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Systematic review and GRADE evaluation in treatment of acute ischemic stroke
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Abstract: Objective To evaluate the efficacy and safety of acute ischemic stroke (AIS) with combination therapy of argatroban and
alteplase. Methods Data were electronically searched from PubMed, Embase, Cochrane Llibrary, CBM, CNKI, Wanfang Data and
VIP from the establishment of the databases to June 28, 2022 for randomized controlled trials (RCT) of AIS with combination
therapy of argatroban and alteplase. Two researchers independently screened the literature and extracted the data. Meta-analysis was
performed by RevMan 5.3 software, evidence quality assessment and classification was made with GRADE system. Results A total
of 22 RCTs involving 1 921 patients were included. The results of Meta-analysis suggested that, compared with the control group
(therapy of alteplase), experimental group (therapy of argatroban and alteplase) could improve the clinical efficacy [RR = 1.22,
95%CI (1.16, 1.27). P < 0.000 01], significantly improve the difference before and after treatment in NIHSS scores [MD = -1.92,
95%CI (-2.46, —1.38), P < 0.000 01], Barthel scores [MD = 8.97, 95%CI (6.64, 11.30), P < 0.000 01] and mRS scores [MD = -0.58,
95%CI (-1.05, -0.10), P = 0.02]. Compared with the control group, the incidence of hemorrhage in the experimental group was not
significantly increased [Peto OR = 0.66, 95%CI (0.44, 1.01), P = 0.05], and the incidence of intracranial hemorrhage was not
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significantly increased [Peto OR = 0.66, 95%CI (0.32, 1.36), P = 0.26]. There was no significant difference between the two groups.

GRADE assessment was moderate, low or very low quality evidence, and recommendation strength was weak recommendation.

Conclusion The current evidence indicates that combination therapy of argatroban and alteplase is effective and safe in the

treatment of AIS. However, due to the low level of evidence in the included studies, this conclusion still needs more high-quality and

high-standard research evidence.

Key words: argatroban; alteplase; acute ischemic stroke; systematic review; Meta-analysis; GRADE evaluation

A e A VR T BB I O 9P B BB 2 K BB T IR
D], 042 e 5 Bl P Bk i) R R R Hodr, Sk
R AR T CATS) 5 o [ i AR R 69.6%~
70.8% , 16 I 1T O B % o505 i I A, 6 5 K A
Fe U N VRYT B MR PSR . K 4.5~6.0 h
PN R AT 5 B R A ATS PR AR I IR 1 A 16 o 3807 VS
W 245 0 60 55 B 5 X i (rt-PAD 5 25 35 il 1R 3%
it , 3 A rt-PA 2 32 B BT T ALS IOME— I8 24
YR XA S S A re-PA 1Y Bl Rk P ZE 1 B
i, A 20%~30% A DL S I 58 4 B, <<60%
SEF AT LA i EN . KBk, G 06 B AE rt-PA TR
MVRIT IR B R B S ARG T F B
DA 0 657 368 5, e A 50 1L 0 P AN T

it L o 2 o St B BRI T — BARE S,
W BT Z ), a0 I 2 DR G H i U 7E 2 e A 4 A
SZRREY, B EE CAGB) 2 e 56 1 B 42 6 ot f 41 1)
A, FLAT B AN ) i B A ) 258 i kR SRR L e i A
7] 7N A P BT 8] 8 G 5 92 S PR VB FE AR A T T
KR A8 h N1 AIS &S, B HF 58 AGB B &
rt-PA 7] 3 55 A1 4 £ rt-PA Y5 K2 16 7 10 1L O, B
A BT 2 A7, SR TE rt-PA VA R SRR i
AGBH BN E A PG . KL, AIS B# rt-PA 542
JE R FREMA AGB. HHTC AR % AGB B G rt-PA
18T AIS A R 5 2 A 1 I R A 7¢ E 4 08 , 2
AR XT A A N M RFE TN R LE. K
W 7R RGP 1771 L AGB BE & rt-PA YA
J7 AIS H R 22 2, G R T 3R R & W FCIE3E 1)
— 0t R T TR i 22 S, 16 i GRADE & 4t
AT UEHE B2 VAN 3 2%, DU ATS 1 R A 97 $ 43t
BT PR UIE 2 R
1 BERSR®
1.1 XEAMNFRE
111 WRFERAY IS PRBENLA HRES (RCT) , PR
SR
112 BFFEXT R S CT s 2L 4R s A% (MRD
2 AIS IR F , KWi ZHLI2 I [3]<<6 h.
113 TSt xR ZR ) re-PA+ % LSRR R

