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Online Resource 1. Literature review search strategy
Database: PubMed (on December 11, 2023)
	#1
	Fontan Procedure [mh] OR Fontan [tw]

	#2
	Univentricular Heart/surgery [mh] OR univentricular heart*[tw] OR single ventric*[tw] OR hypoplastic left heart syndrome*[tw] OR left heart hypoplasia syndrome*[tw]

	#3
	#1 OR #2

	#4
	Anticoagulants [mh] OR anti-coagulant*[tw] OR anticoagulant*[tw] OR anti-coagulat*[tw] OR anticoagulat*[tw] OR antithrombotic*[tw] OR anti-thrombotic*[tw] OR antithrombin*[tw] OR anti-thrombin*[tw] OR thrombin inhibitor*[tw] OR factor Xa inhibitor*[tw] OR factor 10a inhibitor*[tw] OR vitamin K antagonist*[tw] OR antivitamin K [tw] OR anti-vitamin K [tw] OR antivitamins K [tw] OR NOAC [tw] OR NOACs [tw] OR DOAC [tw] OR DOACs [tw] OR nonvitamin K antagonist*[tw]

	#5
	Warfarin [mh] OR warfarin*[tw] OR adoisine[tw] OR aldocumar [tw] OR antrombin [tw] OR athrombin*[tw] OR carfin [tw] OR coumadin*[tw] OR coumafene [tw] OR coumaphene [tw] OR jantoven [tw] OR kumatox [tw] OR lawarin [tw] OR marevan[tw] OR panwarfarin [tw] OR panwarfin [tw] OR prothromadin [tw] OR sofarin [tw] OR tedicumar [tw] OR tintorane [tw] OR waran [tw] OR warfant [tw] OR warfilone [tw] OR warnerin[tw]

	#6
	Rivaroxaban [mh] OR rivaroxaban [tw] OR xarelto [tw] OR BAY-59-7939 [tw] OR BAY-597939 [tw] OR BAY59-7939 [tw] OR BAY597939 [tw]

	#7
	Dabigatran [mh] OR dabigatran [tw] OR pradaxa [tw] OR BIBR-1048 [tw] OR BIBR1048 [tw] OR BIBR-953 [tw] OR BIBR953 [tw]

	#8
	apixaban [nm] OR apixaban [tw] OR BMS-562247 [tw] OR BMS562247 [tw] OR eliques [tw] OR eliquis [tw]

	#9
	edoxaban [nm] OR edoxaban [tw] OR DU-176 [tw] OR DU176 [tw] OR lixiana[tw] OR roteas[tw] OR savaysa [tw]

	#10
	Heparin, Low-Molecular-Weight[mh] OR low molecular weight heparin [tw] OR LMWH [tw] OR dalteparin [tw] OR enoxaparin [tw] OR nadroparin [tw] OR tinzaparin [tw]

	#11
	Platelet Aggregation Inhibitors[mh] OR antiplatelet*[tw] OR platelet aggregation inhibitor*[tw] OR platelet inhibitor*[tw] OR thrombocyte aggregation inhib*[tw] OR antithrombocytic agent*[tw]

	#12
	Aspirin [mh:noexp] OR aspirin [tw] OR acetylsalicylic acid [tw] OR acylpyrin [tw] OR aloxiprimum [tw] OR colfarit [tw] OR dispril [tw] OR easprin [tw] OR ecotrin [tw] OR endosprin [tw] OR magnecyl [tw] OR micristin [tw] OR polopirin [tw] OR polopiryna [tw] OR solprin [tw] OR solupsan [tw] OR zorprin [tw] OR acetysal [tw]

	#13
	Ticlopidine [mh:noexp] OR ticlopidine [tw] OR ticlodix [tw] OR ticlodone [tw] OR 53-32C [tw] OR 5332C [tw] OR ticlid [tw]

	#14
	Clopidogrel [mh] OR clopidogrel [tw] OR SC-25989C [tw] OR SC-25990C [tw] OR SR-25989 [tw] OR iscover [tw] OR PCR-4099 [tw] OR plavix [tw]

