FEH 2021494 #52% B18H  ChineseTraditional and Herbal Drugs 2021 September Vol. 52 No. 18 * 5663 °

B )| 815 &EIE T 72 h A2 M EL M 22 b i RS IE N
izal, | 5 %4485, seF”
1 INRFEZ K, LR B 250014
2. IWARHEAREMBER, R FE 250014

W E: BW RGNS E RS BEIT 72 h A2k 2+ (acute ischemic stroke, AIS) M7 35 2241
Tt WL ARG R FAM . TI  GEE P E AR R S SRR E | P I PR B8 3 M A 0>  PubMed . Web of Science Cochrane
Library. Embase. Clinical Trails, WS+ SRR INGTT 72 h W AIS MIRIRBEHLO RGOS, R RSB ESR
2019 4% 12 A 31 H. RA {Cochrane Tt it & ZIFAN T M MR EITFN T EITFM AN R MR, IR E @
RevMan5.4 Fll Statal4 ZA4F3H1T Meta 7087, £55R LGN 52 BTk, 5182 I . Meta oAT4s RE R, FF25)1 SR R
BHPRER AT GRIGD 5aipiE s MGy GHR4D Mk, FTEFEREIRKEARER [RR=1.24, 95%CI (1.21, 1.28),
P<<0.000 017, 2 FlpZ DhAE B IE 70 B0 3E F2 . [SMDamss=-3.62, 95% CI (—4.37, —2.87), P<<0.000 01; MDcss=-5.65,
95% CI (-6.46, —4.85), P<<0.000 01] F1H A iHENEE ST 2 MIGEFEE [SMDap.=12.41, 95% CI (8.60, 16.22),
P<<0.000 01]; 23 PR Z FIMLRIR AL S8R . 2 HA R RN KA TG 2R [RR=1.34, 95% C1(0.87, 2.06), P=0.18>0.01].
0 M )IEGESRAENGIT 72 h W AIS AT DUR R s IR RIT 2, B2y, EMASCIRERK, h=H 2
R EAEHE SZFF . Prospero VESHS CRD42021225911

EEEIR: 72 h WEMEELME AR T PRSI E BT RE: Meta 48T BEHLRT BRLE

FEDHS: R285.64 NERFRERE: A NEHS: 0253 - 2670(2021)18 - 5663 - 13

DOI: 10.7501/j.issn.0253-2670.2021.18.021

A systematic review of Salviae Miltiorrhizae and Ligustrazine Hydrochloride
Injection as adjunctive therapy for acute ischemic stroke within 72 h

JIANG Yan-hong', TIAN Ying?, LIAN Jia-ying', XU Xiang-qing’
1. Shandong University of Traditional Chinese Medicine, Jinan 250014, China
2. Affiliated Hospital of Shandong University of Traditional Chinese Medicine, Jinan 250014, China

