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Complete search algorithm used in MEDLINE search.

("ischemic stroke"[All Fields] OR "stroke"[All Fields]) AND ("atrial fibrillation"[All Fields])
AND ("anticoagulation"[All Fields] OR "anticoagulant"[All Fields] OR '"vitamin K
antagonist"[All Fields] OR "warfarin"[All Fields] OR "NOAC"[AIl Fields]) OR "DOAC"[All
Fields] OR "direct oral anticoagulant"[All Fields]) AND ("early"[All Fields]) AND

("initiation"[ All Fields])

Complete search algorithm used in SCOPUS search.

( TITLE-ABS-KEY ( ( {ischemic stroke} OR )) AND TITLE-ABS-KEY ( {atrial fibrillation}
) AND TITLE-ABS-KEY ( ( {anticoagulation} OR { anticoagulant} OR { vitamin K
antagonist} OR { warfarin} OR {NOAC} OR {DOAC} OR {direct oral anticoagulant} ) )

AND TITLE-ABS-KEY ( {early} ) AND TITLE-ABS-KEY ( {initiation} ))



Supplementary Table-S1. Table of excluded studies with reasons for exclusion.

Study Name

Reason(s) for exclusion

Altavilla et al.!

Butcher et al.
Cappellari et al.
De Marchis et al.*
Paciaroni et al.’
Seiffge et al.®
Toyoda et al.’
Tsivgoulis et al.®
Wilson et al.’
Yaghi et al.'
Yaghi et al.!!

No early initiation of anticoagulation - Bridging with low molecular

weight heparin

No history of atrial fibrillation

Overlapping data
Overlapping data
Overlapping data
Overlapping data
Overlapping data
Overlapping data
Overlapping data

Retrospective design

Bridging with low molecular weight heparin




Supplementary Table-S2. Quality assessment of included cohort studies using the Risk Of Bias In Non-randomized Studies of
Interventions (ROBINS-I) tool.!?

Study name Confounding Selection Classification  Deviation = Missing Measurements Reporting Overall
of from Data of Outcomes
Interventions Interventions
Al Bakr et al. 13 Serious Low Low Low Low Low Low Serious
Alrohimi et al. Not Applicable Low Not Applicable ~ Not Applicable Low Low Low Low
Alrohimi et al. ° Not Applicable Low Not Applicable Not Applicable Low Low Low Low
Gioia et al. !¢ Not Applicable Low Not Applicable Not Applicable Serious Low Low Serious
SATES 7 Not Applicable Low Not Applicable Not Applicable Serious Low Low Serious
Seiffge et al. '8 Serious Low Low Low Low Low Low Serious




Supplementary Table-S3. Overview of the baseline characteristics of the patients included in the single-arm analysis according to the

different time windows of initiating oral anticoagulants.

Prevalence
Test for Subgroup
Variable Time Windows N of Pooled estimates I2, p for Cochran Q
Differences
studies (95%CI)
Within 1 week 4 48.4% (36.8-60.2%) 91%, <0.001
Women Within 2 weeks 6 47.8% (37.3-59.0%) 92%., <0.001 p=0.63
Overall 8 48.3% (37.3-59.2%) 98%, <0.001
Within 1 week 4 73 (68-77.9) 98%, <0.001
Age (years) Within 2 weeks 6 73.2 (70.5-76) 90%, <0.001 Pl
Overall 8 73.3 (71.7-75) 96%, <0.001
Within 1 week 4 5(2-8) 99%, <0.001
NIHSS Within 2 weeks 6 6 (2-9) 99%, <0.001 p=0.76
Overall 8 5@3-7) 99%, <0.001
Within 1 week 4 4 (3-5) 99%, <0.001
CHA2DS2-VASc Within 2 weeks 4 4 (4-5) 98%, <0.001 p=065
Overall 6 4 (4-5) 99%, <0.001
Within 1 week 3 2(1-4) 99%, <0.001
HAS-BLED Within 2 weeks 3 3(2-4) 98%, <0.001 p=0.66
Overall 4 3(2-3) 99%, <0.001



Lesion Volume (ml)

Prior Stroke

Hypertension

Dyslipidemia

Diabetes Mellitus

Chronic Kidney Failure

Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall

N NN W R R, N WO W R R W W R W

5 (4-7)
5(2-8)
5(3-7)

14.5% (4.8-28.1%)
16.1% (14.5-17.8%)
16.6% (11.9-21.9%)
73.1% (66-79.6%)

82.3% (62.6-95.6%)

76.6% (71.7-81.2%)

25.1% (14.9-36.9%)

47.5% (15.2-81.0%)

32.8% (26.1-39.9%)

23.3% (18.4-28.6%)

36.7% (18.5-57%)

26.8% (22.1-31.7%)

19.9% (18.5-21.3%)

22.9% (8.7-41.3%)

19.3% (15.6-23.3%)

NA
89%, <0.001
87%, <0.001
91%, <0.001
0%, 0.390
91%, <0.001
77%, 0.005
95%, <0.001
89%, <0.001
92%, <0.001
98%, <0.001
94%, <0.001
63%, 0.046
94%, <0.001
87%, <0.001
0%, 0.978
85%, 0.009
83%, 0.001

p=0.83

p=0.74

p=0.31

p=0.13

p=0.14

p=0.82




Supplementary Table-S4. Overview of the baseline characteristics of the patients included in the pairwise analysis comparing DOACs

versus VKAs, stratified by the treatment initiation.

Effect Test for Subgroup
Differences
Variable Time Windows
N of Estimates (95%CI) I2, p for Cochran Q
studies
Within 1 week 2 RR 0.78 (0.49-1.26) 86%, 0.007
Women Within 2 weeks 2 RR 1.57 (1.29-1.92) 38%, 0.20 p=0.008
Overall 3 RR 1.08 (0.58-2.04) 99%, <0.001
Within 1 week 2 MD -0.03 (-0.83 —0.78) 0%, 0.80
Age (years) Within 2 weeks 2 MD -0.06 (-1.12 — 0.99) 0%, 0.55 p=056
Overall 3 MD -0.04 (-0.68 — 0.60) 0%, 0.94
Within 1 week 2 MD -0.34 (-3.67 —2.99) 97%., <0.001
NIHSS Within 2 weeks 2 MD -1.95 (-2.61--1.29) 0%, 0.46 p=035
Overall 3 MD -0.92 (-2.41 - 0.56) 91%, <0.001
Within 1 week 2 MD 0.14 (-0.23 - 0.52) 62%, 0.11
CHA2DS2-VASc Within 2 weeks 2 MD -0.15 (-0.61 — 0.30) 50%, 0.16 p=032
Overall 3 MD 0.02 (-0.18 — 0.22) 43%, 0.15
Within 1 week 2 MD 0.06 (-0.12 — 0.24) 60%, 0.11
HAS-BLED Within 2 weeks 1 MD -1.00 (-1.04 - -0.96) NA p=030
Overall 2 MD -0.27 (-1.07 - 0.52) 100%, <0.001