	#15
	Thrombosis/prevention and control [mh:noexp] OR Thromboembolism/prevention and control [mh:noexp] OR thromboprophylaxis [tw] OR thrombo-prophylaxis [tw] OR thrombosis prophylaxis [tw] OR thrombosis prevent*[tw] OR thromboembolism prevent*[tw]

	#16
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15

	#17
	#3 AND #16

	#18
	(Animals [mh] NOT Humans [mh]) OR Models, Animal [mh:noexp] OR Disease Models, Animal [mh] OR Animal Experimentation [mh]

	#19
	English [la]

	#20
	#17 NOT #18 AND #19




Database: Embase (on December 11, 2023)
	#1
	('Fontan procedure'/de OR Fontan:ti,ab,kw)

	#2
	('heart single ventricle'/de/dm_su OR ('univentricular heart*' OR 'single ventric*' OR 'hypoplastic left heart syndrome*' OR 'left heart hypoplasia syndrome*'):ti,ab,kw)

	#3
	#1 OR #2

	#4
	('anticoagulant agent'/exp OR (anti-coagulant* OR anticoagulant* OR anti-coagulat* OR anticoagulat* OR antithrombotic* OR anti-thrombotic* OR antithrombin* OR anti-thrombin* OR 'antivitamin* K' OR 'anti-vitamin K' OR NOAC OR NOACs OR DOAC OR DOACs):ti,ab,kw OR ((thrombin OR 'factor Xa' OR 'factor 10a') NEXT/1 inhibit*):ti,ab,kw OR (('vitamin K' OR 'nonvitamin K') NEXT/1 antagonist*):ti,ab,kw)

	#5
	warfarin/de OR (warfarin* OR adoisine OR aldocumar OR antrombin OR athrombin* OR carfin OR coumadin* OR coumafene OR coumaphene OR jantoven OR kumatox OR lawarin OR marevan OR panwarfarin OR panwarfin OR prothromadin OR sofarin OR tedicumar OR tintorane OR waran OR warfant OR warfilone OR warnerin):ti,ab,kw

	#6
	rivaroxaban/de OR (rivaroxaban OR xarelto OR BAY-59-7939 OR BAY-597939 OR BAY59-7939 OR BAY597939):ti,ab,kw

	#7
	dabigatran/de OR (dabigatran OR pradaxa OR BIBR-1048 OR BIBR1048 OR BIBR-953 OR BIBR953):ti,ab,kw

	#8
	apixaban/de OR (apixaban OR BMS-562247 OR BMS562247 OR eliques OR eliquis):ti,ab,kw

	#9
	edoxaban/de OR (edoxaban OR DU-176 OR DU176 OR lixiana OR roteas OR savaysa):ti,ab,kw

	#10
	('low molecular weight heparin'/exp OR ('low molecular weight heparin' OR LMWH OR dalteparin OR enoxaparin OR nadroparin OR tinzaparin):ti,ab,kw)

	#11
	('antithrombocytic agent'/exp OR antiplatelet*:ti,ab,kw OR ((platelet OR thrombocyte) NEXT/2 inhibitor*):ti,ab,kw OR 'antithrombocytic agent*':ti,ab,kw)

	#12
	('acetylsalicylic acid'/de OR (aspirin OR 'acetylsalicylic acid' OR acylpyrin OR aloxiprimum OR colfarit OR dispril OR easprin OR ecotrin OR endosprin OR magnecyl OR micristin OR polopirin OR polopiryna OR solprin OR solupsan OR zorprin OR acetysal):ti,ab,kw)

	#13
	ticlopidine/de OR (ticlopidine OR ticlodix OR ticlodone OR 53-32C OR 5332C OR ticlid):ti,ab,kw

	#14
	clopidogrel/de OR (clopidogrel OR SC-25989C OR SC-25990C OR SR-25989 OR iscover OR PCR-4099 OR plavix):ti,ab,kw

