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Meta-analysis of Sofren injection combined with other medicines in acute cerebral infarction
WU Xiao-jun, LI Wen-hua" (Department of Medicine, University of Tibetan Nationalities, Xianyang 712082, China)

Abstract: Objective To systemically review the clinical efficacy and safety of Sofren injection combined with other
medicines in acute cerebral infarction (ACI). Methods The randomized controlled studies on Sofren injection combined with
Western medicine and other Chinese medicine injections for ACI were collected using CNKI, VIP, Wanfang, and China
biomedical literature databases. Twenty-one literatures including 2102 cases accorded with inclusion criteria were analyzed by
RevMan 5.3 software, and clinical efficacy and National Institutes of Health Stroke Scale (NIHSS) were served as effective
indicators. Results Compared with control group, 2-week effective (OR=3.64, P<0.01) and improvement rates (OR=2.52,
P<0.01) were increased, while NIHSS was decreased (OR=-5.22, P<0.01) in drug combination group. There were no severe
adverse reactions. Conclusion Sofren injection combined with other medicines is effective and safe for ACI, but requires
rigorous, high-quality clinical trials to be further confirmed.

Key words: Sofren injection; acute cerebral infarction; Meta analysis
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| |

F A AR
(n=80)

wEAAMERE

(n=58)

5 352 4 3L
(n=22)

HFBR AT hRifE

(n=1)

RCT(HEHLXT IR
) HEn=21)

Bl x#EteRREE

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

Low risk of bias

Unclear risk of bias

0% 25% 50% 75% 100%

High risk of bias

B2 A XU b i B (VR 3o & i fer JRURR: FIT 3 Ll f51 B 341 )



%2

R, A RIRELS R SHRIR G 253677 PRI AESE A Meta Ay

119

1.4 “%itFam

5 1 27 Ak B R & H B RevMan (Review
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F 54/51 2 KRR RESR R ZE ki I AR 72 . NIHSS
EIHE 1515 2 KRR R SRR S A Wik e I AR T 8%
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X AR 45/45 4 RERLS R SRR ISR ZE Wikt ZE PRI T . NIHSS
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i, MV WR G 7 ik AN R T4 4
A RAGAR BARBENL 7 1 o 2 1505 1 45 S 5 His
S N Y SIS o S AN O A SR IEE S TN
SATE

2.3 Aot

231 XEMEERCRMITEA SN RATES 2
PRSI R 2528 S . P2 . IR
SYRC T3, R R, BIARESE HEN
9.81, HHJE N20, P=0.97>0.05, E{KOR=3.64,
95% CI }(2.89, 4.59), ZRZCRKK: Z=10.96, P<
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Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

Other bias

B3 R RS B (1t BT 4 52 46 25 KUBR: 1 )
T B ROR YT 2t A SE A st PG 25 A rp 2G24T RO A PG 24 2R S ROR T A MR IR AT B A
ESA LA B S, K4E8/R, ORMSY% Citlk &R, TWFEIILEKS,
LRTETE TR R LR A, MO N SR EGR LS &

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed, 95% CI
1.4.1 LR TS+ 25 30
HATFE, 2015 38 40 25 40 1.6% 11.40[2.40, 54.22]
Ji . 2017 35 41 30 41 5.5% 2.14[0.71, 6.48] -
sk, 2013 59 75 39 74 10.4% 3.31[1.62, 6.78] -
HHAEE, 2015 61 78 37 87 9.5% 4.85[2.44,9.62] -
Subtotal (95% ClI) 234 242 27.0% 4.08 [2.66, 6.26] S 4
Total events 193 131

Heterogeneity: Chi? = 3.55, df =3 (P = 0.31); I?=15%
Test for overall effect: Z = 6.43 (P < 0.00001)

1.4.2 2R TR S+ 259559

XHE, 2016 30 32 24 32 1.9% 5.00 [0.97, 25.77]

NENEZ, 2013 65 71 45 63 5.0% 4.33[1.60, 11.77]

kK, 2013 60 68 45 67 6.7% 3.67 [1.50, 8.99]

ok, 2017 25 30 15 30 3.1% 5.00 [1.51, 16.56]

gk, 2016 45 48 38 48 3.0% 3.95[1.01, 15.39]

MgigEE, 2013 54 60 42 60 5.2% 3.86 [1.41, 10.57]

iR, 2013 73 80 64 80 7.0% 2.61[1.01,6.74]