I, TG A AE 0 R Rl I AGB IR YT
1.14 ZiRER ORIT7T 8A %% @3 FHE T
A 5 B A R B 3R (NTHSS) F 43 : @) Barthel fi
H(BDIFS s @i B Rankin B % (mRS) 4 : ®
IMAN R R AE 2R @ N H AN RSB R AR
1.2 ERHERRFRAE

(DHAERCT#F S (2) AE I R B FT - 4031 SE 5
LT 75 (B B R RIBEIT ; (4 TIE R4
SCEHE BRI (5) &5 SR AR FR B 2R BB« (o) 453k
B AR o
1.3 R REE

i B Ml £ & PubMed. Embase. Cochrane
Library . H [F 4= 7 = =7 SCHR 45 22 (CBMD | H [ 5
A 4 SCHE P2 (CNKD < /5 5 $04 8 (Wanfang
Data) FH 238 H SCHI 1) 4 SCH0HE 22 (VIP) , I B 4
WE AR R AR, TR AGBELA 1t-PA A
J7 AIS ) RCT, f6 2% I [A] R A &5 2022 4F 6 H 28
H . % X & & id N rt-PA. recombinant tissue
plasminogen activator. alteplase. argatroban. stroke.
ischemic stroke. brain infarction. brain ischemia.
cerebral infarction; H S A 2% 1] Jy [ #5 5 g | =1 2H 41
ST 21 s Wl TR 0T R S R e BIE i 2 v i REAE
D RN 11 O O S o (542~ T ey S B 1= N W 4
0L [ R A A e A R e
1.4 SCERTHIE S ZERHZE

H1 2 44 BIF 50 3 A ST 26 TR 52 BB RE I 28 )
XS, 5 4 B0, M R 28 3 22 0 73l v . 8 2%
R 45 94 HF b e, 72 & B HE E R R S5, 3 A\ Note
Express BCPF i dE 47 2 5, P d i [ 15 SRR 45 2 HE
B AN AH 5 B SCIR 5 a3E — 2 B 1 4 S P € 2 75 9N
Ao Bt 5 RS Cochrane %k} HUbR #E R H B il %
AR DU SR B AHE CE R H VR
KA A] WA B P BRI T TR e i R RURS:
CRINIPS 7 N SE =g TN
1.5 ANFRR R R XU A

Hi 2 4 Wt 7t # AR 4 Cochrane /it 5.1.0 RCT fhi
e DAURSE VAL TR, b ST PPAN 9N AP 510 O £ XU



£ 2320 - FE45F FI11H 20225118 ‘ﬁﬁ-#ﬁﬁti Drug Evaluation Research

Vol. 45 No. 11 November 2022

HRZE X EER . PR N BREBEIL 3 B 07V 7y
Bic 77 2 Ba B vk St s O 45 R B e R i LR
PEFR 35 BF 70 45 R LA R FAth i £ A U8
1.6 GRADEIFEFR=E1FH

