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[ Abstract] Objective: At present, the anticoagulant therapy for acute ischemic stroke ( AIS) has been
controversial. Argatroban, as a relatively safe novel anticoagulant, is widely used in the treatment of AIS. This
study aims to systematically summarize the clinical efficacy and safety of argatroban combined with antiplatelet drugs
for AIS. Methods: CNKI, WanFang Data, VIP, PubMed, Embase, Web of Science, and the Cochrane Library
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were searched for randomized controlled trials ( RCTs) on argatroban combined with antiplatelet drugs for acute
ischemic stroke, with a search period from inception to June 2024. Two researchers independently screened the
literature according to inclusion and exclusion criteria, evaluated the quality of the included studies, extracted
data. Meta-analysis and subgroup analysis were performed using statistical software. Results; A total of 40 RCTs
involving 3 864 patients were included. Meta-analysis results showed that Argatroban combined with antiplatelet
drugs improved clinical efficacy [ odds ratio (OR) =3.51, 95% confidence interval (CI) (2.84,4.32), Z=11.73
(P <0.00001) ], enhanced the ability of daily living [ mean difference (MD) =9.81, 95% CI (8.57, 11.05),
P <0.00001], Z=15.54 (P <0.00001), improved the degree of clinical neurological deficit [ MD = —-2.55,
95%CI ( —2.88, -2.22), Z=15.09 (P <0.00001) ], coagulation parameters showed no significant abnormalities,
with activated partial thromboplastin time ( APTT) [ MD =0.94, 95% CI ( -0.29, 2.18), Z =1.50 (P =
0.13) ], fibrinogen (FIB) [MD = -0.31, 95% CI ( -0.92, 0.30), Z=0.99 (P =0.31)], and the risk of
adverse reactions was not increased [ OR =0.84, 95% CI (0.63, 1.14), Z=1.12 (P =0.26) ].

In the current treatment of AIS, the combination of antiplatelet drugs and argatroban can improve the clinical efficacy,

Conclusion :

enhance daily living ability, restore neurological function, improve prognosis, and potentially reduce disability
rate. However, more rigorous and multi-center, large sample and high-quality studies are still needed to provide
more objective and systematic evidence regarding the clinical efficacy, bleeding risk, specific dose, and application
type of argatroban in stroke.
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W o AR N BRI AT IS 8802, I i ok
U U IR YT R BN, TE R T 5 M, SR AT 4
o BT IR 5 5 M4 75 (P < 0..000 01, 1° =83% ),
K FH BEAIL A0 AL 438, 43 B 245 SR 3R Bl ithy BEEK &
i/ MR 25 %F ALS 4 B 43 BH S8 08 T 8ok iy Bt
M/ 25, 22 5 BA %27 % X [ MD =9. 81,95% CI

%,w
(8.57, 11.05) ,Z =15.54 (P <0.000 01) ], &5 % I,

B 4A. T4 4L ST P &, T Stata 18. 0 4k
143 0 HE AT SRR 43 B7 , 43 BT 7T 45 U 4H v X1 45 1o

R P R DS Ak gL A K S
Te 21 G AR T 2L FP S T A T R R g
S B A S R UR AT A0 B X HE IR L AT
TS s S PR R D R F 5T R R AR AR
A ARFHERAR s @ R [ W 5T =2 18] 26 B A K
A —E XS,