Prior Stroke

Hypertension

Dyslipidemia

Diabetes Mellitus

Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall
Within 1 week
Within 2 weeks
Overall

W NN W NN W NN

RR 0.75 (0.63-0.89)
RR 1.51 (1.18-1.92)
RR 1.06 (0.58-1.94)
RR 1.03 (0.89-1.18)
RR 1.01 (0.90-1.14)
RR 1.01 (0.95-1.08)
RR 0.81 (0.74-0.90)
RR 0.69 (0.54-0.87)
RR 0.74 (0.62-0.88)
RR 1.23 (0.43-5.52)
RR 0.76 (0.42-1.38)
RR 0.90 (0.66-1.22)

NA p<0.001
0%, 0.46
91%, <0.001
49%, 0.16
78%, 0.03
65%, 0.04
0%, 0.96
51%, 0.15
65%, 0.03
89%, 0.002
72%, 0.06
81%, 0.001

p=0.87

p=0.19

p=10.44




Supplementary Figure-S1. Flow chart presenting the selection of eligible studies.
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Supplementary Figure-S2. Risk of bias summary: review authors' judgments about each risk of

bias item for each included study.

AREST 2021

@ | @ | clinding of participants and personnel (perfarmance hias)
@® | @ | Blinding of outcome assessment (detection hias)

® | @ | selective reporting (reporting bias)

® | ® | other bias

® | @ | ncomplete outcome data (attrition bias)

® | ® | Random sequence generation (selection bias)
® | @ | Alocation concealment (selection hiag)

Triple AXEL 2017

Supplementary Figure-S3. Risk of bias graph: review authors' judgments about each risk of bias

item presented as percentages across all included studies.
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.LDW tisk of hias DUncIearrisk of hias




Supplementary Figure-S4. Forest plot presenting the pooled proportion of patients with

symptomatic ICH following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.) sICH

Al Bakr et al. (1) 2020 0.073 (0.020, 0.155) 4/55 H

SATES 2020 0.007 (0.001, 0.037) 0/75 .
Seiffge et al. (1) 2019 0,013 (0.009, 0.017) 39/2987 .-

Triple AXEL 2017 0.003 (0.000, 0.015) o/182  W—-
Subgroup within 1 week (1*2=65.39 % , P=0.034) 0.013 (0.003, 0.031) 43/3299 —_ _——

Al Bakr et al. (2) 2020 0.071 (0.014, 0.168) 3f42 -

Alrohimi et al. 2020 0.005 (0.001, 0.028) 0/101 —I——
Alrohimi et al. 2021 0.005 (0,001, 0.028) 0/100 -W——
AREST 2021 0.011 (0.000, 0.044) 1/88 L.
Gioia et al. 2016 0.008 (0,001, 0.046) 0/60 —-——
Seiffge et al. (2) 2019 0.019 (0,013, 0.025) 36/1925 —-—

Subgroup within 2 weeks (1*2=30.22 % , P=0.209) 0.014 (0.006, 0.026) 40/2316 _—

Overall (1*2=49.1 % , P=0.039) 0.013 (0.008, 0.021) B83/5615 <<=

Test for Subgroup Differences: Qu=0.02, df= 1, p=0.8941 T : T T T 1
[ 004 008 013 017
Arcsine of Square Root Proportion

Supplementary Figure-S5. Forest plot presenting the pooled proportion of patients with any ICH

following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.) Any ICH

Al Bakr et al. (1) 2020 0.309 (0.195, 0.438) 17/55 L

SATES 2020 0.213 (0.129, 0.313) 16/75 : 3

Triple AXEL 2017 0.302 (0.238, 0.371) 55/182 R
Subgroup within 1 week (1*2=18.63 % , P=0.293) 0.279 (0.223, 0.338) 88/312 —_—

Al Bakr et al, (2) 2020 0.333 (0.200, 0.481) 14742 L
Alrohimi et al, 2020 0.05% (0.022, 0.114) 6/101 ——

Alrohimi et al. 2021 0.030 (0,006, 0.072) 37100 —Jl—

AREST 2021 0,125 (0.065, 0,202) 11/88 —

Gioia et al. 2016 0.133 (0.060, 0.230) 8/60 —_—,

Subgroup within 2 weeks (1*2=84.96 % , P=0.000) 0.115 (0.046, 0.210) 42/33%1 —_—

Overall (1*2=90.15 % , P=0.000) 0.170 (0.0%0, 0.269) 130/703 ——  ———

Test for Subgroup Differences: Qu= 6.93, df= 1, p= 0.0085 r T T - 1

oo 012 0.3 048

024
Arcsine of Square Root Proportion



Supplementary Figure-S6. Forest plot presenting the pooled proportion of patients with all-cause

mortality following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.) Mortality
Al Bakr et al. (1) 2020 0.036 (0.004, 0.101) 2/55
SATES 2020 0.013 (0.000, 0.051) 1/75
Seiffge et al. (1) 2018 0.094 (0.084, 0.105) 281/29%87
Subgroup within 1 week (1*2=85.82 % , P=0.001) 0.046 (0.006, 0.119) 284/3117
Al Bakr et al. (2) 2020 0.012 (0.002, 0.085) 0/42
Alrohimi et al. 2020 0.010 {0.000, 0.038) 1/101
Alrohimi et al. 2021 0.040 (0.011, 0.087) 4/100
AREST 2021 0.068 (0.025, 0.130) 6/88
Gioia et al. 2016 0.033 (0.003, 0.093) 2/60
Seiffge et al. (2) 2018 0.124 (0.109, 0.139) 238/1925
Subgroup within 2 weeks (1*2=89.96 % , P=0.000) 0.043 (0.010, 0.098) 251/2316
Overall (1*2=88.02 % , P=0.000) 0.049 (0.028, 0.075) 535/5433

