$F44% F11H 2021511 8 %Kl-‘i{.‘[ﬁti Drug Evaluation Research ~ Vol. 44 No. 11 November 2021 - 2505 -

[ FAiEAT 5 ]
ASRAZSHBRRKEUFHRETR
FNE, WRAR, EMEEC, K&

1 RERE 22 AERAR, KiEE 300410
2. R A 2 A PR A b EE A SIS %, R 300410

LB RGN

5 E: BH RGNS ZHmREGF20 )T AR SR R . iR TS 2R R E 2R
S CHREE (CNKD . 57 8UR H1R R %4 (Wangfang Data) . 4535 i SC T4 SC8R BE (VIP) . b E 2R W I 2 S0k %
P (CBMD . 38 [1 A4 W B2 22 ) T SCHR B8 E - (PubMed) 7 2% P2 2% SO 508 2 (Embase) « 61 25 2% B 51 (The
Cochrane Library) . £ [H 5] CHEF (Web of Science) 55, g il A WEE A2 2021 455 H 31 H, ST P2 2B
2 W 5 A 2 245 3 7 2 Mk I R B £ I PR BE LG FR X 36 (RCTD, % ] RevMan 5.3 #1547 Meta 23 #7 . 4558 FL g4 A 34 35
RCTs, AR N3 40141, I 17056, XHEZ 1 69611, Meta 73 #fr 45 SR EoR, EAL 258 HvA I7 B Al _Eom A vE S A
FI 2 2 WG T S EE A3 IR R A 208 [RR=1.29, 95%CI (1.24, 1.35) 1. FRMRZEE [E 2 DA 754 b8 R
[MD=-2.97, 95%CI (-3.74, -2.19) 1. #&m B LGRS [MD=12.60, 95%CI (10.10, 15.09) 1, 35 45F]
JRANENTAL 8R4 [MD=2.41, 95%CI (2.03, 2.79) 1, B#LCKMNEMA [SMD=-1.71, 95%CI (-2.23, -1.19) 1, 5
TR LU 22 A Giih 5 3L (P<<0.000 01D JEA 24 TURF FUR I8 7 A RO, Forp 11 B ik 5 R LA RS, B2
ARRPEAEZRER LG5 &g FH S Z2MRETT QMR A IR mIEART R, RIEMEaKE, 12
i HE AR TEAT NRE ST, R ECE A P E N ETh AL, BRI EH . RREE RN R 2 0. KA KRS 1 RCT ik 46 1
—BESE,

FER: SRS ZME: SN LT RRE: KRG

FESHES: RI72, R286.2 XEkFRERE: A YERS: 1674-6376 (2021) 11-2505-13

DOI: 10.7501/j.issn.1674-6376.2021.11.034

Systematic evaluation of Salvianolic Acids for Injection (SAFI) combined with
chemical drugs in treatment of acute cerebral infarction
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Abstract: Objective To evaluate the efficacy and safety of Salvianolic Acids for Injection (SAFI) combined with western medicine
in the treatment of acute cerebral infarction. Methods Databases including CNKI, Wanfang Data, VIP, CBM, PubMed, EMbase, the
Cochrane Library, and Web of Science were searched to collect randomized controlled trials (RCT) of SAFI in the treatment of acute
cerebral infarction from the date of establishment to May 31, 2021. Meta-analysis was performed using RevMan 5.3 software.
Results A total of 34 RCTs were included, with a total sample size of 3 401 cases, including 1 705 cases in the experimental group
(SAFI combined with chemical drugs) and 1 696 cases in the control group (chemical drugs alone). Meta-analysis showed that
compared with control group, SAFI combined with chemical drugs could reduce increase clinical efficiency [RR = 1.29, 95%CI
(1.24, 1.35)], reduce NIHSS scores [MD = -2.97, 95%CI( -3.74, -2.19)], improve BI scores [MD = 12.60, 95%CI(10.10,15.09)],
improve MOCA scores [MD = 2.41, 95%CI(2.03, 2.79)], and reduce C-reactive protein [SMD = -1.71, 95%CI(-2.23, —=1.19)], the

difference between two groups were statistically significant (P << 0.000 01). A total of 24 studies reported adverse reactions, of
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which 11 studies reported no adverse reactions, and there was no significant difference in the incidence of adverse reactions between

