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Efficacy and safety of rituximab in children and adolescents with mature B-cell non-
Hodgkin's lymphoma: a Meta analysis

LI Bi-Yun, HAN Ya-Hui, YIN Chu-Yun, DU Wei-Chuang, LI Yuan-Fang, WANG Ying-Chao. Department of Children's
Hematology and Oncology, First Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, China (Wang Y-C,
Email: 13838520369@163. com)

Abstract: Objective To study the efficacy and safety of rituximab combined with chemotherapy in the treatment of
children and adolescents with mature B-cell non-Hodgkin's lymphoma (B-NHL) through a Meta analysis. Methods The
databases including PubMed, Embase, the Cochrane Library, ClinicalTrials. gov, Web of Science, China National Knowledge
Infrastructure, Wanfang Data, and Weipu were searched to obtain 10 articles on rituximab in the treatment of mature B-NHL in
children and adolescents published up to June 2022, with 886 children in total. With 3-year event-free survival (EFS) rate, 3-
year overall survival (OS) rate, complete remission rate, mortality rate, and incidence rate of adverse reactions as outcome
measures, RevMan 5.4 software was used for Meta analysis, subgroup analysis, sensitivity analysis, and publication bias
analysis. Results The rituximab+chemotherapy group showed significant increases in the 3-year EFS rate (H/R=0.38, 95%CI:
0.25-0.59, P<0.001), 3-year OS rate (HR=0.29, 95%CI: 0.14-0.61, P=0.001), and complete remission rate (OR=3.72, 95%CI:
1.89-7.33, P<0.001) as well as a significant reduction in the mortality rate (OR=0.31, 95%CI: 0.17-0.57, P<0.001), as compared
with the chemotherapy group without rituximab. There was no significant difference in the incidence rate of adverse reactions
between the two groups (OR=1.28, 95%CI: 0.85-1.92, P=0.24). Conclusions The addition of rituximab to the treatment
regimen for children and adolescents with mature B-cell non-Hodgkin's lymphoma can bring significant survival benefits
without increasing the incidence of adverse reactions. [Chinese Journal of Contemporary Pediatrics, 2023, 25(1): 51-59]
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“JLE” “HDET KR CBEHLT AE . R
BN AT S SR, #-1T IR R LU IE
A TH AR BCEE
1.2 BRI SHERRIR

MAFRHE: (1) BF5EEE. EWINAIF AR
i) 56 T H) 20 B a7 L B M i D4R A B-NHL
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B OREAR R RAEAREEARAG B . TR . 45 R
PR X TF45JRAE bR T 9 3 4F EFS 26 ] 34F 0S %,
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AR T2 X A< FF 55 B 40 A A9 Bl BL X R G 3
(randomized controlled trial, RCT) #47RETEH,
HAGRENLITE . OO . BRSO . B e
PE L VR A Ay, D D7 T4 50 R

lymphoma” “rituximab”

6 . . ”
rituximab

- 52 .



H25 B 1 P E S RILA L E Vol.25 No.1
202345 1 A Chin J Contemp Pediatr Jan. 2023

ey DRURSE | AR for KUBS AANTE 2 o SRITEL R I/R - BRI, 7EHEBR W 00 52 Btk Jm , SR ATBENLEL
B Y XTI AR IR SEREAT AN, ROREEIHEAT AT . X4 A B SOk R PO 3 TR AT
HAGEOI R Q£ (0~470) o AR ATHYE b fmiiih . KRkl a=0.05.
(0~243) . 4559 (0~343), B4 1~3 43 AR
W 495 W > mm
1.5 FitFESHh

AT B 7E PROSPERO M3 (https://www. crd. 21 XERTEEL R R E RIS

Ao B s Z AR 1 9525, HiI AT

‘O\fﬁ,‘ evMan 5.4 X l_1jﬁl ﬁH;/%ﬁ?‘{Eﬁﬁ?ﬁﬁ%iﬁE, iiiél’ﬁ/\ 10%1@(17, 15723J’
S8 AT AT RORER AT HR e HL95% CIFOR , ¢ R RS T O RCT. 1R A S 8
PEVEEFR T LML (odd ratio, OR) K 95%CT  ~ o AR Tt
Fork . BFESE R QKT A PAG IO HEAT 2 0T T 1 Sk R BASIAIETY . 105 STk 1 047 11
#2P50.1 H P<50%, N\ J 4055 18 J6 B 5 5 i, BIL, HAYGIA Meta 73 HrdE11 886 2L, f4EiA
R FH B OV BRI AT 4307 5 5 P<O.1 5 F2500% ) B2 523 i), Xt HEZH 363 4], SCRRAf e e LA 1,
INR SIS AR 2 R bk, Wik —2aths AAFREARGEENE L