Abstract: Objective To evaluate the efficacy and safety of Salviae Miltiorrhizae and Ligustrazine Hydrochloride Injection (SLI,
P ) E G ESTR) as an adjunctive treatment for acute ischemic stroke (AIS) within 72 h. Methods By systematically searching
CNKI, Wanfang, VIP, Sinomed, Chinese Clinical Trial Registry, PubMed, Web of Science, Cochrane Library, Embase, Clinical
Trails, the randomized controlled trials of AIS within 72 h treatment accessorially with SLI were collected, the retrieval time was up
to December 31, 2019. The evaluation method recommended by Cochrane Handbook for Systematic Reviews of Interventions was
used to evaluate the quality of studies, and the data was analyzed by Revman5.4 and STATA14. Results A total of 5182 patients
from 52 literatures were included in this study. The results of Meta-analysis showed that SLI combined with routine treatment of
western medicine can improve the total effective rate [RR = 1.24, 95% CI (1.21, 1.28), P < 0.000 01], two kinds of neural function
defect scores and activity of daily living score significantly [SMDyuss = —3.62, 95% CI (—4.37, —2.87), P < 0.000 01; MDcgs =
—5.65, 95% CI (—6.46, —4.85), P < 0.000 01; SMD,p; = 12.41, 95% CI (8.60, 16.22), P < 0.000 01], and reduced various
hemorheology indicators significantly. There was no significant difference in the incidence of adverse reactions between the two
groups [RR = 1.34, 95% CI (0.87, 2.06), P = 0.18 > 0.01]. Conclusion The adjuvant treatment of AIS within 72 h with SLI can
significantly improve its clinical efficacy and had good safety, but the quality of the literatures included in this study is low and lack
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of high-quality evidence to support the conclusion. Prospero registration number CRD42021225911.
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RIFREEGT AEEMHT Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean _ SD Total Mean _SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
F43 2015 4131 471 M <738 471 41 28%  -3.97[5.96,-1.88] - ®@297272@®
24 2014 96 G607 BE  -36 B24 B8 28%  -5.00[7.97,-3.83) - 27@222@
Phazag 2017 662 508 39 -3.02 553 40 27%  -160[5.84,-1.26 - [ B L ]
AT 2018 TE 385 48 67 346 48 3.2%  -0.90[2.32,052) ®207228®
SRkEE 2017 B 132 50 <B4 07 S0 35%  -210[2.51,-1.68) @ 1971771@®
s 2016 1622 603 76 -489 528 7H  30% -10.33[11.93,-363] - 7220722280
K 2012 60 382 40 42 306 40 30%  -1.70[3.36,-0.04] 1 77@72722@
2k 2015 807 283 A6 B35 164 BB 34% 267 [3.48 -1.86) 92077200
2Ki8 2010 312 416 49 111 3B5 46 3% -2.01 [3.58,-0.44] - @ 2077228
BHEH 2015 1869 371 48 1474 342 48 3.2%  -3.85[56.38,-2.52] . ®7972228®
BkEFEE 2018 3 217 84 -6 189 &4 3.4%  -7.00[7.78,-6.21] 27@222@
B 2017 662 3323 43 -3 377 43 3A%  -3.31 [4.78,-1.83] . 2202220
BRI 2016 1416 282 45 881 26 48 33%  -6.34[6.42,-426) B 722@72228
T 2018 842 320 40 479 339 40 31%  -4.63[6.09,-317] - ®197718
=48 2017 897 585 105 -7.09 482 98 31%  -1.88[3.35-0.41] 1 ®207228®
EEM 2016 200 436 84 <12 436 B4 3.2%  -0.00[9.32,-6.50] [T FEEY ]
FES 2016 1 113 40 482 119 40 36%  -1.29[1.80,-0.78) ®2077228®
A 2014 126 443 43 -0 442 43 20%  -4.00[6.88,-212] - 27@222@
EFF 2012 TE 2B9 40 <32 3FF 40 3.2%  -4.40[5.84,-2.96] - 2292220
IF 2018 786 291 43 -B0S 308 43 32%  -1.81[3.08,-0.54] 1 @ 2077228
TRERR 2015 1482 53 B4 -833 543 B4 20%  -6.49[5.35-463 ®@7297272@
FRER 2017 .78 276 40 173 271 40 3.3%  -0.04[1.25,1.14] 27@222@
FE43 2016 84 238 56 -853 253 56 3.4%  -1.31 [2.22,-0.40] 2292220
BiEil 2019 538 26 43 288 221 48 34%  -2.40[3.37,-1.43) ®2072728®
2015 874 229 40 -05 248 40 33%  -1.24[2.29,-019] 77977272@
2R 2013 79 284 &5 .32 276 65 34%  -4.70[668,-371] 722072280
EE 2017 4841 708 45 007 71 45 23%  -B.04[1097,-5.11] - ®2@717228
2 2018 1435 B29 A9 -983 B3T A9 27%  -452[.80,-224] - ®207228
55 2015 43 32 43 -308 378 4% 32% 235475 -1.04) . 27@222@
Eift 2012 654 232 30 -386 237 30 33%  -1.68 [2.87,-0.48) 1 2292220
a5 2010 8 208 7R 61 243 78 3% -1.00[261,-1.19] ®7@0772®
SifiE= 2016 B8 579 39 44 BG4 39 24%  -4.40[7.16,-164] - ®@790727272@
Total (95% CI) 1653 1644 100.0%  -3.62[4.37,.2.87] I

Heterogeneity Tau®= 4.13; ChiF= 448,88, df= 31 (P = 0.00001); F= 93% ; I

Testfor overall effect: Z=9.43 (P = 0.00001)
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Fig. 6 Meta-analysis forest plot of NIHSS improvement
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(SR AR S B EAS A et 20 3, ok e[
ERN AT Meta 081 45 RIR7R SLI 4B G = H
FURIT A CSS W73 B FE BEAR T Frali Fu 2 % g
57, HEA S X [MD=-5.65,95% CI(-6.46,
-4.85), P<<0.00001]. FRHE WA 8.