Test for Subgroup Differences: Que= 0,08, df= 1, p= 0.7786

—.
: N
_.7
——
—_— T
T i T T 1
003 oo7T o1 014

Arcsine of Square Root Proportion

Supplementary Figure-S7. Forest plot presenting the pooled proportion of women initiating oral

anticoagulants.
Studies Estimate (95% C.I.)
Al Bakr et al. (1) 2020 0.564 (0.432, 0.691)
SATES 2020 0,640 (0.529, 0.744)
Seiffge et al, (1) 2019 0.366 (0.348, 0.383)
Triple AXEL 2017 0.415 (0.345, 0.487)
Subgroup within 1 week (1*2=90.57 % , P=0.000) 0.484 (0.368, 0.602)
Al Bakr et al. (2) 2020 0,452 (0,306, 0,603)
Alrohimi et al. 2020 0,347 (0.257, 0.442)
Alrohimi et al. 2021 0.510 (0.412, 0.607)
AREST 2021 0.557 (0.453, 0.659)
Gioia et al. 2016 0.333 (0.221, 0.457)
Seiffge et al. (2) 2019 0.644 (0.622, 0.665)
Subgroup within 2 weeks (1*2=92.46 % , P=0.000) 0.478 (0.354, 0.603)
QOverall (1*2=97.75 % , P=0.000) 0.483 (0.373, 0.592)

Testfor Subgroup Differences: Q,, =0.18, df= 1, p =068

Women

31/55
48/75
109272987

T6/183
1247/3300

1a/42
35/101
51/100
49/88

20/60
1239/1925
1413/2316

2660/5616

———

T t T 1
038 048 (23] 074
Arcsine of Square Root Proportion



Supplementary Figure-S8. Forest plot presenting the mean age of patients initiating oral

anticoagulants.
Studies Estimate (95% C.I.)
Al Bakr et al. (1) 2020 66.000 (63.595, &8.405) -
SATES 2020 78.300 (76.037, B0.563)
Seiffge et al, (1) 2019 77.000 (76.641, 77.359) i -
Triple AXEL 2017 70.400 (€8.893, 71.9%07) —
Subgroup within 1 week (1*2=97.95 % , P=0.000) 72.971 (68.021, 77.920) ——— e ———
Al Bakr et al, (2) 2020 63.500 (58.389, €8,611)
Alrohimi et al. 2020 72.400 (70.157, 74.643) —_—-
Alrohimi et al. 2021 79.000 (76.844, 81.156) .
AREST 2021 73.000 (70.347, 75.653)
Gioia et al. 2016 71.000 (66.192, 75.808)
Seiffge et al, (2) 2019 76.000 (75.598, 76.402) | |
Subgroup within 2 weeks (1*2=89.71 % , P=0.000) 73.215 (70.461, 75.969) —_—T
Overall (142=95.52 % , P=0.000) 73.331 (71.676, 74.986) ==

Testfor Subgroup Differences: 0.,5: 000, 0f=1,p=100 r T T T

Supplementary Figure-S9. Forest plot presenting the mean baseline NIHSS score of patients

initiating oral anticoagulants.

Studies Estimate (95% C.I.)

Al Bakr et al. (1) 2020 4.000 (3.207, 4.793) .

SATES 2020 6.000 (4.665, 7.335) —_—.-——

Seiffge et al. (1) 2019 7.000 (6.749, 7.251) i : 5

Triple AXEL 2017 2.000 (1.565, 2.435) —— |

Subgroup within 1 week (1*2=99.25 % , P=0.000) 4.741 (1.739, 7.742) —

Al Bakr et al. (2) 2020 9.300 (8.151, 10.44%9) ¢ — .
Alrohimi et al. 2020 1.300 (0.851, 1.749) —— !

Alrohimi et al, 2021 4.700 (3.524, 5.878) —_—

AREST 2021 €.800 {5.129, 8.471) — .
Gioia et al, 2016 2.000 (1.241, 2.759) . i

Seiffge et al. (2) 2019 9.000 (B.643, 9.357) N B
Subgroup within 2 weeks (1*2=99.4 % , P=0.000) 5.506 (1.322, 9.0390)

Overall (1*2=99.27 % , P=0.000) 5.193 (3.164, 7.222) —

Testfor Subgroup Differences: Q,, = 0.09, df= |, p=0.76 y ! : L ] L



Supplementary Figure-S10. Forest plot presenting the mean baseline CHA2DS2-VASc score of

patients initiating oral anticoagulants.

Studies Estimate (95% C.I.)

Al Bakr et al. (1) 2020 3.300 (3.089, 3.511) —

SATES 2020 5.000 (4.661, 5.339)

Seiffge et al. (1) 2019 5,000 (4.953, 5.047) -
Triple AXEL 2017 2.500 (2.268, 2.732) —W—

Subgroup within 1 week (1*2=99.53 % , P=0.000) 3.845 (2.632, 5.267)

Al Bakr et al. (2) 2020 3.500 (3.258, 3.742) .

AREST 2021 4.100 (3.766, 4.434) ——

Gioia et al. 2016 5.000 (4.620, 5.380) ——
Seiffge et al, (2) 2019 5.000 (4.933, 5.087) . 3
Subgroup within 2 weeks (1*2=98.11 % , P=0.000) 4.400 (3.583, 5.217) e e —
Overall (1*2=99.13 % , P=0.000) 4.173 (3.680, 4.666) —_—

Test for Subgroup Differences: Q,, = 0.20, df= 1, p=0.65 ! : J 2 i X

25 3 35 4 45 5

Supplementary Figure-S11. Forest plot presenting the mean baseline HAS-BLED score of

patients initiating oral anticoagulants.

Studies Estimate (95% C.I.)

Al Bakr et al. (1) 2020 3.000 (2.604, 3.39¢) '

Seiffge et al. (1) 2019 3.000 (2.964, 3.036) i =

Triple AXEL 2017 1.300 (1.170, 1.430) —@— 1

Subgroup within 1 week (1*2=99.67 % , P=0.000) 2.42% (1.131, 3.727)

Al Bakr et al. (2) 2020 3.000 (2.546, 3.454)

Gioia et al. 2016 2.300 (2.148, 2.452) —a— ]

Seiffge et al. (2) 2019 3.200 (3.146, 3.254) } =
Subgroup within 2 weeks (1*2=98.34 % , P=0.000) 2.82% (2.133, 3.524) ——
Overall (12=99.36 % , P=0.000) 2.620 (2.164, 3.077) ————————

Test for Subgroup Differences: Q,, =020, df= |, p=0.66 r T T : T 1




Supplementary Figure-S12. Forest plot presenting the mean baseline infarct volume (in ml) of

patients initiating oral anticoagulants.