EAHL, 2015 49 54 43 51 5.1% 1.82[0.55, 5.99] ]
T3, 2014 14 15 11 15 0.9% 5.09 [0.50, 52.29]

AR, 2017 14 15 10 15 0.8% 7.00 [0.71, 69.49]

A g, 2017 38 45 30 45 5.8% 2.71[0.98, 7.50]

* R, 2017 52 55 42 55 2.9% 5.37 [1.43, 20.08]

% ¥, 2014 58 64 56 67 6.4% 1.90 [0.66, 5.48] ]
f& &, 2015 19 20 13 20 0.8% 10.23[1.12, 93.34]

Rk, 2017 27 30 24 30 3.0% 2.25[0.51,9.99] ]
Subtotal (95% CI) 687 678 57.6% 3.46 [2.54, 4.72]

Total events 623 502

Heterogeneity: Chi? = 5.89, df = 14 (P = 0.97); I? = 0%
Test for overall effect: Z = 7.83 (P < 0.00001)

1.4.3 ZLECR B B+ 3 MY

KB, 2015 86 100 65 101 11.3% 3.40[1.70, 6.83]
# ft, 2017.03 20 30 10 30 42%  4.00[1.37,11.70]
Subtotal (95% CI) 130 131 15.4% 3.56 [1.99, 6.39]
Total events 106 75

Heterogeneity: Chi? = 0.06, df =1 (P = 0.80); I> = 0%
Test for overall effect: Z = 4.26 (P < 0.0001)

ST

Total (95% ClI) 1051 1051 100.0% 3.64 [2.89, 4.59]
Total events 922 708

e iz = _ _ 2= 0o } } : |
e Tt oo o
estioroverall e e(_:' e (,2 ’ ) ) Favours [control] Favours [experimental]
Test for subaroup differences: Chi*=0.38. df =2 (P =0.83). "= 0%
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2311 L RESH R+ 25 R PR vs 25 E
SHR AEX A A 4TS, i x> =3.55,
df=3, P=0.31, P>0.10, & [ %0 A AL o B ik
Gixamivtsy, W4, WE4FRTHL, 4R SO A
JFOR=4.08, 95% CI (2.66, 6.26), CI I FIR¥>1,
HARKORIG IR Z =6.43(P<0.01), FEWIL0 5 K3 5
55 FO M b 25 28 SRS B IR YT S IR AT e
FH At A 2 40 A3 o I

2312 RSP 2520 5P vs PU 25280
S TEX AT h A 15 5E, Z T y2=
5.89, df=14, P=0.97, P>0.10, 3% %0 15
SINTIE A ISIHEGY, W4, M4l AL, 155
CHRAY A IFOR=3.46, 95% CI (2.54, 4.72), CLIF
FRII>1, #ARMORK IR Z =7.83(P<0.01), FHIL 5
R 5 A VG 25 28 VR PR 25 A IR T 2t I AR AT
5 B o8 FH At P 2440 s A RO

23.1.3 LIRS MIRYT vs WRLAYT  EX
AW A 2T 5E, 1% AL x2=0.06, df =1,
P=0.80, P>0.10, I E S 53 Hrid 4512250
WFoe, W4, M4 RIAEL, 25 SCER Y A HFOR=
3.56, 95% CI(1.99, 6.39), CLE FFRI>1, #eiks)
REIKZ =4.26(P<0.01), FHILL 5 RS w0
RTS8 AR YT VPR AT B8 sk e R BTG Y A E
HARR,

232 XTRECRMIATWA T AT L 2R
FEPRZGR RS . PEZG ISR . W IR YT
T3INWL, S5RER, BHE xEN8.86, HIE
J5 19, P=0.98>0.05, i f& OR=2.52, 95% CIWy
(2.08, 3.06), HIKFRKKZ =9.36, P<0.01, FH
21 KSR S A rh 25 1 5 W R LA VY 245 28 1 S ik

TR 20 i B B el FH WG 24 A e 24 0 S A
HiEER, KB, ORM 95% CIRELL &1L
LR AT, WO ML S R R A A A 2 S R
A PG 25 2 SRR IT S A AR A AR, ek
B E 7