2.4.4 ADL H? §J\ 16 IDj [5,7,10,19-20,22,24,26,28,32-34,41,44,47,52]
WEFEARE T VAT R 2 41 ADL-Barthel $£-43 1) 253
R, FHFVEAG B & AR I B E . &
it RS, F=97%>50%, H. O #3f P<<0.1,
PEIN AT PO R () SCRRAEAE BRI e B 1 o 3EAT i
TP T, 225 SCERXT Meta 20 BT R 45 St s K

improvement T, GBIHE IR F>50%, KRR R
BlI+HES &S . EEEMGES Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1FrE5E 2016 -1141 28.21 48 -84 2325 48 06%  -2.70[13.04, 7.64] -1 72207222 @
AEE 2017 -16.2 1477 40 -10.7 17.67 40 1.3%  -5.80 1264, 1.64] — @7077228@
LW TE4L 2013 -7.14 156.6252 42 -3.31 1454708 41 0.0% -3.83[62.84 61.18] -1 22@222@
ZEE 2016 -20 19 84 12 19 84 1.8% -8.00[13.75 -2.25] - @2072280
HiEF 2010 -7.88  34.0156 H -21 332032 k| 0.2% -5.88[2261,10.84] —1 722972228
fREtE 207 -16.69 2.6947 a0 -11.02 1.3732 50 91.6% -5.67 [6.51,-4.83] . 772@72727@
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Testfor overall effect: Z=13.82 (P = 0.00001)
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AIFBEENGT BEENEST Mean Difference Mean Difference Risk of Bias

Study or Subgrou Mean SD_Total Mean SD Total Weight [V, Random, 95% C1 IV, Random, 95% CI ABCDEFG
#2015 2219 1312 41 1408 1242 41 5.9% 8.11[2.58, 13.64] - ®@20772720
{1E% 2016 256 1431 48 176 1447 48 5.8% 8.00[2.30,13.70] - 22@72722@
I8 2009 36 17.61 55 204 16.08 a1 5.6% 1560[9.18, 22.01] - 22072820
Phazid 2017 282 T.494 40 1334 815 k] B.3% 14.86([11.31,18.41] - . ? . b e .
JEA 2018 225 2492 T 1475 285 Th B.7% T.7a[6.83, 8.67] e . g .
okE 2012 1811 4.04 40 1363 305 40 B.6% 1.48 [F0.09, 3.05] 72 . HEE R '.
TRfEE 2016 5414 679 45 2935 B.6Y 45 B.5% 24.79[22.00, 27.58] - > e . g .
TS 2017 2467 1232 105 1503 1068 98 B.4% 9.64 [6.47 12.81] - [ T4 B ]
FEEM 2016 36 1819 g4 21 148 a4 6.0% 15.00[9.99, 20.01] - [ F-d B ]
FREk 2012 365 11.94 40 2003 1352 40 5.9% 16.20 [10.61, 21.79] - 22@72722@
FHARA 2015 4511 T 64 2074  H19 64 6.5% 2437 [22.08, 26.66] - ®@20772:9
FEF 2016 2942 T3 A6 26.25 71 A6 6.5% 3.2T[0.63, 5.91] ™ 22@7222@
e 2015 305 FO08 40 2532 TN 40 6.4% 5.18[2.07,8.249] - 22@7722@®
HeEE 2012 IFE 1.3 85 211 1347 55 B1% 16.50[11.85 21.19] - 22@72722@
SR 2018 2.5 1087 59 91 1013 59 6.3% 1240[8.61,16.19] - @2027220
OERE 2016 3283 748 B4 1649 T42 G4 BA% 16.04[13.46 1867 - 2202228
Total (95% CI) 911 899 100.0% 12.41[8.60, 16.22] +

