02)
	378/381
	0.95 (0.82 - 1.10)

	Gastrointestinal outcomes 
	
	
	
	
	
	
	

	  Composite
	DOACs
	2,001/2,369
	0.97 (0.91 - 1.03)
	3,190/3,816
	1.04 (1.00 - 1.09)
	4,857/6,220
	1.09 (1.05 - 1.13)

	
	VKAs
	1,381/2,148
	0.71 (0.67 - 0.76)
	2,076/3,389
	0.73 (0.69 - 0.77)
	3,052/5,239
	0.76 (0.73 - 0.80)

	  Composite without drugs
  for acid related disorders
	DOACs
	3,154/2,994
	1.20 (1.14 - 1.26)
	5,147/5,007
	1.27 (1.22 - 1.32)
	8,098/8,368
	1.32 (1.28 - 1.36)

	
	VKAs
	2,805/2,752
	1.13 (1.07 - 1.19)
	4,311/4,426
	1.15 (1.10 - 1.20)
	6,446/7,100
	1.16 (1.12 - 1.20)

	  Antiemetic drugs 
	DOACs
	1,987/2,121
	1.08 (1.01 - 1.14)
	3,266/3,514
	1.17 (1.11 - 1.22)
	5,242/5,777
	1.26 (1.21 - 1.30)

	
	VKAs
	1,930/2,035
	1.06 (1.00 - 1.13)
	2,963/3,269
	1.09 (1.04 - 1.15)
	4,581/5,217
	1.15 (1.11 - 1.20)

	  Drugs for constipation
	DOACs
	3,630/2,885
	1.33 (1.27 - 1.40)
	6,059/4,912
	1.35 (1.30 - 1.41)
	9,771/8,222
	1.37 (1.33 - 1.41)

	
	VKAs
	3,528/2,740
	1.33 (1.26 - 1.39)
	5,560/4,517
	1.29 (1.24 - 1.34)
	8,388/7,225
	1.24 (1.21 - 1.28)



aSR: adjusted sequence ratio; CI: confidence interval; DOACs: direct oral anticoagulants; OAC: oral anticoagulant; VKAs: vitamin K antagonists
* Confidence intervals are not given in case of very small number of pairs.
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