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Efficacy and safety of clobazam in the additional treatment of refractory epilepsy in children: meta-
analysis of single-group rate

TU Caixia, REN Danyang, SHEN Jianling, LI Yunwei, YANG Yanming, YAN Aihua, LI Lin, LI Huiying [Dept. of
Pharmacy, Kunming Children’s Hospital (The Affiliated Children’s Hospital of Kunming Medical University) ,
Kunming 650228, China]

ABSTRACT OBJECTIVE To investigate the efficacy and safety of clobazam in the additional treatment of refractory epilepsy in
children, and provide reference for clinically safe and rational drug use. METHODS The literatures about additional clobazam
treatment for refractory epilepsy in children were searched from PubMed, The Cochrane Library, Embase, CNKI, VIP and
Wanfang database during the inception to November 2023. After literature screening and data extraction, the quality of included
literature was evaluated according to quality evaluation tool for methodological evaluation indicators of non-randomized controlled
trial, and then meta-analysis of single-group rate and sensitivity analysis were performed by using RevMan 5.3 software. RESULTS
Finally, 18 one-arm studies were included, with a total of 1 424 children. The results showed that compared with before additional
treatment, the proportion of patients with seizures-free (proportion of patients with seizure reduction of 100%) was 24%[95%CI
(0.18,0.32), P<<0.000 01] after conversion; the proportion of patients with seizure reduction =75% was 32%[95%CI(0.25,0.40) s
P<<0.000 1] after conversion; the proportion of patients with seizure reduction =50% was 53%[95%C1(0.44,0.61) , P<<0.000 01];
the proportion of patients with seizure reduction <<50% or no change was 35%[95%CI(0.24,0.49) , P=0.04] after conversion; the
proportion of patients with seizure increase was 9%[95%CI(0.05,0.18) , P<<0.000 01] after conversion. The proportion of patients
with adverse reactions was 31%[95%CI1(0.23,0.40) , P<<0.000 1] after conversion; the proportion of patients with discontinuation
due to adverse reactions was 10%[95%CI(0.07, 0.15), P<<0.000 01] after conversion. The common adverse drug reactions were

drowsiness, fatigue and behavior change, etc. The results of

AESTIE B Wi T4 B H A A4 K % 300 H [No. 2023-SW the sensitivity analysis showed that the study was robust.

CHD-191; EEWATT DA: B2 51 4 RN H (No.2023-13-01-014) CONCLUSIONS Clobazam is an effective additional therapy
* E—EE TN L, BRST T  GRZEE EIFZE. for refractory epilepsy in children, but its adverse effects
1%:0871-63308948, E-mail :tu_caixia@163.com should be vigilant.
#IBIS1EE FATZH0N, 1. BFFT 71 2R A B IR R 252 . WL KEYWORDS clobazam; refractory epilepsy; children;
15 :0871-63309256,, E-mail:444766802@qq.com additional treatment; meta-analysis
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[95%CI1(0.05,0.18) , P<<0.000 01]. ,n%m K7,

Odds Ratio Odds Ratio
Campos P 1993 2584 0367 263%  0.08[0.04,0.15) ——
Da Silveira MR 2006 2944 0450 234%  005[0.02,0.13) =
Munn R 1988 .05 0439 240%  0.35[0.15,083] —
Shimizu H 1982 2833 0728 16.1%  006[0.01,025) —=
Weinstock A 2019 2197 1.054 102%  0.11[0.01,0.88)
Total (95% CI) 100.0%  0.10[0.05,0.22] -
Heterogeneity: Tau? = 0.49; Chi? = 11.21, df = 4 (P = 0.02); I = 64% 0.01 04 1 10 100

Test for overall effect: Z = 5.68 (P < 0.00001)

7 EmAEIGNE £ L & b AR E

2.3.2 etk
(D RN EIL A H Z 4808 T 9 A 18

Wik oE 0 AT A IEAS AR, ORI ik 2 3547

JRIREIE 4 . ST AT Gei 2 5 Bk (P<<0.000 01,

I'=89%) , >k HIFf ALK W A5 AL 4T Meta 53 #r . 4521 1
7~, 5 CLB Z it , CLB M IAIT I , AN R
ML o7 T, 22 5 B A it 22 B L [OR=0.45,
95%C1(0.31,0.67) , P<<0.000 1], £ %% ¥ )5 1 Pe Ay 31%
[95%CI1(0.23,0.40),P<<0.000 1], Z55-ULIKIS,