A experimental control Mean Difference Mean Difference
Study or Mean SD Total Mean SD Total Weight IV, 95% Cl v, 95% Cil
2.2.1 Wbl
Fu 2016 26.23 12.12847 31 20.19 7.957267 32 3.1% 6.04 [0.96, 11.12]
Liu 2015 26.14 22.45583 22 32.5 4.416458 25 1.3% -6.36 [-15.90, 3.18] T ———T
Wei 2024 36.82 4.506407 34 25.11 20.22387 34 21% 11.71 [4.75, 18.67] D
‘Wu 2020 26.05 11.97636 35 16.01 2.748036 35 3.9% 10.04 [5.97, 14.11] -
Yang 2023 35.4 5.694497 40 18.96 11.65826 40 3.9% 16.44 [12.42, 20.46) TR
Zeng 2023 35.38 7.830888 51 29.89 5.657111 51 51% 5.49 [2.84, 8.14]) -
Zheng 2023 38.42 12.9192 45 27.38 11.97411 45 3.1% 11.04 [5.89, 16.19] e
Subtotal (95% Cl) 258 262 22.5% 8.49 [4.35, 12.63] ——
Heterogeneity: Tau? = 23.80; Chi? = 32.41, df = 6 (P < 0.0001); * = 81%
Test for overall effect: Z = 4.02 (P < 0.0001)
2.2.3 pf Vel
Bao 2021 17.78 5.688998 43 6.21 5.375677 43 5.4% 11.57 [9.23, 13.91] —=
Fu 2016 26.23 12.12847 31 18.56 11.4442 29 26% 7.67 [1.71, 13.63] =
Qiu 2020 18.74 10.92959 48 14.45 13.32097 48 3.3% 4.29 [-0.58, 9.16] T =
Song 2023 15.73 2.926107 40 8.08 4.09253 40 6.0% 7.65 [6.09, 9.21] e
Sun 2022 21.01 8.367311 55 13.02 11.12735 56 4.2% 7.99 [4.33, 11.65] S
Wang jianzhong 2023 28.38 2.823686 41 19.8 2.800643 41 6.2% 8.58 [7.36, 9.80] =
Yang 2021 12.6 1.405667 35 5.6 1.454338 35 6.5% 7.00 [6.33, 7.67] .
Zhang 2 26.9 7.13359 30 11.68 6.290763 30 4.4% 15.22[11.82, 18.62] =
Suh(otal (95% cn 323 322 38.6% 8.83 [7.20, 10.47] -
Heterogeneity: Tau? = 3.56; Chi* = 37.31, df = 7 (P < 0.00001); * = 81%
Test for overall effect: Z = 10.59 (P < 0.00001)
2.2.4 MR AL
Guo 2019 40.37 6.988913 32 23.47 5.710105 31 46% 16.90 [13.75, 20.05]) ==
Kong 2018 39.39 10.84522 50 23.35 21.98511 50 22% 16.04 [9.25, 22.83) e
Leng 2022 31.8 5646973 62 21 5.839015 62 5.6% 10.80 [8.78, 12.82] =
Liu 2018 22.6 4.229657 60 13.9 4.927474 60 5.9% 8.70 [7.06, 10.34] T
Sun 2018 21.8 4.218211 39 13.12 4.250212 39 5.7% 8.68 [6.80, 10.56] B
‘Wu 2022 40.07 10.30529 45 25.87 8.558668 45 4.0% 14.20[10.29, 18.11] i
Yang 2018 38.26 6.095055 40 27.69 5.584738 40 52% 10.57 [8.01, 13.13] =
Zhang dongxia 2020 22.43 4.226216 33 13.15 4.252105 33 5.6% 9.28 [7.23, 11.33] s
Subtotal (95% CI) 361 360 38.9% 11.24 [9.37, 13.10] -
Heterogeneity: Tau? = 5.13; Chi? = 31.16, df = 7 (P < 0.0001); I* = 78%
Test for overall effect: Z = 11.80 (P < 0.00001)
Total (95% CI) 942 944 100.0% 9.81 [8.57, 11.05] L 4
?eler’ogene-ilyl:I 'I':u2 = ;.01;5C;’(=P1Zg.ggbg(‘)= 22 (P < 0.00001); I? = 83% 20 _10 10 20

est for overall effect: Z = 15. <o. .

Test for subaroup differences: Chi? = 4.00. df = 2 (P = 0.14). I = 50.0% Favours [experimental] Favours [control]