Heterogeneity: Tau®=56.37; Chi®=478.69 df=15 (P = 0.00001}; F=97%

Testfor averall effect 2= 6.39 (P = 0.00001)
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Study %
ID WMD (95% Cl) Weight
AR e D) AE
KK N2017 — -0.53 (-1.06,-0.00)  15.04
1212019 . -0.49 (-0.56,-0.42)  16.78
Pk %2018 -1.60 (-3.81,0.61) 5.44
FIL5R2017 - -2.29(-259,-1.99)  16.18
452016 - -1.48 (-1.66,-1.30)  16.59
2112018 —_— 147 (-1.68,-0.66)  15.12
42017 —_— -0.94 (-150,-0.38)  14.85
Subtotal (I-squared = 97.3%, p = 0.008—> -1.18 (-1.81,-0.55) ~ 100.00
HE )
7k £ #%2015 —_— -1.23(-2.02,-044) 863
kK A2017 - -0.44 (-0.53,-0.35)  11.86
#Hi£12019 — -0.51(-0.82,-020) 1125
T 2015 . -0.16 (-0.22,-0.10)  11.90
P 7k 722018 —— -1.00 (-1.38,-0.62)  10.94
FIL5$2017 - -1.85 (-2.00,-1.70)  11.76
2152015 —— -1.46 (-1.69,-1.23)  11.55
Hik2012 —_— -0.96 (-1.43,-0.49)  10.51
HF42019 - -0.34 (-0.55,-0.13)  11.61
Subtotal (I-squared = 98.5%, p = 0.000) <> -0.87 (-1.31,-0.43)  100.00
L3 i
212019 . -0.27 (-0.36,-0.18)  13.07
F 2015 - -0.14 (-0.27,-0.01) 1243
[k %2018 . 0.30(-0.36,-0.24) 1337
2552016 . -0.28(-0.32,-0.24)  13.50
4152015 - -0.70 (-0.86, -0.54)  11.89
FHilk2012 3 -0.70 (-0.74,-0.66)  13.50
#2018 —— -0.58 (-0.90,-0.27)  8.86
%:42017 * -0.33(-0.38,-0.28)  13.38
Subtotal (I-squared = 97.9%, p = 0.000) O -0.40 (-0.56,-0.25)  100.00
MRS
gk K N2017 . -0.06 (-0.07,-0.05)  19.96
[ 7k 72018 . -0.15 (-0.15,-0.15)  20.09
FMTHE2017 > 0.15(-0.16,-0.14)  19.90
2452015 3 013 (-0.13,-0.12)  20.01
21182018 * -0.08 (-0.09,-0.08)  20.04
Subtotal (I-squared = 99.8%, p = 0.000) [} -0.11 (-0.15,-0.08)  100.00
NOTE: Weights are from random effects analysis
T T
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Fig. 11 Meta-analysis forest plot of hemorheology
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e 2019 -2.43 108848 48 -1.21 16.3863 48 0.3% -1.22[-6.79, 4.39] T @70907272@®
2R 2018 -1.98  1.3644 59 -0B3 1.2007 59 440% -1.35[1.81,-0.89] L] . ? . Tr? .
PirsZ 2017 -515  3.3084 45 -3.35 40939 45 4.0% -1.80[-3.34,-0.26] 1 @70907272@®
FIRE 2018 -1.3 201 50 -05 241 80 125% -1.30[2.17,-0.43] 1 LB B ]
Total (95% Cl) 325 324 100.0% -1.42[-1.73,-1.12] |
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Fig. 12 Meta-analysis forest plot of low tangent value of whole blood viscosity
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AlIFAEERRT AERAT Risk Ratio Risk Ratio Risk of Bias
_Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed. 95% Cl M-H, Fixed, 95% Cl ABCDEFG
FE% 2016 i 48 1 48 44% 0.33[0.01,7.98] 22@9222@
AER 2011 ] 34 0 a3 Mot estimahle 12@9222@
4 2014 1 ] 1 B8 30%  1.00([0.08, 1568 R 72Q@227@
F— 2010 2 22 120 93% 061 [0.11, 3.26) —_— @rr7271@
Phizi@ 2017 5 40 419 120% 1.22[0.35, 4.21] L @20272289
SR 2018 8 43 848 148% 1.60 [0.56, 4.54] B e [ B4 B ]
2B 2012 1 40 0 40 15%  300[013, 71.51] 72Q@327@
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Fig. 13 Meta-analysis forest plot of adverse reactions
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