2321 LIRS+ 25 AR vs 2R
S FEXAWH P F T, ZWAP x2=
1.56, df=3, P=0.67, P>0.10, 2% [& &S00 AR 4y
Ml A A5, ILE 6. MIF6H AT AN, 4% SCiik
M4 FF0OR=2.73, 95% CI (1.86, 4.01), CI L FFR
>1, BARZCRA K Z =5.11(P<0.01), FHILI 5 RIF
SR A 2528 SRR A AR YT 2 AR SE 5 B
A LAt 2440 SR B i

2322 LU RESIRATE 252K 0 G vs PU 2520
S TEX AW TP A 14 5Y, T 2=
6.58, df=13, P=0.92, P>0.10, % &5 %0 A7
SR AL 14T, W6, MIE6Hml AL, 145
SCHR IS FFOR=2.40, 95% CI (1.91, 3.03), CI|F
BRE>1, BARSURK I Z =7.39(P<0.01), FHHL &
RVE SIS AP 25 28 7 S 45 B 1R T S A At
5 B ol FH At PG 2440 HL B A R

2323 I RKIESW+HRIRYT vs WHLAYT X
A A 25T, R x?=0.12, df=1,
P=0.73, P>0.10, B[ 800 AR T S BT il & 12200
WhoE, WE 6, M E 6wl A, 25 SCEk B A I
OR=3.16, 95% CI(1.37, 7.30), CIE FRR¥>1, #%
BRI Z =2.70(P=0.007), FEMLLH RIS
HRLIRTT 45 A IR YT SV IR A R s P RLIR T
HHEEE A ROR
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NIHSS RN R A7 5 B R gt x2=260.62,
df=10, MD=-5.22, 95% CI (-7.10, -3.34), CI I
TRRI<0, BARGORK K Z =5.45(P<0.01) , KPRk
15 R TR SR A Al 78 24 R v sl 2 mT L B S AL

Experimental Control
Study or Subgroup Events Total Events Total Weight

Odds Ratio
M-H, Fixed, 95% CI

TN RESE R R 22 R GEBAE T, Sl RA AR A
BRI SR 2 WU NIRRLL R R T
SHBOBE 2536077 2L IR SE R W 7 R, RRARIE
USRS

Odds Ratio
M-H. Fixed, 95% CI

1.5.1 ZLEERTE S+ P 25 TR

WalFE, 2015 15 40 7 40 3.4%
J& &, 2017 27 41 15 41 3.9%
sk, 2013 43 75 30 74 9.9%
HH#ETE, 2015 38 78 19 87 71%
Subtotal (95% ClI) 234 242  24.3%
Total events 123 71

Heterogeneity: Chi? = 1.56, df = 3 (P = 0.67); I> = 0%
Test for overall effect: Z=5.11 (P < 0.00001)

1.5.2 Z15ER TS0+ VG 24 2524 9

2.83[1.00, 7.98]
3.34[1.35, 8.27]
1.97 [1.03, 3.78]
3.40 [1.73, 6.68]
2.73[1.86, 4.01] <&

1.68 [0.62, 4.61]
3.17 [1.56, 6.44]
2.33[1.15,4.73]
3.06 [0.97, 9.66]
2.18[1.03, 4.62]
1.74[0.93, 3.26]
2.45[1.11, 5.42]

4.57 [0.90, 23.14]

4.13[0.88, 19.27]
2.06[0.89, 4.78]
3.67 [1.50, 8.97]
1.62[0.78, 3.38]

3.00 [0.79, 11.44]

4.38 [1.32, 14.50]
2.40 [1.91, 3.03]

XI#E, 2016 21 32 17 32  45%
MIHE, 2013 48 71 25 63 6.6%
H W, 2013 48 68 34 67 77%
# I%, 2017 13 30 6 30 26%
Mphies, 2013 42 60 31 60 7.1%
Yk, 2013 47 80 36 80 11.4%
FA®, 2015 37 54 24 51  6.0%
T3, 2014 12 15 7 15 1.1%
REEAR, 2017 11 15 6 15 1.2%
X5 4, 2017 28 45 20 45 58%
ok, 2017 46 55 32 55  4.0%
M &, 2014 46 64 41 67 8.7%
M ik, 2015 15 20 10 20 1.9%
FEER, 2017 25 30 16 30 2.0%
Subtotal (95% CI) 639 630 70.7%
Total events 439 305

Heterogeneity: Chi? = 6.58, df = 13 (P = 0.92); I? = 0%

Test for overall effect: Z =7.39 (P < 0.00001)

