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Comparative Effectiveness and Safety of Edaravone Dexborneol Versus Edaravone in Acute Ischemic

Stroke: Meta Analysis

ZHONG Weidan'?, ZHONG Ke', HE Zhichao', ZHU Jianhong', WU Junyan' (1. Department of Pharmacy, Sun Yat-Sen
Memorial Hospital, Sun Yat - Sen University, Guangzhou, Guangdong 510120, China; 2. School of Pharmacy, Guangdong Medical
University , Dongguan , Guangdong 523808 , China)

ABSTRACT: OBJECTIVE To compare the efficacy and safety differences between edaravone dexborneol and edaravone in Acute
ischemic stroke (AIS). METHODS Randomized controlled trials (RCTs) of edaravone dexborneol versus edaravone in the
treatment of AIS were identified by systematically searching PubMed , Embase , Cochrane Library , CNKI, VIP Database, Wanfang Data,
and SinoMed. The risk of bias of included studies was assessed according to the Cochrane bias risk assessment tool , and meta-analysis
was performed using R 4.4.1 and RevMan 5.3. The efficacy outcomes included changes from baseline in the National Institutes of
Health Stroke Scale (NIHSS) scores, the Modified Rankin Scale (mRS) scores, the Barthel Index (BI) , and clinical response rate at
14 days post-treatment. Adverse reactions occurring during treatment were considered as safety indicators. RESULTS A total of 19
studies involving 2 885 patients were ultimately included. After 14 days of treatment, compared with the edaravone group, the
edaravone dexborneol group was more effective in improving the clinical response rate [RR=1.22,95%CI=1.13-1.33, P<0.000 1]
and the BI [ MD=10.60,95%CI=8.12-13.07, P<0.000 1], and in reducing the NTHSS [ MD=-1.92,95%CI=-2.61-1.23, P<0.000 1]
and mRS [MD=1.69, 95%CI=-2.49—-0.90, P<0.000 1]. In terms of safety, edaravone dexborneol group had a lower incidence of
adverse reactions during the treatment period than the edaravone group [ RR=0.47,95%CI=0.33-0.69,P<0.000 1]. CONCLUSION
Edaravone dexborneol group exhibited superior efficacy and safety compared with edaravone group in the treatment of AIS.
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Total (fixed effect, 95% CI) 182 182 100.0% . 10.59 [ 9.76, 11.42] ‘
Total (random effect, 95% Cl) 100.0% 10.60 [ 8.12, 13.07] e
Heterogeneity: Tau? = 6.975; Chi? = 33.87, df = 4 (P < 0.0001); I = 88% f T T T T !
Test for overall effect (fixed effect): Z = 24.98 (P < 0.0001) -5 105 o 5 1015
Test for overall effect (random effects): Z = 8.39 (P < 0.0001)
E6 BIIEEHI Meta S HTFRME
Edaravone Dexborneol Edaravone Weight Weight Risk Ratio Risk Ratio
Study Events Total Events Total (fixed) (random) MH, Fixed + Random, 95% CI MH, Fixed + Random, 95% CI
%404 2023 36 38 30 38 20.1% 19.8% 1.20[1.00, 1.44] —E—
A4 2024 33 34 28 34 18.8% 23.3% 1.18[1.00, 1.39] &
X455 2023 37 38 30 38  20.1% 21.7% 1.23[1.04, 1.47] +
ki 2022 39 41 32 41 215% 20.7% 1.22[1.02, 1.45] — B
3kHeE 2021 37 40 29 40 19.5% 14.6% 1.28[1.03, 1.57] —_—
i
i
Total (fixed effect, 95% Cl) 191 191 100.0% . 1.22[1.13,1.33] ’
Total (random effect, 95% Cl) 100.0% 1.22[1.12,1.32] ~—
Heterogeneity: Tau? = 0; Chi’ = 0.39, df = 4 (P = 0.9831); I = 0% f !
Test for overall effect (fixed effect): Z = 4.81 (P < 0.0001) 0.75 1 15
Test for overall effect (random effects): Z = 4.79 (P < 0.0001)
E7 KRB KERN Meta 7317 7R AR E
Edaravone Dexborneol Edaravone Weight Weight Risk Ratio Risk Ratio
Study Events Total Events Total (fixed) (random) MH, Fixed + Random, 95% Cl MH, Fixed + Random, 95% CI
3 50 10 50 13.2% 9.6% 0.30[0.09, 1.03] £
Ak B 4E 2024 4 34 5 34 6.6% 9.7% 0.80[0.23,2.73] 1)
i EE 2023 1 25 6 25 7.9% 3.5% 0.17[0.02, 1.29] &
#F+ 2023 4 45 9 45 11.8% 11.9% 0.4410.15, 1.34] —éﬂ——
=411 2023 3 60 4 60 5.3% 6.9% 0.75[0.18, 3.21] —ﬁ—E——
B2 3% 2023 2 30 4 30 5.3% 5.5% 0.50[0.10, 2.53] —
HpiEm 2023 3 38 10 38 13.2% 9.9% 0.30[0.09, 1.01] E
itk 2022 5 50 8 50 10.5% 13.2% 0.62[0.22,1.78] ]
HEE 2022 5 46 9 46 11.8% 14.1% 0.56 [0.20, 1.53] i—
T 2022 3 44 6 44 7.9% 8.3% 0.50[0.13, 1.87] -
RS T 2022 2 45 3 45 3.9% 4.8% 0.67 [0.12, 3.80] &
gk T 2021 1 40 2 40 2.6% 2.6% 0.50[0.05, 5.30] o
Total (fixed effect, 95% Cl) 507 507  100.0% . 0.47 [0.33, 0.69] <
Total (random effect, 95% Cl) 100.0% 0.49 [0.33, 0.72] <>
Heterogeneity: Tau? = 0; Chi = 3.71, df = 11 (P = 0.9777); P = 0% | T T !
0.1 05 1 2 10