	#15
	thrombosis/de/dm_pc OR thromboembolism/de/dm_pc OR (thromboprophylaxis OR thrombo-prophylaxis OR 'thrombosis prophylaxis'):ti,ab,kw OR ((thrombosis OR thromboembolism) NEAR/2 prevent*):ti,ab,kw

	#16
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15

	#17
	#3 AND #16

	#18
	(animal/exp NOT human/exp) OR 'animal model'/exp OR 'animal experiment'/exp OR [animal cell]/lim OR [animal experiment]/lim OR [animal model]/lim OR [animal tissue]/lim

	#19
	[english]/lim

	#20
	#17 NOT #18 AND #19

	#21
	#20 AND ('conference abstract'/it OR 'conference paper'/it OR 'conference review'/it)

	#22
	#20 NOT #21




Database: Cochrane (on December 11, 2023)
	#1
	 [mh "Fontan Procedure"] OR Fontan:ti,ab,kw

	#2
	 [mh "Univentricular Heart"] OR (univentricular NEXT heart*):ti,ab,kw OR (single NEXT ventric*):ti,ab,kw OR ("hypoplastic left heart" NEXT syndrome*):ti,ab,kw OR ("left heart hypoplasia" NEXT syndrome*):ti,ab,kw

	#3
	#1 OR #2

	#4
	[mh Anticoagulants] OR (anti-coagulant* OR anticoagulant* OR anti-coagulat* OR anticoagulat* OR antithrombotic* OR anti-thrombotic* OR antithrombin* OR anti-thrombin* OR "antivitamin K" OR "anti-vitamin K" OR "antivitamins K" OR NOAC OR NOACs OR DOAC OR DOACs):ti,ab,kw OR ((thrombin OR "factor Xa" OR "factor 10a") NEXT inhibit*):ti,ab,kw OR (("vitamin K" OR "nonvitamin K") NEXT antagonist*):ti,ab,kw

	#5
	[mh Warfarin] OR (warfarin* OR adoisine OR aldocumar OR antrombin OR athrombin* OR carfin OR coumadin* OR coumafene OR coumaphene OR jantoven OR kumatox OR lawarin OR marevan OR panwarfarin OR panwarfin OR prothromadin OR sofarin OR tedicumar OR tintorane OR waran OR warfant OR warfilone OR warnerin):ti,ab,kw

	#6
	[mh Rivaroxaban] OR (rivaroxaban OR xarelto OR BAY-59-7939 OR BAY-597939 OR BAY59-7939 OR BAY597939):ti,ab,kw

	#7
	[mh Dabigatran] OR (dabigatran OR pradaxa OR BIBR-1048 OR BIBR1048 OR BIBR-953 OR BIBR953):ti,ab,kw

	#8
	(apixaban OR BMS-562247 OR BMS562247 OR eliques OR eliquis):ti,ab,kw

	#9
	(edoxaban OR DU-176 OR DU176 OR lixiana OR roteas OR savaysa):ti,ab,kw

	#10
	[mh "Heparin, Low-Molecular-Weight"] OR ("low molecular weight heparin" OR LMWH OR dalteparin OR enoxaparin OR nadroparin OR tinzaparin):ti,ab,kw

	#11
	[mh "Platelet Aggregation Inhibitors"] OR antiplatelet*:ti,ab,kw OR ((platelet OR thrombocyte) NEXT/2 inhibitor*):ti,ab,kw OR (antithrombocytic NEXT agent*):ti,ab,kw

	#12
	[mh ^Aspirin] OR (aspirin OR "acetylsalicylic acid" OR acylpyrin OR aloxiprimum OR colfarit OR dispril OR easprin OR ecotrin OR endosprin OR magnecyl OR micristin OR polopirin OR polopiryna OR solprin OR solupsan OR zorprin OR acetysal):ti,ab,kw

	#13
	[mh ^Ticlopidine] OR (ticlopidine OR ticlodix OR ticlodone OR 53-32C OR 5332C OR ticlid):ti,ab,kw