Studies Estimate (95% C.I.)

Alrohimi et al. 2020 2.500 (1.408, 3.592) —J——

Alrohimi et al. 2021 5.100 (3.591, 6.609) - n

Gioia et al. 2018 §.000 (5.470, 10.530) L
Subgroup within 2 weeks (1*2=89.38 % , P=0.000) 5.011 (2.162, 7.860) —_——
Triple AXEL 2017 5.400 {4.125, 6.675) ——
Subgroup within 1 week (I*2=NA , P=NA) 5.400 (4.125, 6.675) — T

Overall (1*2=86.71 % , P=0.000) 5.057 (3.028, 7.087) ————— T e

Test for Subgroup Differences: Q, =005, df=1,p=0.83 r T T T 1

Supplementary Figure-S13. Forest plot presenting the pooled proportion of patients with a

history of stroke prior the index event, initiating oral anticoagulants.

Studies Estimate (95% C.I.) Prior Stroke

Al Bakr et al. (1) 2020 0.036 (0.004, 0.101) 2/55 B e — 1

SATES 2020 0.187 (0.107, 0.282) 14/75 .-

Seiffge et al. (1) 2019 0.233 (0.218, 0.249) 697/2987 B
Subgroup within 1 week (1*2=90.85 % , P=0.000) 0.145 (0.048, 0.281) 713/3117

Al Bakr et al. (2) 2020 0.143 (0.055, 0.263) 6/42

AREST 2021 0.216 (0.137, 0.307) 19/88 - -
Seiffge et al. (2) 2019 0.159 (0.143, 0.176) 307/1925 - W

Subgroup within 2 weeks (1*2=0 % , P=0,380)  0.161 (0.146, 0.178) 332/2055 -

Overall (1*2=91.46 % , P=0.000) 0.166 (0.119, 0.219) 1045/5172 -—'ﬁ:::ﬁ—-

Testfor Subgroup Differences: Q, =011, df=1,p=074 r T — T 1
] 008 016 023 031
Arcsine of Square Root Propertion



Supplementary Figure-S14. Forest plot presenting the pooled proportion of patients with

hypertension, initiating oral anticoagulants.

Studies Estimate (95% C.I.) Hypertension

Al Bakr et al. (1) 2020 0.800 (0.685, 0.894) 44/55 - -

SATES 2020 0.733 (0.628, 0.827) 55/75 = -

Seiffge et al. (1) 2018 0.761 (D.745, 0.776) 2272/2987 E B

Triple AXEL 2017 0,639 (0.569, 0.707) 117/183 ——8%——

Subgroup within 1 week (1*2=76.98 % , P=0.005) 0.731 (0.660, 0.796) 2488/3300 — ———=—

Al Bakr et al. (2) 2020 0.738 (0.596, 0.858) 31/42 :

AREST 2021 0.955 (0.901, 0.988) 84/88 I .
Seiffge et al. (2) 2018 0.727 (0.707, 0.748) 1399/1925 ——

Subgroup within 2 weeks (1*2=94.71 % , P=0.000) 0.823 (0.626, 0.956) 1514/2055

Overall (1*2=88.53 % , P=0.000) 0.766 (0.717, 0.812) 4002/5355 -—ﬁ—-

Test for Subgroup Differences: Q, = 1.01, df= |, p=0.31 r T — T 1
asT -1 ovs o8s [ 1]

Arcsine of Square Root Proportion

Supplementary Figure-S15. Forest plot presenting the pooled proportion of patients with

dyslipidemia, initiating oral anticoagulants.

Studies Estimate (95% C.I.) Dyslipidemia

AREST 2021 0.659 (0.557, 0.754) 58/88 i e
Seiffge et al. (2) 2019 0.301 (0.280, 0.321) 579/1925 E o

Subgroup within 2 weeks (1*2=97.79 % , P=0.000) 0.475 (0.152, 0.810) 637/2013

SATES 2020 0.227 (0.140, 0.328) 17/75

Seiffge et al. (1) 2019 0.335 (0.319, 0.352) 100272987 L 3

Triple AXEL 2017 0.186 (0.133, 0.245) 34/183 —&—— 4

Subgroup within 1 week (1%2=91.69 % , P=0.000) 0.251 (0.143, 0.369) 1053/3245 ———— —_———-

Overall (1*2=84.26 % , P=0.000) 0.328 (0.261, 0.399) 1690/5258 —~——m

Testfor Subgroup Differences: Q,, =233 df=1,p=0.13 — T T 1
an 03 o4& &4 ast
Arcsine of Square Root Proportion



Supplementary Figure-S16. Forest plot presenting the pooled proportion of patients with diabetes

mellitus, initiating oral anticoagulants.

Studies Estimate (95% C.I.) Diabetes Mellitus

Al Bakr et al. (1) 2020 0.273 (0.164, 0.397) 15/55

SATES 2020 0.200 (0.118, 0.257) 15/75

Seiffge et al. (1) 2019 0.266 (0.250, 0.282) 795/2987 E B

Triple AXEL 2017 0.186 (0.133, 0.245) 34/183 e

Subgroup within 1 week (1*2=62.56 % , P=0.046) 0.233 (0.184, 0.286) 859/3300 p—

Al Bakr et al. (2) 2020 0.571 (0.421, 0.716) 24/42

AREST 2021 0.364 (0.267, 0.466) 32/88 —_—.-——

Seiffge et al. (2) 2018 0.214 (0.195, 0.232) 41171925 S B

Subgroup within 2 weeks (1"2=93.72 % , P=0.000) 0.367 (0.185, 0.570) 467/2055 —— T T ————

Overall (1*2=87.48 % , P=0.000) 0.268 (0.221, 0.317) 1326/5355 -

Test for Subgroup Differences: Q, =217, di=1.p=0.14 T T T T
a1z 0z a5t o

04z
Arcsine of Square Root Proportion

Supplementary Figure-S17. Forest plot presenting the pooled proportion of patients with chronic

kidney failure, initiating oral anticoagulants.