two groups. Conclusion SAFI in the treatment of acute cerebral infarction can improve the clinical effective rate, promote the

recovery of neurological function, improve the ability of daily life and behavior, and improve the cognitive function after stroke. It is

worthy of clinical promotion. The above research results still need to be verified by more multicenter, large sample and double-blind

randomized controlled trials.
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REFEM W 28 14 551262 EARAMIT 20 mg-d +FERT EVEAR 100 mg-d '+ SR ARAZY 14 O@O®
2014 ¥ 25 17 58.3+5.8  AHHE+SAFI 130 mgd !
AN R - — — FATRIVCAR 100 mgd ™ +PFEHAY TR 20mg HRIAR B EH 30 mg,21kd ™ 14 @B®
2015 Wl — — — X FE+SAFI 130 mg-d '
BROSRMST SR 200 120 53.67+10.30 FERTE]ULAR 100 mg+KIEH %5 30 mg, 24K d ! 14 ©O26
2015 W36 21 11 54.23%9.60  XFHE+SAFI 130 mg-d '

i RN XHEE 42/28 37~79  AEHE AT 14 @B®
2015 R H E+SAFI 130 mg-d ! ®
g X 65/35  54.247.1  BlEIITAK 100 mg B4 75 mgEZRRE 75 mg HIUREIHI ST 0.5gd T 14 D@G)
2015 k3G S BE+SAFI 130 mg-d ! ®
eI R 22 18 65.3149.35  ALEEZHEHIATT 14 O6G

2016 R 23 17 65.3249.34  XJBE+SAFI 130 mg-d
FAEFEDT W 24 16 652434 ALEEHEHATT 14 OB
2016 k3 25 15 64.8+32  XFME+SAFI 130 mg-d ™
BEH I 45 35 59.16+7.29 AL HATT 14 OO
2016 B 43 37 58.17+8.48 A[HE+SAFI 130 mg-d '
FEHF W 20 20 67.73+10.64 {bEEZHEHATT 14 @B®
2017 k3 19 23 67.1248.63  AfME+SAFI 130 mg-d ™'
TEG W 22 17 56.8+6.4 L2 HHNAST 14 O©®
2018 k3 23 16 572462  XJME+SAFI 130 mg-d '
HHIE 3R 25 18 64.09+10.28 i WUIKHER AT IA 55 1 cd ! 14 @B
2018 W36 27 16 64.00£12.06 XFME+SAFI 130 mg-d™'
PEHDY IR 24 25 64.849.0  FERIEIVLAA100 mg-d BT ALY TEERER 20 mg+E SRR S mg+ 14 OO
2018 R K 3 B4 100 mg, 3 7K -d !