	#14
	[mh Clopidogrel] OR (clopidogrel OR SC-25989C OR SC-25990C OR SR-25989 OR iscover OR PCR-4099 OR plavix):ti,ab,kw

	#15
	[mh ^Thrombosis/PC] OR [mh ^Thromboembolism/PC] OR (thromboprophylaxis OR thrombo-prophylaxis OR "thrombosis prophylaxis"):ti,ab,kw OR ((thrombosis OR thromboembolism) NEAR/2 prevent*):ti,ab,kw

	#16
	{OR #4-#15}

	#17
	#3 AND #16

	
	limits for language (English)




Database: Scopus (on December 11, 2023)
	#1
	TITLE-ABS-KEY(Fontan)

	#2
	TITLE-ABS-KEY("univentricular heart*" OR "single ventric*" OR "hypoplastic left heart syndrome*" OR "left heart hypoplasia syndrome*")

	#3
	#1 OR #2

	#4
	TITLE-ABS-KEY(anti-coagulant* OR anticoagulant* OR anti-coagulat* OR anticoagulat* OR antithrombotic* OR anti-thrombotic* OR antithrombin* OR anti-thrombin* OR "antivitamin K" OR "anti-vitamin K" OR "antivitamins K" OR NOAC OR NOACs OR DOAC OR DOACs) OR TITLE-ABS-KEY((thrombin OR "factor Xa" OR "factor 10a") PRE/0 inhibit*) OR TITLE-ABS-KEY(("vitamin K" OR "nonvitamin K") PRE/0 antagonist*)

	#5
	TITLE-ABS-KEY(warfarin* OR adoisine OR aldocumar OR antrombin OR athrombin* OR carfin OR coumadin* OR coumafene OR coumaphene OR jantoven OR kumatox OR lawarin OR marevan OR panwarfarin OR panwarfin OR prothromadin OR sofarin OR tedicumar OR tintorane OR waran OR warfant OR warfilone OR warnerin)

	#6
	TITLE-ABS-KEY(rivaroxaban OR xarelto OR BAY-59-7939 OR BAY-597939 OR BAY59-7939 OR BAY597939)

	#7
	TITLE-ABS-KEY(dabigatran OR pradaxa OR BIBR-1048 OR BIBR1048 OR BIBR-953 OR BIBR953)

	#8
	TITLE-ABS-KEY(apixaban OR BMS-562247 OR BMS562247 OR eliques OR eliquis)

	#9
	TITLE-ABS-KEY(edoxaban OR DU-176 OR DU176 OR lixiana OR roteas OR savaysa)

	#10
	TITLE-ABS-KEY("low molecular weight heparin" OR LMWH OR dalteparin OR enoxaparin OR nadroparin OR tinzaparin)

	#11
	TITLE-ABS-KEY(antiplatelet*) OR TITLE-ABS-KEY((platelet OR thrombocyte) PRE/1 inhibitor*) OR TITLE-ABS-KEY("antithrombocytic agent*")

	#12
	TITLE-ABS-KEY(aspirin OR "acetylsalicylic acid" OR acylpyrin OR aloxiprimum OR colfarit OR dispril OR easprin OR ecotrin OR endosprin OR magnecyl OR micristin OR polopirin OR polopiryna OR solprin OR solupsan OR zorprin OR acetysal)

	#13
	TITLE-ABS-KEY(ticlopidine OR ticlodix OR ticlodone OR 53-32C OR 5332C OR ticlid)

	#14
	TITLE-ABS-KEY(clopidogrel OR SC-25989C OR SC-25990C OR SR-25989 OR iscover OR PCR-4099 OR plavix)

	#15
	TITLE-ABS-KEY(thromboprophylaxis OR thrombo-prophylaxis OR "thrombosis prophylaxis") OR TITLE-ABS-KEY((thrombosis OR thromboembolism) W/1 prevent*)