HH 2 44 Bt 70 % R FH 1 brid H 5 #E3% 1) GRADE
UEYE 5 R RS R AR bR 4y s A
WA 4 N UF 8 JoT B 55 20, AR HiE 45 501 O “ ot HE  F
SHEF 72 NS . F GRADE $EA 7, RCT W 7T 1)
WIGE 07 e W8 N = S e . Ak, 8 AR
ma LE SR B R A S AN RE R ER (o B A D
o RS VAN KE A P AN — 01 32 A 14 R TR) 42214
DY & TS G VSN IA= =8 V& T i}
BIRBRFEREEM) . #2060 N AP &5 R H
G858 3 A 90N B A H b
1.7 itEsEE

. F RevMan 5.3 ¥4 #E 1T Meta 73 #r . FH P Al
PIEUE AT AN 045 S 18] 16 7 o PR 5, 45 P>
0.1 H P<50% , % W3 &t 52 i) 45 5 4 11 ) i 7, >R i
[ 5 Ak AR Y HE 4T Meta 2> #1 ; & P<<0.1 B{ P>
50% , 2 B 9 1B) B A S 1 R P BB L R0 ASE Y 3
1T Meta 73 #1428 7% &R F AR f& B FE (RRD
/N ABE 2 F 1 2R ] Peto 2% LU B EL (Peto ORD Ay R v

B UF ORI 38 0 22 (MD) N 30 43 Bt G i
o RN R I 95% Al (5 X H] (95%CD .
TR 23 B SR F AR UOE TUHE B a9 N BB T, VAR R A
BT AR EE s . e F BN R R i -
2 $#HR
2.1 XNEIFERERER

N O AT 20 0 3 SR AR AR DG SCHR 912 L &
i 7 5 5 5 B B SRR (n=657) , T 4x 255 F s HE—
A ) 132 R RO 2 J5 50 B 5 3 AN A G 1R ST 161
R A AR 16 B BT 7T S A AS R 1 Sk 37
R~ VOB SR EE 3 55 5 B 4 SUR PR 5 32 SRR
() SCHR 2 5 7 AN I SCiR 6 0 I 90 SR B AN 1 1
SCHR 4 R TR SR IUA ZCEUE R SCHR S RS I 4R 1R
21 % SCHR , LA 22 A RCTs, Hod 38 30 S0k 1
FGZCEREL S 2N RCTs) , Y3 SCHiR 20 f o2,
2.2 HANSCHRRIE AFHE

I 22 A RCTs ELFE 1 921 1) i 2, oA ikl i
419741 XFHRZH 947 1], WL LA 24 )53 : (Drt-PA
KRR 0.9 mgkg !+ RLIE T 5 (2) rt-PA KA &
50 mg+ 5 BIE IT  rt-PA F VD RO B 10% 1
1~2 min W iv 45 24 , 2L 4R 90% 7 £ & Bk v 1 h;
AGB NERIK 2. INTIEFCI R ARRE WL 1.

R1 HANHRIERFHE

Table 1 Basic situation of included studies

PAIETL HA wfl PR T o4 it JTREd GJRER

Barreto!*! Xt 29 69+15 rt-PA & 0.9 mg kg '+ HLIGIT 2 ®®
2017 ¥, 31 67+13 STEE+AGB iv 100 pg-kg' J&,3.0 pg-kg ™ -min™ #:4: 5 48 h

Barreto™!  XfE 29 69+15 1t-PA S5 0.9 mg kg '+ HVA T 2 ®®
2017 R 30 71+15 HHE+AGB iv 100 pgkg ™! i ,1.0 pgkg ' min B 48 h

X PAEMO b 36 58+5 rt-PA E7 8 0.9 mg-kg '+ HLIA ST 7 OB
2020 R 36 58+5 HTHE+AGB %5 1~2 K 60 mg-d™, % 3~7 K20 mg-d™

Butist Xt 70 67.5 rt-PA S5 0.9 mg kg '+ FLIA ST 10 ©@B®
2018 w70 68.0 HHE+AGB 55 2~3 K 60 mg-d ™', 55 4~10 K 20 mg-d”!