B

experimental control Mean Difference Mean Difference
o D % D

2.4.1 Wil
Fu 2016 26.23 12.12847 20.19 7.957267 32 0.8% 6.04 [0.96, 11.12]
Wei 2024 36.82 4.506407 25.11 20.22387 34 0.4% 11.71[4.75, 18.67] -
Wu 2020 26.05 11.97636 16.01 2.748036 35 1.2% 10.04 [5.97, 14.11] N
Zeng 2023 35.38 7.830888 29.89 5.657111 51 2.8% 5.49 [2.84, 8.14] ==
Zheng 2023 38.42 12.9192 27.38 11.97411 45 0.7% 11.04 [5.89, 16.19] —_
Subtotal (95% CI) 197 5.9%  7.60 [5.78, 9.43] >
Heterogeneity: Chiz = 7.23, df = 4 (P = 0.12); 45%
Test for overall effect: Z = 8.16 (P < 0.00001)
2.4.2 P 5 VL ARAL
Fu 2016 26.23 12.12847 31 18.56 11.4442 29 0.6% 7.67 [1.71, 13.63] - =
Qiu 2020 18.74 10.92959 48 14.45 13.32097 48 0.8% 4.29 [-0.58, 9.16] T/
Song 2023 156.73 2.926107 40 8.08 4.09253 40 8.1% 7.65 [6.09, 9.21] -
Sun 2022 21.01 8.367311 55 13.02 11.12735 56 1.5% 7.99[4.33, 11.65]
Wang jianzhong 2023 28.38 2.823686 a1 19.8 2.800643 41 13.3% 8.58 [7.36, 9.80] e
Yang 2021 12.6 1.405667 35 5.6 1.454338 35 43.9% 7.00 [6.33, 7.67] =
Subtotal (95% CI) 250 249 68.2% 7.38 [6.84, 7.92] *
Heterogeneity: Chiz = 6.74, df = 5 (P = 0.24); I = 26%
Test for overall effect: Z = 26.90 (P < 0.00001)
2.4.3 SMERS AL
Kong 2018 39.39 10.84522 50 23.35 21.98511 50 0.4% 16.04[9.25, 22.83] —_—
Leng 2022 31.8 5.646973 62 21 5.839015 62 4.8% 10.80 [8.78, 12.82] —
Liu 2018 226 4.229657 60 13.9 4.927474 60 7.3% 8.70[7.06, 10.34] -
Sun 2018 21.8 4.218211 39 13.12 4.250212 39 56% 8.68 [6.80, 10.56] ——
Yang 2018 38.26 6.095055 40 27.69 5.584738 40 3.0% 10.57 [8.01, 13.13] s
Zhang dongxia 2020 22.43 4.226216 3 13.15 4.252105 33 4.7% 9.28 [7.23, 11.33] -l
Subtotal (95% CI) 284 284 25.9% 9.53 [8.66, 10.41] L 4
Heterogeneity: Chi? = 7.50, df = 5 (P = 0.19); I = 33%
Test for overall effect: Z = 21.39 (P < 0.00001)
Total (95% CI) 730 730 100.0% 7.95 [7.51, 8.39] L]
Heterogeneity: Chi? = 38.53, df = 16 (P = 0.001); I* = 58% 20 10 20

Test for overall effect: Z = 35.08 (P < 0.00001)

Test for subaroup differences: Chi? = 17.06. df = 2 (P = 0.0002). I? = 88.3%

10
Favours [experimental] Favours [control]

Az BLIESr Meta 73 B ZR MK 5 B - OB 23 BT )5 AR AR [
B4 BIIFIrH) Meta 5347 2R K]

4.3 NIHSS iF 4
%A [7-19,21-46] E:I:j‘[_‘?li

& s

A 40 B OF 5T P A 39
1 NIHSS W53 49 A K006 24 0

1668
FrAAZE 2026 fE

3555

20 AT 1 M MO0 A 25 08, e 2
TCHRIE 2, B AT A0 B0 % BF 9 0 53 O 4 e




(P <0.00001," =88% ), 3% JH I AL 35 o7 455 54 43 #7
Sy BTSSR < B0 il BRI A B /N AR 25 ) X ATS
EI'J NIHSS 343 B S A6 T 5 b g 40 i /Nl 25 9, 22

HAES#2E X[ MD = -2.55,95% CI( -2.88,
—2.22),Z=15.09(P <0.00001) ], 45 R WK 5,
Elﬂ%%éﬂﬂ@%’lﬁﬁﬁ%,ﬁﬂﬁ Stata 18. 0 #{F43 J]

R G g R T TR = 9.4 € 2 LS R 1P 4
«’f@%’f ol S P B R UR AT 40 1 i X LA g
J& 43 BT R D S 5P R 0 RO O [ BE 5 22 [
R e ERE R RA — 2= 5. B A DEAR A
A6 gt A0 g g B R i 4 N S M,
3 RBFSY NIHSS JEL{Hh 8 /- 24, 7o 3
WL AEAE 23 7 A4 B H oy AT o0 i, 3 4
Br =0% (457 WK 6B), A HE4 g 4
T 2RI g R R 2 P S RO, R R 4

e
experimental

control

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI

2.3.1 WHial

Gao 2022 -9.38 1.803691 40 -8.06 1.782779 40
Hua 2021 -7.09 1.600844 30 -5.19 1.65611 30
Liu 2015 -1 3.45352 25 -1.18 2.887196 31
liu 2022 -7.05 2.453548 50 -4.86 2.318901 50
Wei 2024 -5.26 0.705337 34 -3.75 0.742226 34
Wu 2020 -8.28 3.002815 35 -4 2975315 35
Yang 2023 -6.28 1.415203 40 -5.03 1.256225 40
Zeng 2023 -12.27 4.531037 51 -10.39 4.515385 51
Zheng 2023 -5.34 2.176258 45 -2.42 2.067559 45
Subtotal (95% CI) 350 356
Heterogeneity: Tau? = 0.45; Chi? = 30.83, df = 8 (P = 0.0002); I? = 74%

Test for overall effect: Z = 6.74 (P < 0.00001)