R 24 25 66.849.4  XFHE+SAFI 130 mg-d
TRERIEY X 56 44 58.21+7.64 AL EHPIAST 14 @6
2018 36 54 46 57.54+8.12  XfME+SAFI 130 mg-d ™
i AP X 24 8 60.69+9.55 AL E LGS 0 ®
2018 B 22 12 58.92+10.10 XfHE+SAFI 130 mg-d '
EZRP N 30 18 71.82+5.38 AL AiE LGS 14 O
2019C1) RIG 28 20 72244544  A[HE+SAFI 130 mg-d !
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P W - — — 2 BRI 14 OO®
2019 WEIm — — — Hf HE+SAFI 130 mg-d ™'
W i 34 250 62,7114 B E]PLAK 150~300 mg-d 14 OGO
2019 iR 36 23 61.72+10.45 XTHE+SAFI 130 mg-d
FOCRIST GTHE S 28 23 63.2247.51  ALSELE HUIR T IR IERANIE ST 0.5 g d '+ IUHR BEAR 1K -d ! 14 06
2019 R¥ 26 25 62.82+48.05 XJHE+SAFI 130 mg-d '
ZIRREY IR 25 25 644446 ALFEHPDAST 14 OB®
2019 iR 28 22 654455  XME+SAFI 130 mg-d
Wiz W 220 18 59.43+7.41  FTREIVCHR100 mgd  +EEHEMTRRR 0 mgHKIAF X 30mg,21kd ' 14 D@®
2019 3R 21 19 59.85+7.33  XJHE+SAFI 130 mg-d ™ ®®
ER DT X 28 22 56.63£6.58 B[ A ULAR 100~300 mg-d +BTFEARAD T 54 K 20~ 40 mg 14 OG®
2019(2) BRI 29 21 53.23+6.45 XfHE+SAFI 130 mg-d
XI55 KT 38 24 60.31£10.30 ALAEZE MR 14 06
2019 R 35 27 61.12£9.60 X HE+SAFI 130 mg-d '
2 FFET O XHE 26 24 63.10£7.21 LB EHAST 14 ©OG
2020 iR 30 20 61.40£6.82 XJME+SAFI 130 mg-d
BRIGOE™ XHHE 21 19 67.5 o] 4 L2 il 90 mg-d ! 14 ©O®
2020 W 27 18 68 X} HE+SAFI 130 mg-d ™!
M5 RPT SR 27 16 61.29+£5.84 A2 E ML IT+HBIFEAR A YT AR 20 mg, 1 IR 14 OO
2020 k¥ 29 14 60.73£6.57 X HE+SAFI 130 mg-d '
KIERFE WHB 24 17 68.73£9.99  ALEEZG W MG T+ B AR 14 @6
2020 iRIE 26 15 66.10£12.92 XJIR+SAFI 130 mg-d !
FHFEEE I 23 17 61.73£5.81  ALZEEHHAITHKIA R B K 30 mg, 2 K d ! 14 O@
2020 k% 21 19 64.92£4.93  XFHE+SAFI 130 mg-d
BEBE™ X 25 18 58.01£3.92 {LFEHEIIAST 14 OB
2020 W3 26 17 57.12+431  XFME+SAFI 130 mg-d ™ ®
KUK W 26 20 57.2+5.5  ALEEZE AT 14 O®
2020 3R 25 21 583459  XFHE+SAFI 130 mg-d
Vg WP 42 58 75.26+5.48 AL HE AT 14 026G
2020 iRk 43 57 76.13+5.62  AFME+SAFI 130 mg-d ®®
45595 IR 29 22 61.74+6.89  ALEEZHEHIATT 14 OB
2020 KB 31 20 62.39+8.23  XME+SAFI 130 mg-d @B®
T XM XTI 49 52 61.29+4.28  ALZEZGH IR YT +RT F UCAA AR R 100 mg, 17K -d ! 14 ©O2@®

2020 36 54 47 63.33+5.63  XFME+SAFI 130 mg-d

—- AR O- IR A R s @-NIHSS $F4) s @-BLIT4r ; @-MOCA 143 ; ©-C- [ W 11 ©-A R R
—-not noted ; - clinical efficiency ; @-NIHSS score; @-BI score; @-MOCA score ; ©-C-reactive protein; ©- incidence of adverse reactions
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SAFI*WM group WM group Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H. Fixed. 95% CI
FHE2014 39 42 30 47 3.3% 1.30[1.05,1.60] 2014
PRF2015 22 32 13 32 14% 1.69[1.05 273 2015
THF2015 46 a0 ar a0 41% 1.24 [1.03,1.49] 2015 -
F{EF2016 35 40 24 40 27% 1.46[1.10,1.93] 2016 -
FEIN2016 7h a0 BY 80 Ta% 112[1.00,1.28 2016 —
Frrlg2016 ar 40 30 40 33% 1.2301.01,1.51] 2016 —
{2018 35 38 26 | 24% 1.35[1.08,1.72] 2018 -
HEEEh 018 45 48 ar 45 41% 1.22[1.02 146 2018 —
takE=2019 35 40 23 40 26% 1520114 2.04] 2018 -
iHARMR 2019 26 30 20 I 21% 1.30 [0.97,1.74] 2019 T
EITRR2019 45 a0 38 a0 43% 1181[0.99 147 2018 T
FEi=2019 42 46 34 46 38% 1.24 [1.02 1500 2018 —
SERE019(1) 42 48 33 48 3T% 1.27[1.02,1.588 2019 —
SERNMD 44 a0 38 a0 43% 116 [0.96, 1,400 2018 T
BTRI2019 49 a1 38 a1 4.3% 1.26[1.07,1.48 2018 —
BEE019 49 G2 27 62 3.0% 1.81[1.33, 2,48 2019 -
Imr-=F2019 a2 a8 43 a8 48% 1.21 [1.01,1.45) 2018 —
4T 2020 45 a0 ar a0 41% 1.22[1.01,1.47] 2020 —
PRIg L2020 42 45 )| 40 3T7% 1.20[1.00,1.45] 2020 _'_
Frr2020 76 101 B4 101 T 1% 1.191[0.99 1.43] 2020 T
EiE2020 a6 100 A7 100 B3% 1.51[1.251.82] 2020 I
BEE020 34 43 23 43 26% 1.481(1.08, 203 2020
FFRfR2020 42 46 ar 46 41% 114 [0.96,1.34] 2020 T
TR 2020 40 43 H 43 35% 1.2901.05 158 2020 -
EmEB2020 34 40 21 40 2.3% 1.62[1.17,2.23] 2020
FEE 2020 47 a1 36 a1 4.0% 1.31 [1.07, 1489 2020 —
Total (95% CI) 1327 1322 100.0%  1.29[1.24, 1.35] L ]
Total events 1164 256 . .