AEREDT X 30 61.97+11.04  rt-PA M A 0.9 mg-kg '+ AT 7 0OOG
2019 R 30 62.87+10.01 XFHE+AGB 5 1~2 K 60 mg-d™, 55 3~7 K20 mg-d”’

EHN x| 47 64.442.7  rt-PA S 0.9 mg-kg '+ MG 30 0BG
2021 e 47 65.4+1.7  XHE+AGB#E2~3 K 10 mg, 5 4~30 K 20 mg-d'

x| ZE S 30 55.67+11.91  rt-PA B 5E 0.9 mg-kg '+ BT 7 ®
2019 ¥ 30 55.34+£12.05 XHE+AGB % 2~3 K60 mg-d™, 5 4~7 K20 mg-d'

X1 s W 22 71.13£7.82  rt-PA BF75 0.9 mg-kg '+ MG 8  Q@O®
2020 e 24 71.37£7.97 X HE+AGB % 2~3 K60 mg-d™, 2 4~8 K40 mg-d”'

LBREECY xR 40 68.03£9.88  rt-PA HFIH 0.9 mg-kg +H MY 7 @6
2021 I 40 66.58+8.74  XTHE+AGB % 1~2 K 60 mg-d™', 5 3~7 K 20 mg-d”’ ®
g 150 X 60 56.94+6.58  rt-PA BB 0.9 mg-kg +iE MG 7 O@6

2019 R 60 57.29+5.96  XHE+AGB 5 1~2d 60 mg-d™', 55 3~7 K 20 mg-d”’




$45%5 F11H 2022511 8 %K"‘iﬂ'{ﬁti Drug Evaluation Research

Vol. 45 No. 11 November 2022 - 2321 -

3R]
AR A wl CPYEER S TP T ST GEAERR
fkZHM X 46 64.7142.64  rt-PA S 0.9 mg-kg™ '+ MR TT 14 ®
2021 Ry 46 65.29+2.76 Xt HE+AGB %5 1~2 K 60 mg-d™, 55 3~7 K 20 mg-d™
BRFHGRT  XTER 50 55.95+12.26  rt-PA MFIH 0.9 mg-kg '+ VAT 7 OG
2017 5 50 55.18+12.15 XJHE+AGB % 1~2d 60 mg-d™, % 3~7 K 20 mg-d'
ik 4o WHE 45 58.7+5.6  rt-PA KFE 0.9 mg-kg '+ AT 10 0]
2019 e 45 58.3+5.9  XIHH+AGB % 2~10 K20 mg-d”'
F gl WP 52 57.62+£10.18  rt-PA B 75 0.9 mg-kg '+# MIRIT 7 O
2019 e 52 58.19£10.24 XHE+AGB 2 1~2 K 60 mg-d™', 5 3~7 K20 mg-d”'
] g R 45 63.26£6.17  rt-PA B 75 0.9 mg kg '+ HLIGTT 7 06
2018 W 45 63.58+6.33  XHR+AGB 55 1~2 K 60 mg-d™', 5 3~7 K 20 mg-d™'
B W 50 55.17+12.14  rt-PA S5 0.9 mg-kg '+ MG ST 7 ®
2017 W5 50 55.94+12.25 XHE+AGB 5 1~2 K 60 mg-d™', 5 3~7 K20 mg-d”'
XI| fp) X 58 KRR rt-PARFIE 0.9 mg-kg'+H HIGIT 8§ @06
2020 W 50 KA FHE+AGB 52 K 60 mg-d™, 85 3~8 K 20 mg-d! ®
BRI x| 50 64.97+5.30  rt-PA EFIE 0.9 mg-kg +H T 7 DG
2019 R 50 64.75+5.26  XHE+AGB % 1~2 K60 mg-d™, 5 3~7 K20 mg-d” @
ZHER N 41 59.97+7.46  rt-PA B 0.9 mg-kg +H HLIGIT 7 e
2019 W 42 58.44+7.68 XTHE+AGB 5 1~2 K60 mg-d™', 5 3~7 K20 mg-d’