	#16
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15

	#17
	#3 AND #16

	
	limits for language (English)
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Aspirin Combination Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random.95% ClI M-H, Random, 95% CI
4.1.1 Total studies (non-RCT)
Ankola 2021 5 103 0 2 156% 0.3210.02, 4.53] - 1
Faircloth 2017 2 13 5 70 22.6% 2.15[0.47, 9.94] I
Kawamatsu 2021 3 43 0 14 14.3% 2.39[0.13, 43.57] -
Koji 2022 1 220 10 29 19.4% 0.01[0.00,0.10]
Masayoshi 2023 14 228 167 1264 28.0% 0.46 [0.27, 0.79] =
Subtotal (95% CI) 607 1379 100.0% 0.39 [0.08, 1.84] e
Total events 25 182
Heterogeneity: Tau? = 2.15; Chi* = 17.34, df = 4 (P = 0.002); I? = 77%
Test for overall effect: Z = 1.19 (P = 0.24)
4.1.2 East Asia (non-RCT)
Kawamatsu 2021 3 43 0 14 26.9% 2.39[0.13, 43.57] -
Koji 2022 1 220 10 29 327% 0.01[0.00,0.10] @
Masayoshi 2023 14 228 167 1264 40.4% 0.46 [0.27, 0.79] ——
Subtotal (95% CI) 491 1307 100.0% 0.22[0.02,2.91] ot uE—
Total events 18 177
Heterogeneity: Tau? = 4.15; Chi? = 12.78, df = 2 (P = 0.002); I* = 84%
Test for overall effect: Z = 1.14 (P = 0.25)
4.1.3 Non-East Asia (non-RCT)
Ankola 2021 5 103 0 2 33.4% 0.32]0.02, 4.53] - &7
Faircloth 2017 2 13 5 70  66.6% 2.15[0.47, 9.94] —
Subtotal (95% CI) 116 72 100.0% 1.14[0.19, 6.73] e
Total events 7 5
Heterogeneity: Tau? = 0.63; Chiz = 1.51, df = 1 (P = 0.22); 1> = 34%
Test for overall effect: Z = 0.14 (P = 0.89)

0.01 0.1 1 10 100

Test for subgroup differences: Chiz = 1.28, df = 2 (P

0.53), 12 = 0%

Aspirin  Combination
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Warfarin Conbination Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H. Random.95% ClI M-H. Random. 95% CI

7.1.1 Total studies (non-RCT)

Ankola 2021 2 52 0 2 1.2% 0.28 [0.02, 4.68] —

Faircloth 2017 1 6 5 70 2.5% 2.33[0.32, 16.88] -
Kawamatsu 2021 5 41 0 14 1.2% 3.93[0.23, 66.86] T
Masayoshi 2023 41 346 167 1264 951% 0.90 [0.65, 1.24] ,

Subtotal (95% CI) 445 1350 100.0% 0.92[0.67, 1.26]

Total events 49 172

Heterogeneity: Tau? = 0.00; Chi? = 2.57, df = 3 (P = 0.46); I>= 0%
Test for overall effect: Z=0.51 (P = 0.61)

7.1.2 East Asia (non-RCT)

Kawamatsu 2021 5 41 0 14 3.1% 3.93[0.23, 66.86]

Masayoshi 2023 41 346 167 1264 96.9% 0.90 [0.65, 1.24] !
Subtotal (95% CI) 387 1278 100.0% 0.94 [0.57, 1.55]

Total events 46 167

Heterogeneity: Tau? = 0.04; Chiz=1.04,df =1 (P =0.31); P =4%
Test for overall effect: Z = 0.25 (P = 0.80)

7.1.3 Non-East Asia (non-RCT)

Ankola 2021 2 52 0 2 385% 0.28[0.02,468] — ™ |
Faircloth 2017 1 6 5 70 61.5% 2.33[0.32, 16.88] —
Subtotal (95% CI) 58 72 100.0% 1.04[0.14, 7.77] e
Total events 3 5

Heterogeneity: Tau? = 0.70; Chiz2 = 1.45,df =1 (P =0.23); = 31%
Test for overall effect: Z=0.03 (P = 0.97)

