SUPPLEMENTAL MATERIAL

Safety of Early Administration of Apixaban on Clinical Outcomes in Patients with Acute Large

Vessel Occlusion



Supplemental Table I. Study Investigators
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Supplemental Table II. Patients’ characteristics between those with and without the primary

outcome
Early group (n=263)
With primary Without primary
outcome outcome P Values
(n=46) (n=217)
Age, years, mean (SD) 77.0 (11.9) 76.5 (10.1) 0.74
Male, n (%) 24 (52.2) 118 (54.4) 0.79
32/45 187/213
mRS before onset 0 or 1, n (%) 0.005
(71.1) (87.8)
NIHSS, median [IQR] 16 [10-23] 12 [6-17] 0.009
9 [6-10] 9[8-9]
ASPECTS, median [IQR] 0.52
(n=9) (n=46)
7 [6-8] 8 [7-9]
DWI ASPECTS, median [IQR] 0.02
(n=29) (n=160)
9 [8-10] 8 [7-9]
pc-ASPECTS, median [IQR] 0.03
(n=11) (n=26)
History of cerebral infarction, n (%) 12 (14.3) 31 (26.1) 0.049
History of cerebral hemorrhage, n (%) 0 (0) 0 (0) 0
History of transient ischemic attack, n (%) 1(2.0) 0 (0) 0.17
History of subarachnoid hemorrhage, n (%) 0 (0) 1(0.5) 1.00
History of myocardial infarction, n (%) 3 (6.5) 7(3.2) 0.39
History of unstable angina, n (%) 1(2.2) 4 (1.8) 1.00
History of coronary artery disease, n (%) 1(2.2) 12 (5.5) 0.48
CHA2DS2-VASc, median [IQR] 3 [2-4] 2 [2-3] 0.047
Prior antiplatelet drug, n (%) 14 (30.4) 39 (18.0) 0.056
Prior anticoagulant drug, n (%) 14 (30.4) 48 (22.1) 0.23
Occlusion, n (%) 45 (97.8) 205 (94.5) 0.34
Anterior circulation occlusion, n (%) 36 (78.3) 181 (83.4) 0.40
Internal carotid artery , n (%) 6 (13.0) 32 (14.8) 0.77
M1 segment middle cerebral artery, n (%) 16 (34.8) 66 (30.4) 0.56
Stenosis, n (%) 4 (8.7) 17 (7.8) 0.84

Laboratories



Creatinine, mg/dL, median [IQR]

Blood glucose, mg/dL, median [IQR]

CRP, mg/dL, median [IQR]

PT-INR, median [IQR]

LDL cholesterol, mg/dL, median [IQR]

HbAlc (NGSP), %, median [IQR]
Initial treatment

rt-PA, n (%)

EVT, n (%)

TICI 2b or 3, n (%)

modified Mori Grade 3, n (%)

Age, years, mean (SD)
Male, n (%)

mRS before onset 0 or 1, n (%)

NIHSS, median [IQR]

ASPECTS, median [IQR]

DWI ASPECTS, median [IQR]

pc-ASPECTS, median [IQR]

History of cerebral infarction, n (%)

History of cerebral hemorrhage, n (%)
History of transient ischemic attack, n (%)
History of subarachnoid hemorrhage, n (%)
History of myocardial infarction, n (%)

History of unstable angina, n (%)

0.88 [0.66-1.09]
131 [110-151]
0.15 [0.09-0.87]
1.04 [0.96-1.16]
112 [88-140]
5.8 [5.7-6.1]

25 (54.4)
34 (73.9)
33 (97.1)
(n=34)
23 (92.0)
(n=25)

Late group (n=423)

With primary
outcome
(n=64)
80.3 (8.3)
35 (54.7)
48/64
(75.0)
15 [5-22]
8 [6-9]
(n=15)
7 [6-8]
(n=44)
8 [7-9]
(n=7)
18 (28.1)
1(1.6)
0(0)

0 (0)

0 (0)
0(0)

0.80 [0.67-0.97]
117 [105-136]
0.15 [0.09-0.98]
1.03[0.98-1.11]
114 [91-129]
5.9 [5.6.-6.2]

96 (44.2)

129 (59.5)

119 (92.3)
(n=129)
7 (91.2)
(n=102)

Without primary
outcome
(n=359)
77.8 (9.4)
180 (50.1)
270/352
(76.7)
14 [6-20]
8 [6-9]
(n=89)

7 [6-9]
(n=258)
9 [8-9]
(n=42)
56 (15.6)
8(2.2)
5 (1.4)
3(0.8)
10 (2.8)
8(2.2)

0.14
0.02
0.93
0.99
0.90
0.55

0.21

0.07

0.32

0.90

P Values

0.053

0.50

0.77

0.62

0.82

0.19

0.49

0.020
1.00
1.00
1.00
0.37
0.61



History of coronary artery disease, n (%)
CHA2DS2-VASc, median [IQR]
Prior antiplatelet drug, n (%)
Prior anticoagulant drug, n (%)
Occlusion, n (%)
Anterior circulation occlusion, n (%)
Internal carotid artery , n (%)
M1 segment middle cerebral artery, n (%)
Stenosis, n (%)
Laboratories
Creatinine, mg/dL, median [IQR]
Blood glucose, mg/dL, median [IQR]
CRP, mg/dL, median [IQR]
PT-INR, median [IQR]
LDL cholesterol, mg/dL, median [IQR]
HbAlc (NGSP), %, median [IQR]
Initial treatment
rt-PA, n (%)
EVT, n (%)