PP KR 60 51.99+1.37  rt-PA B 0.9 mg-kg '+ MG 7 ®
2022 W5 60 51.96+1.42 XHE+AGB# 1~2 K60 mg-d™, 2 3~7 K20 mg-d’

R X 46 60.54+4.78  rt-PA B 7 50 mg+i HUGTT 14 0BG
2022 5 46 60.48+4.68  XTHE+AGB 52 K 60 mg-d™, %5 3~14 K 20 mg-d™'

B X 40 62.45+3.60  rt-PA SR 0.9 mg-kg +H MIGIT 9 ®
2022 R 40 62.79+3.56 X HME+AGB % 1~2 K60 mg-d™, 5 3~9 K20 mg-d”

-5 #0% ; @-NIHSS ¥F43 : @-BI P43 : @-mRS 143 : ©-H LA R ; ©-F3 4 H LA B s s

(D-effective rate; @-NIHSS score; @-BI score; @-mRS score ; ©)-bleeding adverse reactions ; ©-intracranial bleeding adverse reactions

2.3 REXITGER

K RevMan 5.3 34 2547 M £ KU VP A% o 7E
BEATL 23 C 77 V2 A 14 TRUAJF e 101 14010202329 272815 £
BEALE 7Rk 4, 1 T 7R X5 ik 4
FoApap gl re2e20 003 55 TG “BEAL” , (A R R IE A
A (R BE AL 23 FiC 7545 s 76 3 T 75 58 Bk T, 5 2 Tt
FoR e 1), AR B A OPIR AR 5 2 TR TR
HEE, KRV TN IR AR R B Lt 5% e ot
Frle 1020 g LA R 56 R BT W AL T IR BRI
W TG 5 s B i A3 R 42 S F At fm A o N TIE 9
{10 i fe RLIE T Aty &5 2R LI 1.2
2.4 Meta DGR
2.4.01 BITEAREE SEYIN 15 TR0 e s 2528
AL TVRIT A AR . PR LS R S 0 AR G
Giit 2 3 i (P=1.00.=0) , Meta 73 #1 5% FF [ 52 2%
PIREAL, WL 3. 45 RERIRE AR B AR
HEMTRA, 25 BA 455 E LIRR=1.22,
95%CI(1.16,1.27),P<<0.000 01]. HUBME D Hritr

HEBRAE — W FE 0T 45 T, 25 R E , Wk 2.
2.4.2 NIHSS ¥F4; 11 A gphoz o1 1021. 2025 43 33
TIRYT AT JE A2 Dy e 4 I NIHSS V43, 7 it M A
5 % on i 7C ) B s B R B P (P=0.009. =
58%) , Meta 73 M1 K FHBE AL SRS, WK 4. 4553
SR VRYT HT S ) NIHSS VF 7 2 J il s 40 A0 T %
H, =7 EAG R X [MD=-1.92, 95%CI (-2.46,
-1.38),P<<0.000 01].

243 BLYES 10 U FE00 215100220 2045 536 7 3
7 RS B BLVE 4y, B 70 (81 B () 7 B 1 (P<
0.000 01./°=88%) , Meta 73 41 % FH Bl AL 350 B AR 7Y, T,
K5, 45508 RI697 5 I B 2 5l 96 24 v 15t
M, 2R BA g2 X[MD=8.97,95%C1(6.64,
11.30),P<<0.000 01].