Heterageneity: Chi*= 2747, df= 25 (P = 0.3%); F= 9%
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Fig. 3 Forest plot of Meta-analysis in clinical efficiency between two groups
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FHO 102t e s ] 1R 5 O 1 IR R A 2 LA
7, VS P 2 2 R B & 10 2 25 06 BLVF 43 2G5 2L
BT A 22 259677 [MD=13.78,,95%C1(10.65,
16.91), P=83%, P<<0.000 01]. #R-1k2%25% A
73 b S S 2 B R AR 2GE BIVF 4 AU E
B 7 25 A R B B (P<<0.000 01)

2.3.4 MOCA 4 FLAg 5 TR 7o 2o Sl
T MOCA ¥E43, e gh N 376 19 F o, Horp ik 56 20 189
51 F R ZH 187 491 , - Wt FE [ AN A7 7 7 ot 12 (P=0.88
I=0) , W 1 € SRS 34T Meta 7347, WL 6.
SR ER EH AP S 2 MRS R E RIT
SUE R BE MOCA V73 B0 72 FE R T4 52 25 3 #I
1HIT[MD=2.41,95%CI1(2.03,2.79) , P<<0.000 011
235 CiPiEH  HLfH 6 Wit > g &
T CIRMNEM, N 680 %1 & 3, i 56 41 340
i T B 2H 340 191, A S A1 AFAE 7 5 14 (P=0.000 1
F=88%) , %% F B AL N AR B 3E 4T Meta 43 #7 » WL
7. SR BTN S TS 2 IR B G 5 25
TBIT SRR B C S B R E BGE AR FE S 25 I
HIT LGt 2 2 7 [ SMD=-1.71, 95%CI (-2.23,
-1.19),P<<0.000 017, #F— 5 fi oM 73 v, 38—
HEBR ISR JE TR AE e i it o H T A
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SAFI+WM group WM group Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
52,1 P - By ) b T R
HE2015 404 302 53 686 343 53 4.0% -1.82[3.07,-057] 2014 -
BrEE2015 731 363 32 956 365 32 36% -2.25[-4.03,-047] 204 -
2019 856 273 40 1027 318 40 4.0% -1.71[3.01,-041] 20149 —
AES2019 582 258 an a 277 a0 40% -218[3.52,-084 20149 -
Subtotal (95% CI) 155 155 15.6% -1.95[-2.64, -1.26] <
Heterogeneity: Tau®= 0.00; Chi*= 040, df= 3 (P = 0.84), F= 0%
Testfor overall effect Z=4545(F = 0.00001}
5.2.2 B HABFH 2
SREE2014 1574 455 42 1635 488 42  34%  -061[2.62,1.40 2014 —T
FEHFS 483 1.3 a0 842 312 50 4.2% -3.49[4.43-2558 2014 -
HEEE 018 a8 34 49 125 12 49 41% -360[4.73,-247] 2018 -
EPERER2018 519 204 43 B39 282 43 42%  -1.20[2.24,-016] 2018 -
Frrzozo 543 11 101 937 198 101 4.4% -384[4.38 -3.50] 2020 -
EEE2020 497 3.83 40 11.29 5.34 40 34%  -B.32[-8.36,-4.28) 2020 -
AERE 2020 463 464 41 756 6.03 41 32% -283[-526 -0.60] 2020 -
Subtotal (95% CI) 366 366 27.0% -3.15[-4.23,.2.08] -
Heterogeneity: Tau®=1.59; Chi*= 3813, df= 6 (P =< 0.00001); I* = 84%