TICI 2b or 3, n (%)

modified Mori Grade 3, n (%)

DWI ASPECTS, Alberta Stroke Program Early CT Score on Diffusion-Weighted Imaging; ASPECTS, Alberta
Stroke Program Early CT Score; CRP, C-reactive protein; EVT, endovascular therapy; IQR, interquartile range;
LDL, low-density lipoprotein; mRS, modified Rankin scale; NGSP, National Glycohemoglobin Standardization
Program; NIHSS, National Institute of Health Stroke Scale; pc-ASPECTS, Posterior circulation-Alberta Stroke
Program Early CT Score on Diffusion-Weighted Imaging; PT-INR, prothrombin time - international normalized

ratio; rt-PA, recombinant tissue plasminogen activator; SD, standard deviation; TICI, thrombolysis in cerebral

infarction grading system

2 (3.1)
3 [2-4]
17 (26.6)
18 (28.1)
56(87,5)
50 (78.1)
13 (20.3)
19 (29.7)
9 (14.1)

0.80 [0.62-1.08]
128 [110-148]
0.17 [0.08-1.20]
1.08 [1.02-1.17]
105 [80-124]
6.0 [5.7-6.5]

16 (25.0)
26 (47.1)
23 (88.5)
(n=26)
12 (85.7)
(n=14)

21 (5.9)
3 [2-4]
68 (18.9)
80 (22.3)
331 (92.2)
285 (79.4)
47 (13.1)
130 (36.2)
33(9.2)

0.79 [0.65-0.98]
122 [105-143]
0.15 [0.07-0.60]
1.05 [0.98-1.15]
109 [89-131]
5.9 [5.6.-6.2]

131 (36.5)
169 (47.1)
154 (91.1)
(n=169)
114 (86.4)
(n=132)

0.55
0.03
0.16
0.31
0.21
0.87
0.13
0.31
0.23

0.90
0.17
0.32
0.17
0.08
0.13

0.08
0.34

0.66

1.00



Supplemental Table Ill. Bleeding events within 30 days after apixaban administration

Time of Time nﬁmc_mmn__:u Use of Use of
Age Gender mn_._._m:_.mnﬂmmn: mn__._._m:mnmﬁ“ﬂmn: of |NIHSS DW ASPECTS | Site _m._“ Pit Glu PTANR| rt-PA | EVT antiplatelet anticoagulant Bleeding
(years) of apixaban f . or pc-ASPECTS |occlusion| (10%/uL) | (mg/dL) therapy therapy events
rom apixaban
(day) before onset before onset
(day)
Early group
1 75 Male 0 0 2 7 M1P 14 96 1.16 No | Yes MNo Yes ICH
2 78 Male 0 10 2 7 BA 75 126 1 No | Yes Yes No HC
3 87 Female 1 1 9 10 P2 375 134 1.08 | Yes | No Yes Mo Unkown
4 78 Female 1 3 25 5 M1D 21.3 95 1.08 No | Yes MNo No GIB
5 69 Female 1 4 14 g ICA 211 113 098 | No | Yes Yes No Retroperitoneal
hemorrhage
[ 67 Male 1 4 16 10 VA 29.7 189 1.16 | Yes | Yes Mo Yes HC
7 g0 Female 1 12 19 7 M1D 20.5 135 1.09 No | Yes MNo No GIB
8 73 Male 1 21 16 0 EICA 21.3 134 09 No | No MNo Yes GIB
9 94 Female 1 26 3 7 M2 14.9 160 083 | Yes | Yes Mo No HC
Late group
10 81 Female 2 12 22 6 M1P 31.6 144 0.99 No | No Yes No GIB
" 85 Male 2 14 14 8 M1P 158.1 133 1.07 No | Yes Yes No ICH
12 80 Female 2 18 24 8 EICA 298 121 1 MNo | Yes Mo Yes HC
13 75 Female 3 1 23 7 BA 28.7 132 0.91 No | Yes Mo No GIB
14 78 Male 3 4 23 9 M1P 303 13 1.32 No | Yes Mo Yes HC
15 g2 Male 5 2 10 9 M3 34 148 1.61 No | No MNo Yes HC
16 59 Male 5 5 16 8 P1 22.1 106 1.13 No | No Yes No HC
17 74 Male 5 G 1 9 VA 14.4 111 1.03 Mo | No Mo No ICH
18 68 Female 5 16 9 4 M2 18.2 130 0.97 No | No Mo No HC
19 82 Female 7 5 19 7 ICA 19.4 228 1.02 No | Yes Mo No GIB
MNose

20 77 Male 12 4 7 9 P1 18.5 177 106 | Yes | No Yes No bleeding
21 81 Male 12 16 5 8 Both M1P 26.9 135 125 | Yes | Yes Mo Yes GIB

ICA: Internal carotid artery (intracranial), EICA: Internal carotid artery (extracranial), M1P: M1 proximal, M1D: M1 distal, BA: Basilar

artery, VA: Vertebral artery, ICH: Cerebral hemorrhage, HC: Hemorrhagic change after infarction, GIB: Gastrointestinal bleeding,

Unknown: Unknown of bleeding source but progression of anemia.




Supplemental Figure. Cumulative incidences of outcomes after the onset of acute large

vessel occlusions

A: Composite event of all-cause death, ISTH major bleedings, and ischemic events
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B: All-cause death
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C: ISTH major bleedings
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D: Ischemic events
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