Odds Ratio Odds Ratio
o o

Campos P 1993 1735 0626 40%  0.18[0.05,0.60]
Da Silveira MR 2006 1266 0241 62%  0.28[0.18,045) =
Farrell K 1986 1992 0435 51%  0.14[0.06,0.32) —_—
Hahn J 2019 0.367 0.156 6.5% 1.44[1.06, 1.96] ™
Jan MM 2000 -1.056 0.41 5.3% 0.35[0.16, 0.78] -
Kalra V 2010 1039 0243 62%  035(0.22,057] ===
Keene DL1990 2251 0743 35%  011[0.02,045) <~
Klehm J 2014 41099 0133 66%  033[0.26,043) -
Mills JK 2011 0417 0.239 6.2% 1.52[0.95, 2.42] _'_
Munn R 1988 0074 0385 54%  093[0.44,1.98) ==
Munn R 1993 1966 0285 59%  0.14[0.08,0.24] =
Perry MS 2013 0693 0204 63%  050[0.34,0.75] =
Sheth RD 1995 0419 0258 6.1%  152(0.92,252) —
Shimizu H 1982 -0.111 0.334 5.7% 0.89[0.47,1.72) s i
Silva RC 2006 -0.354 0.206 6.3% 0.70 [0.47, 1.05) =g
Tiirkodgan D 2022 A745 0327 57%  0.17[0.09,033) —
Uzunhan TA 2020 0201 0318 58%  082[0.44,153] -
Weinstock A 2019 1386 0791 33%  0.25[0.05,1.18) —
Total (95% CI) 100.0%  0.45[0.31,0.67] L 4
Heterogeneity: Tau? = 0.58; Chi* = 160.20, df = 17 (P < 0.00001); I = 89% T 1 0 100

Test for overall effect: Z = 4.02 (P < 0.0001)

B8 AREARKMAIEILSLLLZRIE

(2) R B R85 A CLB 8 L FE i 48 kR R 3t
N B T N . 7 O 45 o SNy 3 T8
WCR TV 2 AT IR AR B e i . A BFAE IR Gei T2 55
B (P<<0.000 01, I°=T77%) , % FH B HIL %50 A A0 A7
Meta 7387, 45587, S50 CLB Z it , CLB [ A
S0 R RS CLB s L e T, 2 5 B
G5 i2# 7 X [OR=0.11,95%C1(0.07,0.17) ,P<<0.000 01],

2GS 2024 4F5 35 45 15 1]



LR 1 PoA 109%[95%C1(0.07,0.15) , P<<0.000 017,
SEHILE 9,

Odds Ratio Odds Ratio

m, 95%Cl

Campos P 1993

Da Silveira MR 2006
Hahn J 2019

Jan MM 2000

Kalra V 2010

-1.735 0626 57%
-2091 032 85%

-289 0342 83%
-2234 0607 59%
-3.344 0587 6.0%
Keene DL1990 -2251 0743 4.8%
Kiehm J 2014 -2.876 0.257 9.0%
Mills JK 2011 -2095 0375 8.0%
Munn R 1993 -3.082 0457 7.2%
Perry MS 2013 -1.904 0.286 8.8%
Sheth RD 1995 -0.623 0.264  9.0%
Silva RC 2006 -2056 032 85%
Uzunhan TA 2020 -1.735 0443 7.3%
Weinstock A 2019 -2.197 1.054 3.2%

0.18 (0.05, 0.60]
0.12(0.07,0.23]
0.06 (0.03, 0.11]
0.11[0.03, 0.35]
0.04 (0.01,0.11]
0.11(0.02, 0.45)
0.06 (0.03, 0.09]
0.12{0.06, 0.26]
0.05(0.02,0.11]
0.15(0.09, 0.26]
054 [0.32, 0.90) -
0.13(0.07,0.24]
0.18{0.07, 0.42)
0.11(0.01, 0.88]

I NMH

¢

Total (95% ClI) 100.0% 0.11[0.07,0.17]
Heterogeneity: Tau? = 0.50; Chi* = 56.47, df = 13 (P < 0.00001); * = 77%
Test for overall effect: Z = 9.76 (P < 0.00001)
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