2.3.2 P VLKA

Bao 2021 -16.01 4.670856 43  -10.1 4.599446 43
Chen 2019 -5.94 0.799812 50 -4.97 0.445084 50
Fang 2020 -3.79 3.990125 50 -1.44 3.968892 50
Fu 2016 -7.54 3.482628 31 -4.48 4.078026 29
1i 2023 -2.86 1.662167 66 -2.26 1.594334 66
Liu 2023 -7.32 4.045677 45 -4.78 3.92557 45
Qiu 2020 -6.8 3.697959 46 -4.23 4.55223 48
Sun 2022 -8.49 5.044294 55 -5.04 5.055334 56
Wang jianzhong 2023 -5.98 2.028078 41 -2.6 2.295408 41
Wang 2022 -4.31 2.222791 35 -3.27 2.202975 35
Wang haihong 2023 -16.03 4.668747 62 -10.11 4.699287 62
xu 2019 -12.14 3.514356 35 -5.7 3.052065 35
Yang 2021 -7.03 1.895073 35 -5.09 1.905964 35
Zhang 2022 -391 391598 70 -1.63 4.324199 70
Zhang 2023 -9.26 2.668951 30 -5.63 2.702055 30
Subtotal (95% CI) 694 695

Heterogeneity: Tau? = 2.25; Chiz = 152.04, df = 14 (P < 0.00001); I =91%
Test for overall effect: Z = 6.88 (P < 0.00001)

2.3.3 20k R R AL

Chen 2018 -6.15 2.130939 60 -3.43 2104448 60
Dong 2023 -5.61 1.441249 75 -2.97 1592577 75
Guo 2019 -9.05 2921438 32 -554 2955013 31
Jin 2018 -6.48 4.984737 42  -3.2 4.19651 42
Kong 2018 -10.22 3.498757 50 -5.73 3.743488 50
Leng 2022 -8.7 2537164 62 -4.81 3.413986 62
Liu 2016 -6.42 4.151975 40 -2.74 4337707 40
Liu 2018 -413 062506 60 -2.38 0.671342 60
Sun 2018 -3.95 0.591016 39 -2.38 0.658179 39
Wu 2022 -6.41 1.853942 45 -2.85 1.883906 45
Yang 2018 -10.65 3.85794 40 -6.29 3.592005 40
Zhang 2016 -3.99 060025 33 -241 0670149 33
Zhang dongxia 2020 -11.11 2550473 48 -9.71 2697462 48
Zhu 2017 -5.35 1.032618 43 -255 1.066724 43
Subtotal (95% Cl) 669 668

Heterogeneity: Tau? = 0.49; Chi? = 101.34, df = 13 (P < 0.00001); I> = 87%
Test for overall effect: Z = 11.91 (P < 0.00001)

Total (95% CI) 1713 1719
Heterogeneity: Tau? = 0.75; Chi? = 305.08, df = 37 (P < 0.00001); I = 88%
Test for overall effect: Z = 15.09 (P < 0.00001)

Test for subaroup differences: Chi* = 6.74. df = 2 (P = 0.03). I> = 70.3%

1
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2.9%
3.6%
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25.1%
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R R Bk ok A B8 Ak P 2 B i R AR R K AT Ar A
T &R ILE 6C,

4.4 MEREFREE  HEHN AT b w2
AR AR BUATR VR TIPS 43 B 00035 A [
(activated partial thromboplastin, APTT) & £ 4 45
Jit (fibrinogen , FIB) /F g A SCHY 7» #r F8 Ao WA K
40 FEBF S, A7 10 T IO 0L g g 4y
T APTT A, 4 9 gl 020 B s Sl g 4 7
FIB {8, #dla /0 SMD 43 #7158, & #F 5% [A) 57 o P 4
K, R FIBEHLRL N AT 34, APTT[ MD =0. 94,95% CI
(-0.29,2.18),Z=1.50(P =0.13)],FIB{MD =
-0.31,95%CI( -0.92, 0.30),Z =0.99(P =0.31) ],
S5 2R o Bl it PRI A BT LN AR 25 W6 ATS B EE il
e 5 S v F Bt /A 245 1 e B 8 2200, 25 S A

AAgG 2 m WK T,

SN
Mean Difference Mean Difference

IV. Random. 95% CI

-1.32[-2.11, -0.53)
-1.90 [-2.72, -1.08]

0.18 [-1.51, 1.87]
-2.19[-3.13, -1.25]
-1.51 [-1.85, -1.17]
-4.28 [-5.68, -2.88]
-1.25 [-1.84, -0.66]
-1.88 [-3.64, -0.12]
-2.92 [-3.80, -2.04]
-1.88 [-2.43, -1.33]