Testfor overall effect 2= 49.73 (F < 0.00001)
5.2.3 AP WEEGRCIN A VRN R
2kmE,2015 577 &M 3 811 389 35 34%  -234[4.47 -021] 24 -
FEI2016 323 1.79 a0 475 302 a0 4.3% -1.52[2329-075 206 -
FFEE2016 5.1 22 40 83 28 40 41%  -3.20[4.26,-2.14] 2016 I
FEHF 314 233 42 583 316 a0 4.0% -269[-3.80,-1.48 207 -
SREEME2018 321 178 100 476 297 100 43% -1.55[2.23,-0.87] 2018 -
ohER2018 286 23 34 2E9 3459 32 349%  -013[1.60,1.34] 2018 T
HAAR 2019 41 2.1 30 124 30 41%  -300[4.14,-1.86 2019 I
ERHI2019 g02 1.493 a1 1235 235 51 43% -4.33[516,-3.50] 20149 -
FEE=2019 673 209 46 835 218 46 42% -1.62[2.49 -078] 2019 I
=EEE2N9 587 112 48 958 3.03 48 42%  -4.01[4.82,-3100 20149 -
HERI01Y 366 3.87 G2 747 342 62  39% -4.31[565-294] 20149 -
FEEE2020 1224 1.98 581 1652 2.54 51 43% -4.28[516,-3.40] 2020 -
EiE2020 12.84 329 100 3237 335 100  4.3% -053[1045-8.61] 2020 +—
BEE2020 519 204 43 B.39 282 43 42%  -1.20[2.24,-0.16] 2020 I
Subtotal (95% CIy 762 758 57.4% -3.14 [-4.38, -1.90] -
Heterogeneity, Tau®= 5.28, Chi®= 286.30, df=13 (P = 0.00001); F= 95%
Testfar overall effect: £=4.96 (P = 0.00001)
Total (95% CI) 1283 1279 100.0% -2.97 [-3.74,-2.19] L
Heterogeneity: Tau®= 3.49; Chi*= 340,63, df= 24 (P = 0.00001); F= 93% _51 2 5 ! 5 16

Testfor averall effect Z=7.458 (P < 0.00001)
Testfor subaroun differences: Chi*=4.85 df=2 (P = 0.09. F=58.8%

E 4 PLE NIHSS W45 B Meta 5347 ZR 9k B
Fig. 4 Forest plot of Meta-analysis in NIHSS score between two groups
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SAFI+WM group WM group Mean Difference Mean Difference
Study or Subgrou| Mean SD_Total Mean SD Total Weight [V, Random, 95% Cl Year IV, Random, 95% CI
511 0P ) G b i+ R e
FHE2015 58.74  8.58 53 49.32 917 83 10.1% 9.42[6.04,12.80] 2015 -
falE= 2014 58.73 847 40 4931 916 40 9.5% 9.42[5.53,13.31] 2019 —_
Subtotal (95% CI) 93 93  19.7% 9.42 [6.87, 11.97] L

Heterogeneity: Tau® = 0.00; Chi®= 0.00, df=1 (P =1.00); F= 0%
Testfor overall effect: Z=7.24 (F = 0.00001;

5.1.2 F{E AL FLAb A2y

FHEEF015 61.85 1481 50 483.25 21.488 a0 B1%
FFHRZEZ018 69.19 14.05 43 59.89 17.54 43 6A%
Subtotal (95% CI) 93 93  12.6%

Heterogeneity: Tau®= 0.00; Chi®= 0.63, df=1 (P =0.43), F= 0%
Testfor overall effect: Z=4.43 (F = 0.00001;

