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Efficacy and Safety of Edaravone in the Treatment of Diabetes Mellitus Complicated with

Acute Ischemic Stroke:A Systematic Review
ZHANG Jingwen'?,CHEN Di',ZHAO Zinan',SONG Yinyin'?,]JIN Pengfei'

(1. Department of Pharmaceutical Science . Beijing Hospital + National Center of Gerontology -« Institute of Geriatric Medicine ,Chinese Academy of
Medical Science + Beijing Key Laboratory of Assessment of Clinical Drugs Risk and Individual Application <Beijing Hospital> ,Beijing ,China  100730;
2. Department of Pharmacy Administration and Clinical Pharmacy School of Pharmaceutical Science,Peking University . Beijing .China  100191)
Abstract: Objective To systematically review the efficacy and safety of edaravone in the treatment of diabetes mellitus (DM)
complicated with acute ischemic stroke. Methods Randomized controlled trials (RCTs) related to edaravone in the treatment of
DM complicated with acute ischemic stroke in the PubMed, Embase,the Cochrane Library, ClinicalTrials, CNKI, CBM and WanFang
databases were systematically searched from inception to December 2020. Two researchers independently screened the studies and
extracted data. The quality of the included studies was assessed by the bias risk assessment tool provided by the Cochrane Reviews’
Handbook 5.1.0. The risk of bias graph and the Meta — analysis were performed by the RevMan 5.3 software. Results A total of
20 studies involving 1 629 patients were included. Meta — analysis results showed that compared with the drugs in the control
group, edaravone could improve the total effective rate [OR = 3.75,95%CI(2.49,5.64) ,P < 0.000 01], improve neurological
function deficits [MD = - 4.18,95%CI( - 5.61,2.75) ,P < 0.000 01],improve ability of daily living [MD = 12.24,95%CI(8.91,
15.57),P < 0.05],and improve serological index interleukin — 6(IL — 6) level [MD=-1.05,95%CI( - 1.63,0.48),P < 0.05].
There was no significant difference in the incidence of adverse reactions between the two groups [OR =1.53,95%CI(0.97,2.42) ,
P > 0.05]. Conclusion FEdaravone is effective and safe in the treatment of DM complicated with acute ischemic stroke. Due to
the limitation of the number and quality of included studies,the above conclusion still needs to be further verified by large sample,

high — quality and multi — center RCTs.
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Fig.1 Flow chart and results of literature screening
2.2 MAFFRHIEREFE

LA T 629 Bl 35 MIAFEAR A Y7 I E]BR 1)
REZTAD , AR A 14 do X HREA L5 2577 2250 - DR AL
1RYT CREDR FFRPEE  JALAS B AN IR i 4 e O 4
) s @FFS ISR GHR 400 mg / d T AR BRTE S5 5
12 h 100 mL; )1l ZE 38 1 519 400 mg, £ H 17K ; @0 A
FLA% F M 80 mg, B H 20K Qo — B V- BRI ST 600 mg,
H 1 @A A3 25 mL, A3 H 1R U041 8 5 12
X REALIRY T HEA GRS B 30 mg, B3 H 1R
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2.4 Meta FHER

SRR A VLG 12- 135205 R 58 T S
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S JH 1 28 0B B R S3BT o Meta 20 M 45 51 S s, 16 2
AR FH T A A [OR = 3.75,95%CI (2. 49,
5.64),P<0.00001], 3£ WK 3,

PR DI RE BT 4) A7 12 TAFF 50 - 120147 18.20.22.25)
38 T NIHSS ¥F 43 o 5 Bt Pk 20 B 45 21 o | 55 ik
(P <0.000 01, =99%) , R H B AL #5578 53 Hr .
Meta 43 A1 45 R 7, 38056 41 NIHSS 3% 43 28 1k i 3 K
F XA [MD = - 4.18,95%CI( - 5.61, —2.75),
P<0.00001] PR 4,
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Tab.1 Basic characteristics of the included studies