-5.91 [-7.87,
-0.97 [-1.22,
-2.35 [-3.01,
-3.06 [-4.99,
-0.60 [-1.16,
-2.54 [-4.19,
-2.57 [-4.24,
-3.45 [-5.33,
-3.38 [4.32,
-1.04 [-2.08,
-5.92 [-7.57,
-6.44 [-7.98,
-1.94 [-2.83,
-2.28 [-3.65,
-3.63 [-4.99,
-2.95 [-3.78,

-3.95]
-0.72]
-0.79]
-1.13]
-0.04]
-0.89]
-0.90]
-1.57]
-2.44]
-0.00]
-4.27]
-4.90]
-1.05]
-0.91]
-2.27]
2.11]

-2.72[-3.48,
-2.64 [-3.13,
-3.51 [-4.96,
-3.28 [-5.25,
-4.49 [-5.91,
-3.89 [-4.95,
-3.68 [-5.54,
-1.75 [-1.98,
-1.57 [-1.85,
-3.56 [-4.33,
-4.36 [-5.99,
-1.58 [-1.89,
-1.40 [-2.45,
-2.80 [-3.24,
-2.70 [-3.15,

-1.96]
-2.15]
-2.06]
-1.31]
-3.07]
-2.83)
-1.82]
-1.52]
-1.29]
-2.79)
-2.73]
-1.27]
-0.35)
-2.36]
-2.26]

-2.55 [-2.88, -2.22]

RN 2
|

4 2 o0 2 4
Favours [experimental] Favours [control]
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A experimental control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed. 95% CI IV, Fixed, 95% CI
2711
Gao 2022 -9.38 1.803691 40 -8.06 1.782779 40 9.0% -1.32[-2.11,-0.53]

Hua 2021 -7.09 1.600844 30 -5.19 1.65611 30 8.1% -1.90[-2.72, -1.08] -

Liu 2015 -1 3.45352 25 -1.18 2.887196 31 1.9% 0.18 [-1.51, 1.87]

liu 2022 -7.05 2.453548 50 -4.86 2.318901 50 6.3% -2.19[-3.13, -1.25] -

Wei 2024 -56.26 0.705337 34 -3.75 0.742226 34 46.7% -1.51[-1.85,-1.17] L

Yang 2023 -6.28 1.415203 40 -5.03 1.256225 40 16.1% -1.25[-1.84,-0.66] -

Zeng 2023 -12.27 4.531037 51 -10.39 4.515385 51 1.8% -1.88[-3.64,-0.12]

Subtotal (95% CI) 270 276 90.0% -1.50 [-1.75, -1.25]  J

Heterogeneity: Chi? = 7.86, df = 6 (P = 0.25); I = 24%

Test for overall effect: Z = 11.84 (P < 0.00001)

2722

Wu 2020 -8.28 3.002815 35 -4 2975315 35 2.8% -4.28[-5.68, -2.88] =

Zheng 2023 -5.34 2.176258 45 -2.42 2.067559 45 7.2% -2.92[-3.80, -2.04] ™

Subtotal (95% CI) 80 80 10.0% -3.30 [-4.05, -2.56] -

Heterogeneity: Chi? = 2.60, df =1 (P = 0.11); 1> = 62%

Test for overall effect: Z = 8.71 (P < 0.00001)

Total (95% CI) 350 356 100.0% -1.68 [-1.91, -1.44] *

Heterogeneity: Chiz = 30.83, df = 8 (P = 0.0002); I2 = 74% L 2 73 2 jt
Test for overall effe‘ct: Z=13:99 (l_D <0.00001) Favours [experimental] Favours [control]
Test for subaroup differences: Chiz = 20.37. df = 1 (P < 0.00001). 12 =95.1%

B experimental control Mean Difference Mean Difference
Study or Subgroup Mean SD_ Total Mean SD_Total Weight IV. Fixed, 95% C1 IV. Fixed. 95% CI
2.5.1 FGNIHSS
Bao 2021 -16.01 4.670856 43  -10.1 4.599446 43 1.0% -5.91[-7.87, -3.95]