5.1.3 AU AL PO RCMR VR

gkm2015 64.71 327 35 49 3113 3| 23%
FiEFH2016 60.2 9.4 40 479 8.2 40 9.6%
FEH2017 8369 1274 42 61.21 1671 40 6.8%
EE2019 61.39 567 62 43.08 59 62 11.5%
ETTR2019 63.41 9.2 50 6B.32 847 a0 10.0%
FEE2020 7425 12.41 51 &1.03 898 a1 9.2%
FEaE2020 7434 561 100 B1.08 653 100 11.9%
BEEEz0z0 69.19 14.05 43 59.89 17.54 43 6A%
Subtotal (95% CI) 423 421 67.7%
Heterogeneity: Tau®=14.18; Chi*= 4216, df=7 (F < 0.00001); F= 83%
Testfor overall effect: 2= 8.63 (F = 0.00001;

Total (95% CI) 609 607 100.0%

Heterogeneity: Tau®=13.07, Chif=55.01, df=11 (P = 0.00001); F=80%
Testfor overall effect: 2= 9.849 (F = 0.00001;
Testfor subaroun differences: Chi®= 448 df=2(P=0111 F=553%

13.30 (6.0, 20.55] 2015
9.30[2.58,16.02] 2018 —
11.15 [6.22, 16.08] S

15.71 [0.75, 30.67] 2015
12.90[9.03, 16.77] 2016 —_
22.48 [16.03, 28.93] 2017 I
18.31 [16.27, 20.35] 2018 -
7.09[3.62, 10.56] 2019 -
13.22[9.02,17.42] 2020 —
13.29[11.75, 14.83] 2020 -
9.30[2.58, 16.02] 2020 —_—
13.78 [10.65, 16.91] &
L

12,60 [10.10, 15.09]

20 10 0 10 20
WM group SAFI+-WM group

5 TiZE BIiE4Y 9 Meta 23 #7 ZR K B

Fig. 5 Forest plot of Meta-analysis in BI score between two groups

SAFI+WM group WM group Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight [V, Fixed, 95% Cl Year IV, Fixed, 95% Cl
2015 1855 398 20 162 311 20 30% 2.35([0.14, 4.56) 2015
EE#52017 27.83 1466 42 2458 11985 40 04% 3.25[253 8.03 2017 —
R 20149 187 42 30 163 31 30 42% 240053 4.27] 2019 —
slfRE 2020 1972 1.67 46 17.03 155 46 336% 2.68([203 3.3 2020 -
R0 19.89 142 &1 17.64 113 51 58.8% 2.25[1.75 2.7 2020 |
Total (95% CI) 189 187 100.0% 2.41[2.03, 2.79] ]

Heterogeneity: Chi*=118,df=4 (F=088) F=0%
Test for overall effect: £=12.38 (P = 0.00001)

-10 -5 0 a 10
WM group  SAFI+WM group

6 FIZH MOCA i3I Meta 53 47 ZR K B
Fig. 6 Forest plot of Meta-analysis in MOCA score between two groups

SAFHWM group WM group Std. Mean Difference Std. Mean Difference
Study or Subgroup _ Mean _ SD_Total Mean SD Total Weight IV, Random, 95% Cl _Year IV, Randorm. 95% CI
FRUE2016 429 122 40 673 144 40 166%  -1.07F1.54,-060] 2016 =
Gir-322018 338 128 58 511 158 59 17.3%  -1.18[1.58,-0.79 2018 -+
1kEz 2018 413 212 40 1002 413 40 161%  -1.78[2.30,-1.26) 2018 -
SER019(2) 62 034 &0 1058 241 50 1B.0%  -253[3.06,-2.00] 2018 -
EEF020 B8 224 100 882 227 100 180%  -1.21[1.51,-0.81] 2020 -
FEE020 388 117 51 718 154 51 160%  -261[F315-208 2020 -
Total (95% CI) 340 340 100.0%  -1.71[-2.23,-1.19] <>
Heterogensity: Tau® = 0.36; Chi®= 41.21, df= 5 (P < 0.00001); = 88% VR ; } v

Testfor overall effect: Z= 6.47 (F = 0.00001)

E7 MACKNE
Fig. 7 Forest plot of Meta-analysis in
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SAFI+WM group WM group Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl _Year M-H, Fixed, 95% CI