0.01 0.1 1 10 100
Warfarin - Combination

Test for subgroup differences: Chiz = 0.02, df = 2 (P = 0.99), I = 0%
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None Combination Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% CI

9.1.1 Total studies (non-RCT)

Ankola 2021 1" 14 0 2 17.8% 4.60[0.36, 58.66] ]

Kawamatsu 2021 2 5 0 14 14.6% 12.50 [0.70, 223.79] I . —

Masayoshi 2023 12 65 167 1264 67.7% 1.40[0.82, 2.37] L

Subtotal (95% Cl) 84 1280 100.0% 2.38 [0.70, 8.06] i

Total events 25 167

Heterogeneity: Tau® = 0.50; Chi? = 3.00, df =2 (P = 0.22); I’ = 33%

Test for overall effect: Z=1.39 (P = 0.17)

9.1.2 East Asia (non-RCT)

Kawamatsu 2021 2 5 0 14 28.6% 12.50[0.70, 223.79] .

Masayoshi 2023 12 65 167 1264 71.4% 1.40[0.82, 2.37] L=

Subtotal (95% Cl) 70 1278 100.0% 2.62[0.37, 18.62] e

Total events 14 167

Heterogeneity: Tau? = 1.33; Chi? = 2.19, df = 1 (P = 0.14); I?= 54%

Test for overall effect: Z = 0.96 (P = 0.34)
k + t d
0.01 0.1 1 10 100

Test for subgroup differences: Chi? =

0.01, df = 1 (P =0.93), I2 = 0%

None Combination
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Aspirin Warfarin Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
10.1.1 Total studies (non-RCT)

Al-Jazairi 2019 8 22 9 385 225% 15.56 [6.65, 36.39] -
Attard 2021 0 54 1 67 16.5% 0.41[0.02, 9.92]

lyengar 2016 1 157 11 301 19.8% 0.17[0.02, 1.34] - |

Kaulitz 2005 0 28 0 28 Not estimable

Kawamatsu 2021 3 43 6 41 21.6% 0.48[0.13, 1.78] L

Mahnke 2005 0 87 0 28 Not estimable

Seipelt 2002 0 14 0 26 Not estimable

Small 2018 1 13 3 13 19.6% 0.33[0.04, 2.80] .
Subtotal (95% CI) 418 889 100.0% 0.78 [0.07, 8.62] ——eee
Total events 13 30

Heterogeneity: Tau? = 6.51; Chi? = 43.55, df = 4 (P < 0.00001); I?=91%
Test for overall effect: Z=0.20 (P = 0.84)

10.1.2 Non-East Asia (non-RCT)

Al-Jazairi 2019 8 22 9 385 27.5% 15.56 [6.65, 36.39] —
Attard 2021 0 54 1 67 22.1% 0.411[0.02,9.92] l

lyengar 2016 1 157 11 301 253% 0.17[0.02, 1.34] e

Kaulitz 2005 0 28 0 28 Not estimable

Mahnke 2005 0 87 0 28 Not estimable

Seipelt 2002 0 14 0 26 Not estimable

Small 2018 1 13 3 13 25.1% 0.33[0.04, 2.80] .

Subtotal (95% Cl) 375 848 100.0% 0.85[0.03, 22.33] e ——
Total events 10 24

Heterogeneity: Tau? = 9.89; Chi? = 37.16, df = 3 (P < 0.00001); I* = 92%
Test for overall effect: Z=0.09 (P = 0.92)

0.01 0.1 1 10 100
0.00, df = 1 (P = 0.96), I> = 0% Aspirin - Warfarin

Test for subgroup differences: Chi? =
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Study or Subgroup

Aspirin
Events Total

None
Events Total Weight

Risk Ratio

M-H, Random, 95% CI

Risk Ratio
M-H. Random, 95% CI

12.1.1 Total studies (non-RCT)

lyengar 2016
Kaulitz 2005
Kawamatsu 2021
Mahnke 2005
Seipelt 2002
Subtotal (95% CI)
Total events