Wang haihong 2023 -16.03 4.668747 62 -10.11 4.699287 62 1.4% -5.92[-7.57, -4.27]
xu 2019 -12.14 3.514356 35 -5.7 3.052065 35 1.6% -6.44[-7.98,-4.90] ~—
Subtotal (95% CI) 140 140 4.0% -6.13 [-7.10, -5.15] e
Heterogeneity: Chi2 = 0.27, df = 2 (P = 0.88); I2 = 0%
Test for overall effect: Z = 12.30 (P < 0.00001)
2.5.2 "*NIHSS
Fang 2020 -3.79 3.990125 50 -1.44 3.968892 50 1.6% -2.35[-3.91, -0.79]
Fu 2016 -7.54 3.482628 31 -4.48 4.078026 29 1.0% -3.06 [-4.99, -1.13]
Liu 2023 -7.32 4.045677 45 -4.78 3.92557 45 1.4% -2.54[-4.19, -0.89]
Qiu 2020 -6.8 3.697959 46 -4.23 4.55223 a8 1.4% -2.57 [-4.24, -0.90]
Sun 2022 -8.49 5.044294 55 -5.04 5.055334 56 1.1% -3.45[-5.33, -1.57]
Wang jianzhong 2023 -5.98 2.028078 a1 -2.6 2.295408 41 4.4% -3.38 [-4.32, -2.44] E—
Yang 2021 -7.03 1.895073 35 -5.09 1.905964 35 4.9% -1.94 [-2.83, -1.05] -
Zhang 2022 -3.91 3.91598 70 -1.63 4.324199 70 2.1% -2.28 [-3.65, -0.91] -
Zhang 2023 -9.26 2.668951 30 -5.63 2.702055 30 2.1% -3.63 [-4.99, -2.27]
Subtotal (95% CI) 403 404  19.9% -2.73 [-3.17, -2.29] >
Heterogeneity: Chi? = 7.96, df = 8 (P = 0.44); 12 = 0%
Test for overall effect: Z = 12.16 (P < 0.00001)
2.5.3 IKNIHSS
Chen 2019 -5.94 0.799812 50 -4.97 0.445084 50 59.9% -0.97 [-1.22, -0.72] -
li 2023 -2.86 1.662167 66 -2.26 1.594334 66 12.5% -0.60 [-1.16, -0.04] -
Wang 2022 -4.31 2.222791 35 -3.27 2.202975 35 3.6% -1.04 [-2.08, -0.00] —
Subtotal (95% CI) 151 151 76.0% -0.91 [-1.14, -0.69] *
Heterogeneity: Chi? = 1.47, df = 2 (P = 0.48); I = 0%
Test for overall effect: Z = 7.94 (P < 0.00001)
Total (95% CI) 694 695 100.0% -1.49 [-1.68, -1.29] .
Heterogeneity: Chiz = 1562.04, df = 14 (P < 0.00001); I =91% 24 > o
Test for overall effect: Z = 14.82 (P < 0.00001) Favours [experimental] Favours [control]
Test for subaroup differences: Chiz = 142.34. df = 2 (P < 0.00001). I = 98.6%
Cc
experimental control Mean Difference Mean Difference
r r Mean D Total Mean SD Total Weight IV, Fixed. 95% CI 1V, Fixed, 95% CI
2.6.1 KB NKIFERE 4%
Liu 2018 -4.13 0.62506 60 -2.38 0.671342 60 31.7% -1.75[-1.98, -1.52] -
Sun 2018 -3.95 0.591016 39 -2.38 0.658179 39 22.2% -1.57 [-1.85, -1.29] -
Zhang 2016 -3.99 0.60025 33 -2.41 0.670149 33 18.1% -1.58 [-1.89, -1.27] -
Zhang dongxia 2020 -11.11 2.559473 48 -9.71 2.697462 48 1.5% -1.40 [-2.45, -0.35]
Subtotal (95% CI) 180 180 73.5% -1.65 [-1.80, -1.49] L)
Heterogeneity: Chiz = 1.45, df = 3 (P = 0.69); I? = 0%
Test for overall effect: Z = 21.17 (P < 0.00001)
2.6.2 Jfib
Chen 2018 -6.15 2.130939 60 -3.43 2.104448 60 3.0% -2.72[-3.48, -1.96] -
Dong 2023 -5.61 1.441249 75 -2.97 1.592577 75 7.2% -2.64[-3.13, -2.15] -
Guo 2019 -9.05 2.921438 32 -5.54 2.955013 31 0.8% -3.51[-4.96, -2.06] -
Jin 2018 -6.48 4.984737 42 -3.2 4.19651 42 0.4% -3.28 [-5.25, -1.31]
Kong 2018 -10.22 3.498757 50 -5.73 3.743488 50 0.8% -4.49[-5.91, -3.07] -
Leng 2022 -8.7 2.537164 62 -4.81 3.413986 62 1.5% -3.89[-4.95, -2.83] =
Liu 2016 -6.42 4.151975 40 -2.74 4.337707 40 0.5% -3.68 [-5.54, -1.82]
Wu 2022 -6.41 1.853942 45 -2.85 1.883906 45 2.9% -3.56 [-4.33, -2.79] -
Yang 2018 -10.65 3.85794 40 -6.29 3.592005 40 0.6% -4.36[-5.99, -2.73]
Zhu 2017 -5.35 1.032618 43 -2.55 1.066724 43 8.7% -2.80 [-3.24, -2.36] -
Subtotal (95% CI) 489 488 26.5% -3.03 [-3.28, -2.78] L 4
Heterogeneity: Chi? = 16.05, df = 9 (P = 0.07); I? = 44%
Test for overall effect: Z = 23.39 (P < 0.00001)
Total (95% CI) 669 668 100.0% -2.01 [-2.14, -1.88] *
Heterogeneity: Chiz = 101.34, df = 13 (P < 0.00001); |12 = 87% _=4 _’2 t t