2.4.4 mRSIFS 3IIWFFASHRIE TIRIT RIS
A mRS V4 AR, B 5T 1A A7 AR B e i P (P<
0.000 01.°=92%) , Meta 43 H7 % 1 BE ML 2%k W AR A, WL
Kl 6. 255 % RIGI7T I G ) mRS P43 2 R il ge 41 A



£ 2322 - FE45FEFI11H] 20225118 ﬁﬁ-i‘ﬁﬁti Drug Evaluation Research

Vol. 45 No. 11 November 2022

Random sequence generation (selection bias

Allocation concealment (selection bias

Blinding of outcome assessment (detection bias I

)
)
Blinding of participants and personnel (performance bias) I
)
Incomplete outcome data (attrition bias) _
R

Other bias ‘

Selective reporting (reporting bias)

0% 25%  40%  7A%  100%

.Lowr\skufmas DUnc\earr\skufmas .High tisk of hias

B 1 MAXEERERKE ISR
Fig.1 Risk of bias graph of included literature

TxXrA, 2 r ARA %% 5 X [MD=-0.58,
95%CI(-1.05,-0.10),P=0.02].
245 HIMARKMN 8T I
T A B RS, 7 P A 5% 32 s T A 1) B AT ()
P (P=0.24.P=24%) , Meta 53§ K Fi [&] 5 RN A
D 7. R ERWAHNH ISR ER LRI
& X [Peto OR=0.66,95%C1(0.44,1.01),P=0.051,
2.4.6 FRPAHIMA RN 5T e i i T
P P HE LA RO, S 0 P A 36 Y s A 9 T B A [
Ji P (P=0.41.P=0) , Meta 43§71 K F [#] 5 2% i A Y
DL 8. 4 B N A P I kAR R E
T 4 it % B X [Peto OR=0.66, 95%CI (0.32,
1.36) ,P=0.261.
2.5 EEREITH

i+ GRADE % 4 iF1ifi , AGB BX & rt-PA 6 9T
AIS TEA R AN AN RS2 1) 46 J5) i b 55 2007
Jg A8 i B R , 78 NIHSS 740 1 BIVESr 2035 (1) 45
JRFE bR VAR BT B RS , £ mRS V53 B0 A
Hh I AN RSN 28 (1) 45 &) B8 A b o A RIS BT il
BT I, B 4 B R AR SRS Sy AR B A R &
HeA7 R EE N 55 HER , GRADE WA 45 1 L3 3.
2.6 A*xRE

1% AN 15 TUWE F2 () S A8 R 48 A 4 1) s =
Bl o i =F BT 5, B3 ARG RR, &0 50 5 0 A
BONSES BRI B, R kR A 1) ]
RetE/ N, W9,
3 itig
3.1 AMRBIEKRE X FIERKE

AIS B E — R e Rt E, &8 HILURE .
v 08 55 4 22 Tl B BR AT IR, L wm SR R A B &
o BB E M BT R T P [ IR 4 A 5K R A A
2k T UTE & Rt R, ] 6k ATS &
R B BRI T 1 e, BE Lk 0 1 PR R R B

[4,13,16-17,22,24, 28]3:&&:

Other hias

. Elinding of paricipants and personnel {performance hias)

. Elinding of outcome assessment (detection bias)

*
o
® O e e e e 60 e e e e ® e ® e ® @ @ @ nometeoutcome data (attrition bias)

. Random segquence generation {selection hias)

@ | Mlocation concealment (selection bias)

-3

Barreto 2017

-~
-
-~
-~
-

8 2020

-3

@
-
“
“

31| P ¢ 2020

'~
-
'~
'~

31 & 2020

gz @2 |2 |2

AEME 2 |2 2|2

@
"
-
-

HH 2021

kEga2| 2|2 |2 |2

ekt 2019 | @ | 7

wzman (@2 |2 |2 ?
wagwe | @ @) 2 |2 ?
#eman (@2 |2 |2 ?
Ermg T | @2 |2 |2 ?