1

oo wo

4

157
28
43
87
14

329

coooo

0

17
40

5
15
45

122 100.0%

44.6% 0.34[0.01, 8.08]
Not estimable
55.4% 0.95[0.086, 16.30]
Not estimable
Not estimable

0.60 [0.07, 4.99]

Heterogeneity: Tau? = 0.00; Chi? = 0.23, df =1 (P = 0.63); 1> = 0%
Test for overall effect: Z = 0.47 (P = 0.64)

12.1.2 Non-East Asia (non-RCT)

lyengar 2016
Kaulitz 2005
Mahnke 2005
Seipelt 2002
Subtotal (95% CI)
Total events

Heterogeneity: Not applicable

1
0
0
0

1

157 0
28 0
87 0
14 0

286
0

Test for overall effect: Z = 0.67 (P = 0.51)

Test for subgroup differences: Chi? =

17 100.0% 0.34[0.01, 8.08]
40 Not estimable
15 Not estimable
45 Not estimable

117 100.0%

0.340.01, 8.08]

0.09, df =1 (P =0.77), 12 = 0%

-

e

0.01 0.1 1 10
Aspirin  None
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Warfarin None Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Random. 95% ClI M-H. Random. 95% CI
15.1.1 Total studies (non-RCT)

lyengar 2016 11 301 0 17 49.2% 1.37 [0.08, 22.35] I | I —
Kaulitz 2005 0 28 0 40 Not estimable

Kawamatsu 2021 6 41 0 5 50.8% 1.86[0.12, 28.94] e E—
Mahnke 2005 0 28 0 15 Not estimable

Seipelt 2002 0 26 0 45 Not estimable

Subtotal (95% Cl) 424 122 100.0% 1.60 [0.23, 11.33] e
Total events 17 0

Heterogeneity: Tau? = 0.00; Chi? = 0.02, df = 1 (P = 0.88); I = 0%
Test for overall effect: Z = 0.47 (P = 0.64)

15.1.2 Non-East Asia (non-RCT)

lyengar 2016 11 301 0 17 100.0% 1.37 [0.08, 22.35] —.—

Kaulitz 2005 0 28 0 40 Not estimable

Mahnke 2005 0 28 0 15 Not estimable

Seipelt 2002 0 26 0 45 Not estimable

Subtotal (95% CI) 383 117 100.0% 1.37 [0.08, 22.35] e —

Total events 1" 0

Heterogeneity: Not applicable

Test for overall effect: Z = 0.22 (P = 0.82)
t t t d
0.01 0.1 1 10 100

Test for subgroup differences: Chi? = 0.01, df = 1 (P = 0.93), I = 0% Warfarin - None
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Aspirin Combination

Study or Subgrou Events Total Events
13.1.1 Only East Asia (non-RCT)

Kawamatsu 2021 3 43

Koji 2022 8 220
Subtotal (95% CI) 263

Total events 11

Heterogeneity: Tau? = 1.65; Chi? = 3.28, df = 1 (P = 0.07); I* = 69%

Test for overall effect: Z=1.10 (P = 0.27)

Risk Ratio
M-H. Random. 95% CI

Risk Ratio

om, 95% ClI

0.12[0.04, 0.40]
1.05[0.14, 8.13]
0.30 [0.04, 2.52]

1 10
Aspirin  Combination
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Warfarin Combination
Study or Subgrou Events Total Events
16.1.1 Only East Asia (non-RCT)
Kawamatsu 2021 6 41 8
Masayoshi 2023 30 346 145
Subtotal (95% CI) 387
Total events 36 153

Heterogeneity: Tau? = 0.48; Chi? =5.15, df =1 (P = 0.02); I> = 81%

Test for overall effect: Z=1.38 (P = 0.17)

Total Weight

Risk Ratio
M-H. Random. 95% CI

Risk Ratio
M-H. Random. 95% CI

14 43.3%
1264 56.7%
1278 100.0%

0.26 [0.11, 0.61]
0.76 [0.52, 1.10]
0.47 [0.16, 1.37]

+

0.1 1 10
Warfarin Combination

100
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