Test for overall effect: Z = 30.19 (P < 0.00001)

% 3 Favours [experimental] Favours [control]
Test for subaroup differences: Chi? = 83.84. df = 1 (P < 0.00001). I? = 98.8%

A WUPT4H 5 B E DCAREH ; C. & MAs 3 4
B 6 NIHSS 744> #r ZR Ak 1K
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A Experimental Control Mean Difference Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight V. Random.95% Cl IV, Rand 95% Cl

Fu 2016 -3.39 5.731283 31 213 6.78975 29 6.9% -5.52[-8.71, -2.33]

Gao 2022 -4.63 4.556391 40 -54 4.867659 40 9.4% 0.77 [-1.30, 2.84] N R

Leng 2022 -0.21 5.4366074 62 -0.2 5.22104396 62 9.9% -0.01[-1.89, 1.87] -1

Liu 2015 -1.52  6.826793 25 -0.86 2922259 31 7.6% -0.66 [-3.53, 2.21] e i

liu 2022 5.77 3.27579 50 2.8 3.279893 50 11.3% 2.97 [1.69, 4.25] =

Liu 2023 2.04 4.82112 45 1.72 3.409384 45 10.2% 0.32[-1.41, 2.05] -1

Sun 2022 8.52 3.30163596 55 5.88 3.2146695 56  11.4% 2.64[1.43, 3.85] e

Wu 2022 112 2208642 45 884 1.871042 45 121% 2.36 [1.51, 3.21] ==

Yang 2023 0.1 4.260505 40 1.02 4.26142 40 9.9% -0.91 [-2.78, 0.96] -

Zhang 2023 9.44 2.526321 30 557 2.438873 30 11.3% 3.87[2.61,5.13] -

Total (95% CI) 423 428 100.0% 0.94 [-0.29, 2.18] b

Heterogeneity: Tau® = 3.09; Chi* = 55.55, df = 9 (P < 0.00001); I* = 84% _130 _=5 0 é 110

Test for overall effect: Z = 1.50 (P = 0.13) Favours [experimental] Favours [control]
B Experimental Control Mean Difference Mean Difference

udy or ro Mean D Total Mean D Total Weight IV. Random. 95% CI IV, Random, 95% CI

Chen 2018 -1.2 0.757166 60 -1.2 0.634114 60 11.6% 0.00 [-0.25, 0.25] N

Gao 2022 -0.97 0.29 40 -1.03 0.34 40 11.8% 0.06 [-0.08, 0.20] ™

Liu 2015 0.76 1.466049 25 0.083 0.935361 31 10.4% 0.73[0.07, 1.39] I

liu 2022 -2.81 1.898078 50 -1.5 1.873206 50 10.1%  -1.31[-2.05,-0.57] = =

Liu 2023 -2.11 1.148956 45  -1.7 1.232234 45 11.0% -0.41[-0.90, 0.08] = 1

Song 2023 -0.72  0.23388 40 -0.28 0.281603 40 11.8%  -0.44[-0.55,-0.33] -

Wang 2022 0.39 0.221133 35 0.07 0.202237 35 11.8% 0.32[0.22,0.42] -

xu 2019 -1.19 1.831584 35 -0.71 1.767229 3%  97% -0.48 [-1.32, 0.36] R

Zheng 2023 -2.52 0.121244 45 -1.2 0.052915 45 11.8%  -1.32[-1.36,-1.28] "

Total (95% CI) 375 381 100.0% -0.31 [-0.92, 0.30] ’

Heterogeneity: Tau? = 0.83; Chi2 = 1349.48, df = 8 (P < 0.00001); I2 = 99% 2 1 5 1 2

Test for overall effect: Z = 0.99 (P = 0.32)

AR R M

Bao 2021
Chen 2018
Fu 2016
Gao 2022
Guo 2019
Hua 2021
Jin 2018
Kong 2018
Leng 2022
li 2023