Studies Estimate (95% C.I.) Renal Dysfunction
Al Bakr et al. (1) 2020 0.200 (0.106, 0.315) 11/55

Seiffge et al. (1) 2019 0.199 (0.184, 0.213) 593/2987
Subgroup within 1 week (1*2=0 % , P=0.978) 0.199 (0.185, 0.213) 604/3042
Al Bakr et al. (2) 2020 0.333 (0.200, 0.481) 14/42

Seiffge et al, (2) 2019 0,159 (0.143, 0.176) 30771925
Subgroup within 2 weeks (1*2=85.48 % , P=0.009) 0.22% (0.087, 0.413) 321/1967
Overall (1*2=82.65 % , P=0.001) 0.193 (0.156, 0.233) 925/5009

Test for Subgroup Differences: Q,, =0.05,df= |, p=082

r T T T
o000 aw oz28 o3
Arcsine of Square Root Propartion



Supplementary Figure-S18. Funnel plot on the reported rates of ischemic stroke recurrence in

patients with early initiation of oral anticoagulants (p for Egger's test=0.8507).
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Supplementary Figure-S19. Funnel plot on the reported rates of symptomatic ICH in patients

with early initiation of oral anticoagulants (p for Egger's test=0.7688).
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Supplementary Figure-S20. Funnel plot on the reported rates of any ICH in patients with early

initiation of oral anticoagulants (p for Egger's test= 0.3874).
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Supplementary Figure-S21. Funnel plot on the reported rates of all-cause mortality in patients

with early initiation of oral anticoagulants (p for Egger's test< 0.001).
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Supplementary Figure-S22. Forest plot presenting the risk ratio of symptomatic ICH among

patients treated with DOACs versus VK As, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 Within 1 week
Seiffge etal. {13 2019 11 1674 28 1312 455% 0.31 [0.15, 0.62] —i—
Triple AXEL 2017 i] a5 i] aa Mot estimahle
Subtotal {95% CI) 1770 1400 49.5% 0.31 [0.15, 0.62] -
Total events 11 28

Heterogeneity: Mot applicable
Testfor overall effect: £= 3.33 (P = 0.0009)

1.2.2 Within 2 weeks

AREST 2021 0 4 1 47 2.4% 0.381[0.02,9.10]

Seiffge etal. (2) 2019 11 93 25 944 481% 0.42[0.21, 0.86] ——
Subtotal (95% Cl) 1022 991  50.5% 0.42 [0.21, 0.84] -
Total events 11 26

Heterageneity: Tau®= 0.00; Chif=0.00, df=1 (P =095 F=0%
Testfor overall effect: Z=2.47 (P =0.01)

Total (95% CI) 2792 2391 100.0% 0.36 [0.22, 0.59] -

Total events 22 54

Heterogeneity, Tau®= 0.00; Chi*= 040, df= 2 {F=082), F=0% f t t {
. 0.01 0.1 10 100

Testfor overall effect: Z= 410 (P = 0.0001) Favours DOAC  Favours VKA

Test for subgroup diferences: ChifF=040,df =1 {F=053), F=0%

Supplementary Figure-S23. Forest plot presenting the risk ratio of any ICH among patients

treated with DOACs versus VK As, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Within 1 week
Triple AXEL 2017 30 95 25 87 986.2% 1.10[0.70,1.71)
Subtotal (95% CI) 95 87 86.2% 1.10[0.70,1.71]
Total events 30 25

Heterogeneity. Not applicable
Test for overall effect Z=0.42 (P = 0.69)

1.4.2 Within 2 weeks

AREST 2021 5 4 B 47 13.8% 0.96 [0.31, 2.90] " R
Subtotal (95% CI) 41 47  13.8% 0.96 [0.31, 2.90] i
Total events 5 B

Heterogeneity: Mot applicable
Test for overall effect Z=0.08 (P = 0.94)

Total (95% CI) 136 134 100.0% 1.08 [0.71, 1.63] -
Total events 35 Kyl

Heterogeneity: Tau®= 0.00; Chi*= 0.05, df=1 (P = 0.82), F= 0%
Testfor overall effect Z=036 (P=0.72)

Test for subaroup differences: Chi*= 0.05, df=1 (P=0.82). F=0%

005 02 5 20
Favours DOAC Favours VKA



Supplementary Figure-S24. Forest plot presenting the risk ratio of all-cause mortality among

patients treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.3.1 Within 1 week
Seiffge etal. (1) 2019 78 1675 203 1312 464% 0.30[0.23,0.39] -
Triple AXEL 2017 0 95 1] 88 Not estimable
Subtotal (95% CI) 1770 1400 46.4% 0.30 [0.23, 0.39] ‘
Total events 78 203

Heterogeneity. Not applicable
Test for overall effect: Z= 9.38 (P = 0.00001)

1.3.2 Within 2 weeks

AREST 2021 2 4 4 47 7.3% 057 [0.11,2.97]

Seiffge et al. (2) 2019 83 9 155 0944 46.4% 0.52 [0.40, 0.66) -
Subtotal (95% CI) 1022 991 53.6% 0.52 [0.40, 0.66] -
Total events 85 158

Heterogeneity. Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.90); = 0%
Test for overall effect: Z= 5.21 (P = 0.00001)

Total (95% CI) 2792 2391 100.0% 0.40 [0.25, 0.65] -.-

Total events 163 362

Heterogeneity: Tau f011;Ch|’=_9.01,df=2(P=0.I]13; =78% o1 02 o's 1 0
Test for overall effect Z=3.72 (P =0.0002) Favours DOAC Favours VKA

Test for subaroup differences: Chi*= 9.00, df=1 (P = 0.003), F=88.9%

Supplementary Figure-S25. Forest plot presenting the risk ratio of women among patients treated

with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.6.1 Within 1 week
Seiffge et al. (1) 2019 487 1675 B05 1312 259% 0.63[0.57, 0.69] -
Triple AXEL 2017 40 95 36 88 24.2% 1.03[0.73,1.45) b
Subtotal (95% Cl) 1770 1400 50.1%  0.78[0.49,1.26] i
Total events 527 641

Heterogeneity: Tau®= 0.10, Chi*=7.23, df=1 (P = 0.007), F= 86%
Test for overall effect Z=1.01 (P=0.31)

1.6.2 Within 2 weeks

AREST 2021 % 4 23 47 239%  1.30(0.89,1.89) e Bt
Seiffge et al. (2) 2019 784 981 455 944 26.0%  1.66[1.54,1.79 -
Subtotal (95% CI) 1022 991 49.9%  1.57 [1.29,1.92) g
Total events 810 478

Heterogeneity: Tau®*= 0.01; Chi*=1.61,df=1 (P = 0.20); F= 38%
Test for overall effect Z= 4.49 (P < 0.00001)

Total (95% Cl) 2792 2391 100.0%  1.08[0.58,2.04] i

Total events 1337 1119

Heterogeneity: Tau®= 0.40; ChF*= 250,65, df= 3 (P < 0.00001); F= 99% = o + b
Test for overall effect Z= 0.25 (P = 0.80) ' Favours VKA Favours DOAC