6.2.1 NF¥ 545

2015 1 3z 1 3z 6% 1.00 [0.06, 16.71] 2015

2k, 2015 4 35 1] 34 1.2% 10.141[0.53,195.91] 2019 ]

=R 2018 4 39 o 38 1.2% 10.01([0.52,192.61] 2018 ]

Ir-=2018 2 59 2 59 53% 1.00([0.14,7.35] 2019 -1

2020 1 a0 a 50 1.3% 3.06 012, 76.95] 2020 ]

FERF 2020 2 41 3 41 7.E% 0.65([0.10,4.11] 2020 R

Subtotal (95% CI) 256 256 19.0% 2.12[0.88, 5.15] s

Total events 14 B

Heterogeneity: Chi®= 4.59, df=5 (P = 0.47), F= 0%

Testfor averall effect: Z=167 (P=010}

6.2.2 NI 22

gk, 2015 1 35 o im0 1.3% 309012 78.41] 2015 ]

EWRI2019 1 51 1 51 2.6% 1.00 [0.06, 16.43] 2018

SERIMD 2 a0 1 50 26% 204 018, 23.27] 20189 —

Subtotal {95% Cly 136 136 6.5% 1.83[0.38, 8.73] e

Total events 4 2

Heterageneity: Chi*= 029, df=2 (P =087, F=0%

Testfor overall effect: Z=0.76 (P = 0.45)

6.2.3 IRk il B

FEF2015 1 a0 ] 50 1.3% 3.06[0.12, 76.95] 2019 |

= 2018 1 40 o 40 1.3% 3.08[012 77.80] 2019 ]

SER2019(2) 3 a0 4 50 10.0% 0.73[0.16, 3.46] 2019 -

Subtotal {95% CI) 140 140 12.6% 1.21[0.36, 4.10] -~

Total events ] 4

Heterageneity: Chi*=1.04, df= 2 (P = 060}, F=0%

Testfor averall effect: =031 (P =0.76)

6.2.4 AR

ETFRE2018 1 a1 4 51 10.5% 0.23[0.03,2.18] 2019 - |

BAIz018 3 a0 2 50 A.0% 1.53[0.24,5.58] 2019 -

Subtotal {95% CI) 101 101  15.5% 0.66 [0.18, 2.38] .

Total events 4 B

Heterageneity: Chi*=1.64, df=1 {F = 0.20); F=39%

Testfor overall effect: Z= 064 (P=0.452)

6.2.5 TS LA

BRE2015 1 a2 1] 2 1.3% 310012, 78.87] 2015 |

[ b 1 100 o 100 1.3% 303012 75.28] 2018 ]

Subtotal {95% CI) 132 132 2.6%  3.06 [0.31, 29.96] —

Total events 2 a

Heterogeneity: Chi®= 0.00, df=1 (P = 0.99); F= 0%

Testfor overall effect: £= 0.96 (P = 0.34)

6.2.6 H b

FEEFENS 1 a0 a 50 1.3% 306012 76.95] 2015 ]

T =2018 g 59 g 59 20.4% 1.00([0.37,2.73] 2019 -t

SERZ0192) 1 a0 2 50 6.2% 0.49[0.04, 5.98] 2019 .

ETTRI2018 2 a0 2 50 51% 1.00([0.14,7.38] 2019 - T

JERF 2020 1 41 B 41 11.7% 214071, 6.48] 2020 T

Subtotal {95% CI) 250 250 43.8% 1.31[0.69, 2.48] <>

Total events 24 19

Heterogeneity, Chi®=1.99, di=4 (F=0.74), F= 0%

Testfor averall effect: Z= 081 (P=0.42)

Total (95% CI) 1015 1015 100.0% 1.43[0.94, 2.17] »

Total events 53 ar . . . .

Heterogeneity, Chi®= 1098, df= 20 (P = 0.85); F= 0% T ¥ 10 =00

Testfor averall effect: Z=1.67 (P =0.09)
Testfor subaroun differences: Chif= 284 df=5FP =072 F=0%

= 8

SAFIWM group WM group

FAR R KB % 4 F B Meta 517 FR KB

Fig. 8 Forest plot of Meta-analysis in incidence of adverse reactions between two groups
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Fig. 9 Inverted funnel of clinical efficiency
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Fig. 10 Inverted funnel of NIHSS score
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