Test for overall effect (fixed effect): Z =-3.90 (P < 0.0001)
Test for overall effect (random effects): Z = -3.67 (P = 0.0002)

E8 FRKRHE Meta sy #T R4k E

IR RAPRLIR T RE 0 55 0 3055 2 Fh ik A
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Study or Edaravone Dexborneol Edaravone Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total IV, Fixed + Random, 95% Cl IV, Fixed + Random, 95% Cl
Subgroup = 5<NIHSS<=15
HHE 2024 -10.47  1.0700 50 -8.80 1.0000 50 -1.67 [-2.08, -1.26] =
ERbiR 2024 -5.86  2.4000 18 -424  3.1000 18 -1.62[-3.43, 0.19] s a—
42101 2023 -10.47  1.0600 38 -8.82 0.9900 38 -1.65[-2.11,-1.19] =
B2 9 2023 -3.99  3.0100 30 211  2.0400 30 -1.88[-3.18, -0.58] —_—
HEF 2022 -5.09  1.8700 46 349 28600 46 -1.60[-2.59, -0.61] —e—
T 2022 376 2.3400 44 255 24600 44 -1.21[-2.21,-0.21] —
Jxu 2021 294 25300 599 254 30100 595 -0.40[-0.72, -0.08] =
Jiexu 2019 263 34200 291 -3.03 3.6400 94 0.40[-0.43, 1.23] ——Te—
#iE3E 2021 -8.80  2.4000 19 -7.10 2.8800 19 -1.70[-3.39, -0.01]
kA5 2021 -8.30  2.9500 40 760 2.5000 40 -0.70 [-1.90, 0.50] ——
Total (fixed effect, 95% CI) 1175 974 -1.02[1.22,-0.83] .
Total (random effect, 95% Cl) -1.14[-1.68, -0.61] >
Heterogeneity: Tau® = 0.502; Chi® = 47.44, df = 9 (P < 0.0001); I* = 81%
Test for overall effect (fixed effect): Z = -10.29 (P < 0.0001)
Test for overall effect (random effects): Z = 4.17 (P < 0.0001)
Subgroup = 15<NIHSS<=20
AR B4 2024 1253 1.8300 34 828 1.8700 34 -4.25[-5.13,-3.37] ——
55} 2023 -6.67  3.9500 45 460 4.1100 45 -2.07 [-3.74, -0.40] ——
81 2023 -9.28  1.9000 60 -7.43 20300 60 -1.85[-2.55, -1.15] =
45 2023 -9.31  2.1500 38 -7.54 22100 38 -1.77[-2.75,-0.79] —s—
HKIH 2022 -13.05  2.1800 41 938 21800 41 -3.67[-4.61,-2.73] ——
% 2022 -9.27  2.1500 45 764 22600 45 -1.63[-2.54,-0.72] —
KA 2021 -13.94  2.0000 30 -844 1.8300 30 -5.50 [-6.47, -4.53] —8—
Total (fixed effect, 95% CI) 293 293 -2.93 [-3.28, -2.58] L 4
Total (random effect, 95% CI) -2.98 [-4.13, -1.83] T
Heterogeneity: Tau® = 2.124; Chi? = 61.25, df = 6 (P < 0.0001); I = 90%
Test for overall effect (fixed effect): Z = -16.35 (P < 0.0001)
Test for overall effect (random effects): Z = -5.09 (P < 0.0001)
Heterogeneity: Tau® = 1.596; Chi? = 195.05, df = 16 (P < 0.0001); I2 = 92% f T T T T !
Test for subgroup differences (fixed effect): Chi® = 86.36, df = 1 (P < 0.0001) © 4 2 0 2 4 6
Test for subgroup differences (random effects): Chi’ = 8.08, df = 1 (P = 0.0045)
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