Test for subaroup differences:; Chi*= 7.03, df=1 (P = 0.008), F= 85.8%



Supplementary Figure-S26. Forest plot presenting the mean difference of age (in years) among

patients treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Within 1 week
Seiffge etal, (1) 2019 77 11 1675 7712 1312 586% 0.00 [-0.84, 0.84)]
Triple AXEL 2017 70.2 101 95 706 108 88 44% -0.40[-3.45 265
Subtotal (95% Cl) 1770 1400 63.0% -0.03[-0.83,0.78])
Heterogeneity: Tau®= 0.00; Chi*= 0.06, df=1 (P = 0.80), F=0%
Test for overall effect: Z= 0.07 (P = 0.95)

1.5.2 Within 2 weeks

AREST 2021 726 149 41 743 105 47  14% -1.70[-7.186, 3.76]

Seiffge etal. (2) 2019 76 12 981 76 12 944 356% 0.00 [-1.07,1.07] t

Subtotal (95% CI) 1022 991 37.0% -0.06[-1.12,0.99]

Heterogeneity: Tau®= 0.00; Chi*= 0.36, df=1 (P = 0.55); F=0%

Testfor overall effect Z=012 (P=091)

Total (95% Cl) 2792 2391 100.0%  -0.04[-0.68, 0.60] ?
Heterogeneity: Tau®= 0.00; Chi*= 0.42, df= 3 (P = 0.94); F= 0% 4 2 3 2 4
Testfor overall effect. Z=0.13 (P = 0.90) Favours DOAC Favours VKA

Test for subaroup differences: Chi*= 0.00, df=1 (P = 0.96), F= 0%

Supplementary Figure-S27. Forest plot presenting the mean difference of baseline NIHSS score

among patients treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.7.1 Within 1 week
Seiffge etal. (1) 2019 6 6 1675 8 7 1312 309% -2.00[-2.48,-1.52] -
Triple AXEL 2017 34 486 35 2. 3 88 27.0% 1.40[0.28, 2.52] e
Subtotal (95% Cl) 1770 1400 57.9%  -0.34[-3.67,2.99] —aiiEs—

Heterogeneity. Tau®= 5.59; Chi*= 30,12, df=1 (P < 0.00001); F=97%
Test for overall effect Z=0.20 (P = 0.84)

1.7.2 Within 2 weeks

AREST 2021 65 76 41 72 84 47 122% -0.70[-4.04,264) _
Seiffge etal, (2) 2019 8 7 981 10 8 944 299% -2.00[-267,-1.33) ——
Subtotal (95% CI) 1022 991 421% -1.95[-2.61,-1.29] ’

Heterogeneity. Tau®= 0.00; Chi*= 0.56, df=1 (P = 0.46); F=0%
Testfor overall effect: Z= 5.79 (P < 0.00001)

Total (95% CI) 2792 2391 100.0% -0.92[-2.41,0.56] ‘r
Heterogeneity; Tau®=1.80; Chi*= 32.03, df= 3 (P =< 0.00001); F=91% _v:' 32 3 % i
Test for overall effect Z=1.22 (P=0.22) Favours DOAC Favours VKA

Testfor subgroup differences: Chi*= 0.86, df=1 (P = 0.35), F=0%



Supplementary Figure-S28. Forest plot presenting the mean difference of baseline CHA2DS:-

VASc score among patients treated with DOACs versus VKAs, stratified by the timing of

treatment initiation.

DOAC VKA Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.12.1 Within 1 week

Seiffge etal. (1) 2019 5 3 1675 5 2132 416% 0.00 (0.18,0.18]
Triple AXEL 2017 27 17 95 23 14 88 15.3% 0.40[-0.05, 0.85]
Subtotal (95% CI) 1770 1400 56.9%  0.14[-0.23, 0.52]

Heterogeneity: Tau®= 0.05, Chi*= 2.62,df=1 (P=0.11), F=62%
Test for overall effect Z=0.75 (P = 0.45)

1.12.2 Within 2 weeks

AREST 2021 3816 M4 43 15 47 84% -050[-1.15015)
Seiffge etal. (2) 2019 5 2 9 5 3 944 345% 0.00[-0.23,0.23)
Subtotal (95% ClI) 1022 991 431% -0.15[-0.61,0.30]

Heterogeneity: Tau®= 0.06; Chi*= 2.02, df=1 (P = 0.16), F=50%
Test for overall effect: Z= 0.66 (P = 0.51)

Total (95% CI) 2792 2391 100.0%  0.02[-0.18,0.22]

S

Heterogeneity: Tau*= 0.02; Chi*=5.26, df=3 (P=0.15); F= 43%
Test for overall effect Z= 0.19 (P = 0.85)
Testfor subaroup differences: Chi*=0.99, df=1(P=0.32), F=0%

t + ., +
-1 -0.5 0 0.5 1

Favours DOAC Favours VKA

Supplementary Figure-S29. Forest plot presenting the mean difference of baseline HAS-BLED

score among patients treated with DOACs versus VKAs, stratified by the timing of treatment

initiation.

DOAC VKA Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.13.1 Within 1 week

Seifige et al. (1) 2019 3 05 1675 3 03 1312 33.7% 0.00 [-0.03, 0.03]
Triple AXEL 2017 14 09 95 1.2 08 88 32.6% 0.20 [-0.05, 0.45]
Subtotal (95% ClI) 1770 1400 66.3%  0.06 [-0.12, 0.24]

Heterogeneity: Tau®= 0.01; Chi*= 2.50, df=1 (P=0.11), F= 60%
Test for overall effect: Z= 0.66 (P = 0.51)

1.13.2 Within 2 weeks

Seiffge et al. (2) 2019 3 05 931 4 0.4 944 337% -1.00[1.04,-096)
Subtotal (95% CI) 981 944 33.7% -1.00[-1.04, -0.96)
Heterogeneity: Mot applicable

Test for overall effect Z= 48.55 (P < 0.00001)

Total (95% CI) 2751 2344 100.0%  -0.27 [-1.07,0.52]

Heterogeneity. Tau®= 0.49; Chi*=1575.42, df= 2 (P < 0.00001); F=100%
Test for overall effect. Z= 0.67 (P = 0.50)
Test for subaroup differences: Chi*= 126.40, df=1 (P < 0.00001), F= 99.2%
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Supplementary Figure-S30. Forest plot presenting the risk ratio of prior stroke among patients

treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.8.1 Within 1 week
Seiffge etal. (1) 2019 353 1675 344 1312 41.2% 0.75[0.63,0.89] —
Subtotal (95% CI) 1675 1312 41.2% 0.75 [0.63, 0.89] g3
Total events 353 344