Tmoae| 2|2 |2 |2

@
-
“
“

Fwm7
Ewgie| 2|2 |2 |2
B a0z | @ |32

mmoe | @2 |2 |2
pEmoMe| 2 |2 |22
pamoi | @2 |2 |2
sgamn| @2 |22

® O e e e e e e e e 0 e e e e ® ® ®| ®,|ceedtvereporting reporting bias)
-

B2 MAZEEREERRETE

Fig. 2 Risk of bias summary of included literature
WA OB I AR BIEFE A £ 2

AIS iz < B R 97 2 o0 R 0 7 it 2 K% it
M7 rt-PA 238 i DNA 20 5 AR A4 7 1y 4
Wy, Al S AR AL S, A ENERELN
LTIl S BOLT 4 A B PR I R A PR K
SIS e i, X M 2E 23 VA A , 2 i i i, T AR



$45%5 F11H 2022511 8 %!‘ﬁiﬁﬁti Drug Evaluation Research ~ Vol. 45 No. 11 November 2022 - 2323 -
Experimental Control Risk Ratio Risk Ratio
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Fig.3 Meta-analysis of forest plot in effective rate between two groups
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X1 #042019 NG 0 122 [1.16,1.28]
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
] & 2020 -489 326 24 -253 339 22 54% -2.36[4.29,-0.43]
A 2020 -32 361 a0 11 339 a8 94% -4.30[563,-2597] -
P4 2020 -6.75 2.09 3@ -56 207 I/ O111% -115[211,-019] -
SHHEE 2021 -4.88 377 40 -4.85 587 40 4.6% 0.27 [1.89, 2.43] -1
aféd 2014 -8.37 37T 45 -642 371 45 TA% -1.95[-3.50,-0.40] -
i 2018 -7.81 197 70 -G.28 204 70 13.6% -1.53[2.19,-0.87] —_
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Bl 2014 -6.74 336 B0 -4.01 3.42 11} 9.2% -273[3.94, -1.57] -
HERE 2019 -335 2N o 123 218 o 101%  -212[321,-1.03] -
BOETE 2019 -7.81 1.98 50 -G.28 204 50 12.5% -1.53[2.32,-0.74] —
Total (95% Cl) 507 513 100.0% -1.92 [-2.46, -1.38] &>
Heterogeneity: Tau®= 0.44; Chi®= 23.68, df= 10 (P = 0.009); F= 58% f ; f

Testfor averall effect £= 696 (P = 0.00001)
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Fig. 4 Forest plot of Meta-analysis in NIHSS scores between two groups
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HEE 2010 2105 436 30 15.07 38 o 11.2% 5.98[3.91,8.09] -
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Total {95% Cl) 432 437 100.0%  8.97 [6.64, 11.30] <>
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Fig. 5 Forest plot of Meta-analysis in BI scores between two groups
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Fig.6 Forest plot of Meta-analysis in mRS scores between two groups

Experimental Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed. 95% CI Peto, Fixed, 95% Cl
Barreto 2017 2 31 3 29 3% 0.61[0.10,3.73]
Barreto 2017 4 30 3 29 T1% 1.32[0.28, 6.33] I
I 2020 149 a0 24 58 293% 0.87 [0.40,1.88] —
TEE 2018 a 45 3 45 8.3% 1.72[0.41, 7.249] [
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Total (95% CI) 349 354 100.0% 0.66 [0.44, 1.01] <
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Heterogeneity: ChiF= 8.20, df= 7 (P = 0.24); F= 24% n.luz 0?1 150 5’0
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Fig. 7 Forest plot of Meta-analysis in incidence of bleeding between two groups
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Experimental Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Barreto 2017 z 31 3 29 160%  061[0410, 373 —
Barreto 2017 4 a0 329 1148%  1.32[0.28 6.33 .
A 2020 1 &0 1 58  B8% 1.16[0.07, 18.97]
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HEH 2021 1 47 747 254%  0.20[0.05 083 S —
Total {95% CI) 198 203 100.0%  0.66[0.32, 1.36] -
Total events 13 19
Heterngeneity: Chi*= 4.00, df= 4 (P = 0.413; F= 0% f t 1 }
o M 0.0z 0.1 10 a0
Test for overall effect £=1.14 (P = 0.26) i pEEie
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Fig. 8 Forest plot of Meta-analysis in incidence of intracranial hemorrhage between two groups
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Fig. 9 Funnel plot for therapeutic efficiency
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