1.5.3 ZL5E RN+ T KT

KRBT, 2015 15 40 7 40  3.4%
W 1%, 2017.03 9 30 3 30 1.6%
Subtotal (95% CI) 70 70 5.0%
Total events 24 10

Heterogeneity: Chi? = 0.12, df =1 (P = 0.73); I? = 0%
Test for overall effect: Z=2.70 (P = 0.007)

Total (95% Cl) 943

Total events 586 386
Heterogeneity: Chi? = 8.86, df = 19 (P = 0.98); I = 0%

Test for overall effect: Z = 9.36 (P < 0.00001)

Test for subaroup differences: Chi’=0.60. df =2 (P =0.74). I’= 0%

942 100.0%

2.83[1.00, 7.98]
3.86 [0.93, 16.05]
3.16 [1.37, 7.30]

2.52 [2.08, 3.06] ¢

0.01 0.1 1 10 100
Favours [control] Favours [experimental]
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e RN FRAAERO A A
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SYRIEILE L. HFEhae. BOiae. IRE . OHE
SETCIR AR RN RO, AR SCHRR$E A o

3 g

3.1 A A R
SV I AR A0 & — i e R R R A e B

AL R B R, R d s TR RE
WORVTE R 2T . INRIZE R R it e e 31 2
AL 25, Z TR BIETE DA R 350 K s A Al
2 i AR AT i s 114 s B A R A, T A A
HZER — DSkt 2. SRR LA s, A
P 2> S B O — 2P . DR A
P RN EBRE | 0SB AR DR
P FEAE DR 5 |2 14 i 7K S B V3 97 1) DG ST 21
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0 SE(log[OR])
0.2
0.4
0.6
0.8
1
0.01 0.1
Subgroups N
LU RIS+ P2 TSR

Experimental

Control

1

LR R+ PH 25T SR
B7 AHA=KESREKS AL ve SRAERALUGKBZE AR EHITIAS HTaiR-HE

Mean Difference

IV, Random, 95% CI

AR SER IR Sy P i

10

Mean Difference

OR
100

Study or Subgroup Mean SD Total Mean SD Total Weight
BTTRE, 2015 31 25 40 54 28 40 10.2%
NI, 2013 10.7 29 71 143 25 63  10.4%
J& &, 2017 4.09 3.16 41 18.34 547 41 9.6%
s, 2013 1144 3.05 75 1873 294 74 10.3%
W, 2016 13.19 2.04 48 16.54 3.26 48 10.3%
MpifEdE, 2013 10.33 4.24 60 16.52 3.84 60 10.0%
TR, 2015 142 34 54 16.8 3.9 51 10.1%
WHEAR, 2017 10.33 454 15 1624 395 15 85%
X 4, 2017 11.31 1.31 45 19.63 2.23 45 10.4%
% M, 2014 33 27 64 55 34 67 10.3%
Total (95% Cl) 513 504 100.0%

-2.30 [-3.46,
-3.60 [-4.51,

-1.14]
-2.69]

-14.25[-16.18, -12.32]

-7.29 [-8.25,
-3.35 [-4.44,
-6.19 [-7.64,
-2.60 [-4.00,
-5.91[-8.96,
-8.32 [-9.08,
-2.20 [-3.25,

-5.55 [-7.52,

-6.33]
-2.26]
-4.74]
-1.20]
-2.86]
-7.56]
-1.15]

-3.57]

1V. Random, 95% CI

4

Heterogeneity: Tau? = 9.60; Chi? = 260.62, df =9 (P < 0.00001); I>=97%
Test for overall effect: Z = 5.51 (P < 0.00001)

-100 -50 0 50 100
Favours [experimental] Favours [control]

B8 KRAFZRIES RIS AL vo WRARGLUNIHSS BN R E /iR -HE

e B AL S AL B (SOD)IE T, FRAIRIA N A ry 56X 48
A I, O I LA R LI RE A 22 T T 1Y
25 PR FIUSY, DROBR A1 55 R T S VR — b v 2 7 4
B, MR PUBA . US| DURDT
PURSS . UM . PURTESE, XM RGE .
KRG MGIERGAFH B IR Z 0 R IE
T IRBREL S RSSO G T 25167 2 IR AL S
T RRRCR, HXE T HIR T RCR 192 e VeI 3%
P o — SR Z5E, AR RGN R
PRZL S R SIS 25367 S PEIR A AL 55 %) iR 41
MM A RS, P8l s B artin, #2
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