Liu 2015
Liu 2016
Liu 2018
Liu 2023
Qiu 2020
Sun 2018
Sun 2022
Wang jianzhong 2023
Wang 2022
Wang haihong 2023
Wei 2024
Wu 2022

xu 2019
Yang 2018
Yang 2023
Zeng 2023
Zhang 2016
Zhang 2021
Zhang 2022
Zhang dongxia 2020
Zheng 2023
Zhu 2017

Total (95% Cl)
Total events

Experimental

-

-
WONWOUWO 22 bhOONN-2TWWOO2O0PONOO-AN=2AN
4]

(9]

1511
92

A: APTT; B: FIB
7 LWL A bR B9 Meta 73BT 2R bR 5]

A B 40 JE WF S, AT 32
%:7—9,]2—14.]6—19,21 -23,25 - 35,37 - 38,40 - 44,46 ﬁ?{?ﬁﬁ TR
R R, 45 B9 R WS 4P (P =0.73,1 =0% ),
SR FH 1] 78 S50 0 AR A3 o 45 28R 7 Bl ith BEIR 5 T

Control

5 43 5.0%
0 60 0.5%
0 29 0.5%
2 40 2.0%
2 31 21%
0 30
0 42

11 50 11.1%
0 62

11 66 10.8%
0 31
0 40 0.5%
0 60
4 45 3.6%
2 48 1.9%
5 39 4.8%
2 56 2.0%
3 41 3.0%
3 35 3.0%

20 62 14.9%
3 34 2.6%
1 45 1.0%
3 35 3.1%
2 40 2.0%
0 40
2 51 2.0%
4 48 3.8%
0 125

1 70 9.4%
4 33 3.9%
3 45 2.8%
4 45 3.8%

1521 100.0%
107

Heterogeneity: Chiz = 19.44, df =24 (P = 0.73); I? = 0%
Test for overall effect: Z = 1.12 (P = 0.26)

& 8

Odds Ratio
T 0
0.37 [0.07, 2.03]
3.05[0.12, 76.39]
2.90[0.11, 74.12]
1.00 [0.13, 7.47]
0.47 [0.04, 5.44]
Not estimable
Not estimable
0.15[0.03, 0.71]
Not estimable
0.32[0.10, 1.07]
Not estimable
3.08[0.12, 77.80]
Not estimable
1.58 [0.41, 6.02]
1.60 [0.26, 10.07]
0.57 [0.13, 2.56]
0.50 [0.04, 5.68]
0.65[0.10, 4.11]
0.65[0.10, 4.13]
0.86 [0.40, 1.85]
2.21[0.51,9.70]
4.29 [0.46, 40.01]
0.31[0.083, 3.17]
0.49 [0.04, 5.60]
Not estimable
1.53 [0.24, 9.57]
1.28 [0.32, 5.09]
Not estimable
1.22[0.51, 2.95]
0.47 [0.08, 2.75]
1.75[0.39, 7.81]
0.77 [0.16, 3.65]

0.84 [0.63, 1.14]

Favours [experimental]

Favours [control]

I /N 25 W6 97 5 B N F AT I /M 25 IR YT R
RN EAERITTHE 2Z0, 2R A BG 51122 8 X
[OR =0.84,95% CI(0.63,1.14),Z =1.12(P =
0.26) ], ZEHRULKE S,

AN RS ) Meta 73 47 RR bR £

Odds Ratio
- i 9
—
S—|

——

S| [(—
0.01 0.1 1 100
Favours [experimental] Favours [control]
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A IR T 0 Oy B, H AT IRIR ST A R
S I A e A A EPL AR O 36 IR T I /N A
BN 25 W06 7 L B2 OO0 i K i 4 (B e e
JO7 AL 25 W A7 A2 4 I o

FUATSTEE 25 4 al 20 4k 22 2K K R HUR (HRE AR
S5 LA B A AT R BT b BIE | e AR RE VIR T
TR VEE Xoa N5 40 0 50 (A v BE L BT IR v
PE L2 PE) DL K ] 122 B8 il 0 A R OB R AR
FHEFE B2 4H) ™ . Cochrane Stroke Group
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G AT S FRBTEEZE Y, 43 0 b oA
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LN/ Ea

A Meta 73 M 2L A 40 55 SCHR , Xk B in it BE
BRA B /N 25 036 97 ALS (I R A RLR AT T A1
XF R GERIVEA, I AR 4 BT A 2 B AT T2 o)
B, &5 5 2 7 B il BRI A B A /N B 25 9 36 97 X
ATS BI7 20, H AR TG RE 191 73 (NIHSS & R 1F 73 1
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