. PERIE F (X xs, %) WA (F [ %, 40) ﬁi;ﬁ’a A1) F 46 N
T C T C T C i 1A C

48 20201 35 35 66.09+9.50 64.74+7.12  24/11  23/12 48 h 14 @ abce
244 20201 45 45  61.2+2.3 61.3+2.4 22/23 24/21 72h 14 ® be
A& 20191 45 45 N/A N/A N/A 23/22 N/A 14 * @ be
ZF 2 20191 52 52 65.87+2.37 66.12+2.45 30/22  31/21 N/A 14 @ abce
383 % 20191 46 46 N/A N/A 25/21  26/20 N/A 14 * ® a
k% 20181 35 35 61 + 8 61 + 8 17/18  16/19 2~204 14 # O abede
4 A 2018 46 46  61.2+1.0 60.4+1.3 27/19  25/21 N/A 14 O abe
%) KA 201811 83 83 N/A N/A N/A N/A 2~6A4A 14 @ abe
¥+ 201817 52 52 N/A N/A N/A N/A 2~64A 14 @ abe
% 8 2018''%) 46 46 N/A N/A 28/18  26/20 3~28h 14 €) abe
W 2017 30 30 65.24+4.82  65.19+4.45 19/11  20/10 N/A N/A @ ace
%) # 201712 43 43 68.23+5.21 68.67+5.43 27116  26/17 N/A 14 &) ab
3] %45 2017 25 25 53.18+1.73 53.35+1.68 13/12 15/10 N/A 14 O ac
ZHENG 20162 35 30 59.8+9.5 63.4+11.2 20/15  16/14  N/A 14 ) bee
F 4762014 30 30 63+8 61 +8 15/15  14/16 2~204 14 * ) d
2320142 21 21 56.6+6.1 57.2+6.9 13/8 12/9 48 h 14 * ® ¢
x| F 2012!% 41 41 N/A N/A N/A N/A 48 h 14 © abce
FIRAK 20112 40 40  62.3+11.8 63.9+11.6 18/22  19/21 N/A 14 @ ce
NG % 20107 32 32 N/A N/A N/A N/A 48 h 14 ) ce
K AAT 200818 35 35 N/A N/A 16/19 17/18  N/A 14 @ ce

E LT AR, C A3 BN /A K RIBA G ARAFERLGF R0 mg, B0 1R, AL ARAERE R0 mg, 02K,

Note: T = test group, C = control group; N/ A = not applicable;* refers to the dosage of edaravone is 30 mg each time,once a day,and the rest

refers to the dosage of edaravone is 30 mg each time,twice a day.
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Fig.2 Bias risk of all the studies and the included studies
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Fig. 3 Forest plot of Meta — analysis: Comparison of total effective rate between the two groups

Test for overall effect: Z = 6.32 (P < 0.00001)
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Fig.4 Forest plot of Meta — analysis: Comparison of NIHSS score between the two groups
il T ADL Py, A G 41 518 5, X BRAL S13 4l . 5% 1L — 6 /K-, B 2 A BRZH I 98 A 65 191 . 57 oM 43t
AT E R s A T E(P <0.1,P=94%) 80k BRERAEET M GICAM - 1:P =0. 92,2 = 0;1L - 6:
H Fﬁmaﬁzrﬁﬂﬂﬂﬁ Meta 73 B4 5 L2 2. P=0.861,1=0), B4R H & & RN AR 5B - Meta 53
AP PR A 2 TG B0 T sICAM — 1A BrgbR Lk 2,

111



AL ¢ 4 lﬂ 3% 20224E2 4 5 H 5531 %5 3 )
Drug Evaluation China Pharmaceuticals Vol. 31,No. 3, February 5,2022

LR A 10 WU SE 42 SO BN, Herp 1 354
GBI A R B B A AR RO W & A, 9 T A
g l12,14.16,18 19,25 - 28 A i 55 B 1 30 560 20 R0 G R A %
AN BRI R 1 1 5 3 2L ARG R 4 R 4% 400 A1)
Horp R0 dl e AR KON S, S BE 2 & A AN B R B
3549 S PR AT A R B e R (P = 0. 84,12 =0),
TR AT FH [ 7 50N BT 3 B o Meeta AT 45 SR W32 2.

2.5 RREEF

XTI R S AT 3805 48 b 2 48 e < 1A, O 8 G R
P 25 U = EASKERR , $2 78 90 A 4L I I 98 ] REAF 7R
K F A VR ILIE S
2.6 BRMSH

AWFFT A, NTHSS 243 F1 ADL P43 19 BF 58 18] 53 Jo
PEES B (P> 50%) o TN A T AN[R 45 26 7 5 1) S L

SE /log[ OR]
0
0.5
o
K o
e
] H
a0
1.5
2 : : OR
0.01 0.1 1 10 100

5 Wbk B E AR
Fig.5 Inverted funnel chart of clinical total effective rate
FE, MM 5 I 24 n] AR 5 BRI 5 Tk o e 1 i
MR R SR i 7 SR AT W2 A, S5 SR LI 6
72 AL A7 A — 5 S IV B R A6 Y7 5
ENURNEIPIE NP AER I € ST S A4 B T E S

®2 WARFEEBEENTES (MBER.REEIFH Meta PR

Tab.2 Meta — analysis results of ADL scores,serological indexes and safety indexes in the two groups
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Fig. 6 Forest plot of subgroup analysis: Comparison of NIHSS score between the two groups
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Fig.7 Forest plot of subgroup analysis: Comparison of ADL score between the two groups
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