Heterogeneity. Not applicable
Testfor overall effect Z= 3.29 (P = 0.0010)

1.8.2 Within 2 weeks

AREST 2021 9 41 10 47 191% 1.04 [0.38, 2.88) — =
Seiffige et al. (2) 2019 184 981 123 944 397% 1.54 [1.20,1.98] ——
Subtotal (95% CI) 1022 991 58.8% 1.51[1.18,1.92] e
Total events 193 133

Heterogeneity: Tau®= 0.00; Chi*= 054, df=1 (P = 0.46), F=0%
Test for overall effect Z= 3.34 (P = 0.0009)

Total (95% CI) 2697 2303 100.0%  1.06[0.58, 1.94] i

Total events 546 477

Heterogeneity Tau®= 0.22; Chi*= 21.92, df= 2 (P = 0.0001); F=91% u:z lJ:5 2 5
Testfor overall effect Z= 0.20 (P = 0.84) " Eavours DOAC Favours VKA

Test for subaroup differences: Chi#= 21.38, df=1 (P < 0.00001), F= 95.3%

Supplementary Figure-S31. Forest plot presenting the risk ratio of hypertension among patients

treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.10.1 Within 1 week
Seiffge etal. (1) 2019 1266 1675 1006 1312 37.6% 0.99[0.95,1.03]

Triple AXEL 2017 65 95 52 B8 T7.0% 1.16[0.93,1.44]
Subtotal (95% Cl) 1770 1400 44.6% 1.03 [0.89, 1.18]
Total events 13 1058

Heterogeneity: Tau*= 0.01; Chi*=1.97, df=1 (P=0.16); F= 49%
Test for overall effect Z=0.38 (P = 0.69)

1.10.2 Within 2 weeks

AREST 2021 38 4 46 47 221% 0.95 [0.86, 1.04] —
Seiffge et al. (2) 2019 736 981 663 944 333% 1.071.01,1.13] ——
Subtotal (95% Cl) 1022 991 554%  1.01[0.90,1.14] il
Total events 774 709

Heterogeneity: Tauw®=0.01; Chi*=4.57, df=1 (P=003); F=78%
Testfor overall effect Z=0.21 (P=0.84)

Total (95% CI) 2792 2391 100.0%  1.01[0.95,1.08] -

Total events 2105 1767

Heterogeneity: Tau?= 0.00; Chi*= 8.58, df= 3 (P = 0.04); F= 65% o7 obs 1 -
Testfor overall effect Z= 0.45 (P = 0.65) Favours DOAC Favours VKA

Test for subaroup differences: Chi*= 0.03, df=1 (P=0.87), F=0%



Supplementary Figure-S32. Forest plot presenting the risk ratio of dyslipidemia among patients

treated with DOACs versus VKAs, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.11.1 Within 1 week
Seiffge etal. (1) 2019 510 1675 492 1312 396% 0.81[0.73, 0.90] =
Triple AXEL 2017 16 a5 18 88 6.9% 0.82[0.45,1.51]
Subtotal (95% CI) 1770 1400 46.5% 0.81 [0.74, 0.90] ’
Total events 526 510

Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.96); F= 0%
Test for overall effect: Z= 4.11 (P < 0.0001)

1.11.2 Within 2 weeks

AREST 2021 24 41 34 47 18.4% 0.81[0.59,1.11] —_—
Seiffge etal. (2) 2019 229 91 350 944 351% 0.63[0.55,0.72] —&—
Subtotal (95% Cl) 1022 991 53.5%  0.69 [0.54,0.87] e

Total events 253 384

Heterogeneity. Tau®= 0.02; Chi*= 2.06, df=1 (P=0.15); F=51%
Testfor averall effect Z= 3.18 (P = 0.001)

Total (95% CI) 2792 2391 100.0%  0.74[0.62,0.88] =

Total events 779 894

Heterogeneity: Tau®= 0.02; Chi*= 8.66, df= 3 (P = 0.03); F= 65% 0{5 n=? 1I5 2
Test for overall effect: Z = 3.36 (P = 0.0008) Favours DOAC Favours VKA

Test for subaroup differences: Chi*=1.73,df=1(P=019), F= 420%

Supplementary Figure-S33. Forest plot presenting the risk ratio of diabetes mellitus among

patients treated with DOACs versus VK As, stratified by the timing of treatment initiation.

DOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.9.1 Within 1 week
Seiffge et al. (1) 2019 390 1675 405 1312 36.8% 0.75 [0.67, 0.85) -
Triple AXEL 2017 24 a5 10 88 134% 222113, 4.38) —
Subtotal (95% CI) 1770 1400 50.2% 1.23 [0.43, 3.52] e ——
Total events 414 415
Heterogeneity. Tau®= 0.52; Chi*= 9.46, df=1 (P =0.002);, F= 89%
Test for overall effect. Z=0.38 (P=0.70)
1.9.2 Within 2 weeks
AREST 2021 10 M 22 47 150% 0.52[0.28,0.97] . —
Seifige et al. (2) 2019 206 981 205 944 347%  097[0.81,1.15) I
Subtotal (95% Cl) 1022 991 49.8% 0.76 [0.42,1.38]
Total events 216 227
Heterogeneity. Tau®= 0.14, Chi®= 3.56, df=1 (P = 0.06), F=72%
Test for overall effect: Z=0.89 (P = 0.37)
Total (95% CI) 2792 2391 100.0% 0.90 [0.66, 1.22] <
Total events 630 642
Heterogeneity. Tau®= 0.06, Chi*= 1580, df=3 (P=0.001), F=81% 01'2 U'LS 5 g
Test for overall effect: Z= 0.68 (P = 0.50) i Favour-s DOAC Favours VKA

Testfor subaroup differences: Chi*= 059, df=1(P=0.44), F=0%



Supplementary Figure-S34. Forest plot of leave-one-out analysis for the pooled proportion of

patients with IS recurrence following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.)

Overall 0.053 (0.037, 0.073) <=

- Al Bakretal (1)2020 0.055 (0.037, 0.075) [ ]

- AlBakretal (2)2020 0.054 (0.037, 0.074) L ]

- Alrohimi et al. 2020 0.055 (0.037, 0.07€) [ ]

- Alrohimi et al. 2021 0.049 (0.033, 0.0€7) | ]

- AREST 2021 0.046 (0.033, 0.061) n

- Gioia et al. 2016 0.055 (0.038, 0.076)

- Seiffge et al. (1) 2019 0.054 (0.029, 0.086) =

- Seiffge et al. (2) 2019 0.055 (0.031, 0.087) ]

- Triple AXEL 2017 0.061 (0.045, 0.079) =
003 004 006 007 (1]
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Supplementary Figure-S35. Forest plot of leave-one-out analysis for the pooled proportion of

patients with symptomatic ICH following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.)

Overall 0.013 (0.008, 0.021) <>

- Al Bakr et al. (1)2020 0.013 (0.008, 0.019) n

- Al Bakr et al. (2)2020 0.013 (0.008, 0.019) ]

- Alrohimi et al, 2020 0.014 (0.008, 0,022) [} .
- Alrohimi et al. 2021 0.014 (0.008, 0.022) |

- AREST 2021 0.014 (0.007, 0.021) B

- Gioia et al. 2016 0.014 (0.008, 0.021) B

- SATES 2020 0.014 (0.008, 0.022) ]

- Seiffge et al. (1) 2019 0.014 (0.005, 0.025) = | >
- Seiffge et al. (2) 2019 0.012 (0.005, 0.022) | ]

- Triple AXEL 2017 0.015 (0.009, 0.023) .
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Supplementary Figure-S36. Forest plot of leave-one-out analysis for the pooled proportion of

patients with any ICH following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.)
Overall 0.170 (0.090, 0.269) ia
- Al Bakretal (1)2020 0.153 (0.073, 0.257) [ |
- Al Bakretal (2)2020 0.152 (0.073, 0.253) L ]
- Alrohimi et al, 2020 0.190 (0.102, 0.298) v . >
- Alrohimi et al. 2021 0.198 (0.119, 0.292) |
- AREST 2021 0.177 (0.085, 0.294) . -
- Gioia et al. 2016 0.176 (0.086, 0.289) - ‘m
- SATES 2020 0.164 (0.077, 0.277) L B
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Supplementary Figure-S37. Forest plot of leave-one-out analysis for the pooled proportion of

patients with all-cause mortality following the initiation of oral anticoagulants.

Studies Estimate (95% C.I.)

Overall 0.035 (0.008, 0.079) —

- Al Bakretal (1)2020 0.034 (0.007, 0.082) =

- Al Bakretal. (2) 2020 0.038 (0.009, 0.086) —

- Alrohimi et al, 2020 0.039 (0.009, 0.089) -

- Alrohimi et al, 2021 0.034 (0.006&, 0.082) -

- AREST 2021 0.031 (0.005, 0.078) LS

- Gioia et al. 2016 0.035 (0.007, 0.082) 3

- SATES 2020 0.038 (0.009, 0.087) -

- Seifige et al. (1)2019 0.038 (0.010, 0.083) =

- Selffge et al. (2) 201§ 0.023 (0.014, 0.035) | |
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Supplementary Figure-S38. Forest plot of leave-one-out analysis for the risk ratio of IS
recurrence among patients treated with DOACs versus VKAs.

Studies Estimate (95% C.I.)

Overall 0.649 (0.51€, 0.81¢€)

- Seiffge etal. (1)2019 0.€49 (0.449, 0.937) ]

- Triple AXEL 2017 0.647 (0.514, 0.814) = B

- AREST 2021 0.642 (0.507, 0.813) < =
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Supplementary Figure-S39. Forest plot of leave-one-out analysis for the risk ratio of
symptomatic ICH among patients treated with DOACs versus VKAs.
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Supplementary Figure-S40. Forest plot of leave-one-out analysis for the risk ratio of any ICH

among patients treated with DOACs versus VKAs.
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Supplementary Figure-S41. Forest plot of leave-one-out analysis for the risk ratio of all-cause

mortality among patients treated with DOACs versus VKAs.
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Supplementary Figure-S42. Forest plot presenting the pooled proportion of patients with IS
recurrence following the initiation of oral anticoagulants, stratified by study design (observational

studies versus RCTs).
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Supplementary Figure-S43. Forest plot presenting the pooled proportion of patients with
symptomatic ICH following the initiation of oral anticoagulants, stratified by study design

(observational studies versus RCTs).
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Supplementary Figure-S44. Forest plot presenting the pooled proportion of patients with any

ICH following the initiation of oral anticoagulants, stratified by study design (observational studies

versus RCTs).

Study or
Subgroup Events Total

AlBakretal (12020 17 55

Al Bakr et al. (2) 2020 14 42
Alrohimi et al. 2020 6 101
Alrohimi et al. 2021 3 100
Gioia et al. 2016 8 60

SATES 2020 16 75

AREST 2021 11 88

Triple AXEL 2017 55 182
Total (95% CI) 703

Weight 1V, Random, 95% CI v, Rgndom, 95% CI
12.0% 0.31[0.19, 0.45] ——
11.5%  0.33[0.20, 0.50] =

12.9% 006[0.02,0.12] - —

129% 0.03[0.01,0.09) #W— |

12.2% 0.13[0.06, 0.25] —i—
12.5% 0.21[0.13, 0.32] ——

12.7% 0.12[0.06, 0.21] —.——

13.4%  0.30 [0.24, 0.37] .
100.0% 0.17 [0.09, 0.27] -_-—

Heterogeneity: Tau® = 0.027; Chi® = 71.04, df = 7 (P < 0.01); I> = 90% ' ' ! '
Test for subgroup differences: Chi? = 0.26, df = 1 (P = 0.61) 01 02 03 04



Supplementary Figure-S45. Forest plot presenting the pooled proportion of patients with all-
cause mortality ICH following the initiation of oral anticoagulants, stratified by study design

(observational studies versus RCTs).
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Supplementary Figure-S46. Forest plot presenting the risk ratio of IS recurrence among patients
treated with DOACs versus VK As, stratified by study design (observational studies versus RCTs).
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Supplementary Figure-S47. Forest plot presenting the risk ratio of symptomatic ICH among
patients treated with DOACs versus VK As, stratified by study design (observational studies versus
RCTs).
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Supplementary Figure-S48. Forest plot presenting the risk ratio of any ICH among patients
treated with DOACs versus VK As, stratified by study design (observational studies versus RCTs).
In the present analysis, only RCTs were included.
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Supplementary Figure-S49. Forest plot presenting the risk ratio of all-cause mortality among
patients treated with DOACs versus VK As, stratified by study design (observational studies versus
RCTs).
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