&1 MNARBIERFFE

BFgEps” PR (i, ) BEIHE (F) AEIE (%)
o v I iz Fl2 . R R
Wit GO0 WSONE WTNE . WEOR L RSUR ML R e L s
AT AT v Aty grA T, 4
’ 21 bagail
2 21 2

Minard- —— BN 409 391 00
Colin . i Rt LMB96 328 164 164 13529 13727 (35.1, (343, 92x4.0° 86x44 @D &

20207 (TM/IV34) 489y  49.0) ®
Dourthe HRENE R RPN B a a 15.0 14.0 O =
202 BB AR LMB96 42 21 21 912 912 768" 1272 (100-180) §0-170) &

B 2 AR Ay 396 1068
i g
Fu 20191 E[g\ﬁ;ﬂé Sk LR E];FFI;&%Z 69 46 23 311 185 (10~ (1.0~ 086.1943 287'1241 %g 4]
(/) i 88.8)  142.8) (08~14.3) 28~14.)

Huang [ g - . 1 2
20017 BB (A EYE  LMB96 78 69 9 65/13 34.0(1.0~72.0) 5.7(1.0~14.0) OB =
Zhen [ JEst e yhi 1y g i 0 .
2020 PAZ {AZEEMREE BFM-95 106 57 49 49/8  38/11  36.0(1.0~96.0) 7.0(2.0~17.0) @ M
BN (E)ges ot gy BEM-95+ 745 7.9 .
2021 BRA fFEAFIREA B-NHI201s O = H SO (5.0~127.0) (1.8~15.5) T
ZRIHT mes S . .
20192 Pl AR e BFM-90 67 55 12 58/9 44.0(3.0~89.0) 8.0(3.0~18.0) Q® &
TR [l gt o BEM-95+ | .
2020 gy HERREE o0 62 16 30 58/4 29.0 50(1.0~140) D@ &
[i$9 [ g o 36.0 .
20192 Bl {AREAFREE  LMB89 172 43 9 144/28 05-1190) 6.0(1.0~14.0) O

B A )

= A T

ﬂ;(mw E;f}.'}i Rl NmbE LMB89 62 27 35 22/5 2619  412(6.0~57.0) 8.1+x3.9° 78x34° @D &

(I/1V 453 ®

TE: BSOS IBFFE NI S L SE LB IR B AT A A Meta 237 i) BBULBITEL, T84 LA TG 43 2l el R i 2
PSPPI ARG o BEVTIN AR h, PR (M-8Rl e ; MR ABon s M+ Frfi2e R TR GERD #oR; &
TR GBI Fom. "giadabsh, OREFS®E, @QmosE, GRCRE, @RitsR, Gm =R AR,

- 53 .



Fo5EH 1Y

202341 A

Chin J Contemp Pediatr

Vol.25 No.1
Jan. 2023

(=688 ) |
(m=53) |

Science

(m=42) | 4% (

o % B 5 S0k
Embase ( =692 ) |
ClinicalTrials.gov ( =28 )
(=39 ) .

(=l 952) o JEHf PubMed
Cochrane Library
. Web of

POEMM (m=35) . T

Je 5 g, MOk RO SCHK,

W2,

SBRTES R (7=817)

=18)

e

PRSI, SHIBRS R

AR MNIRUE B ERRS 3 el
SR AP A AR 2 Sk
(=1090)

B

e \

Guleliiecy
sricki
Fettier 2 A
gomiriitns (I
Eppcaneeay ]
st s
Hetister

0% _ 25% _ 50% 5%
| W i i s s

100%

Bl 4 SCRHERR SCHR (=35)
TR R Jsdahs (1=19)
ALK (=8 )
WRBHARTEE (1=3)
TR (=5)

S48 A 108t |

22 XEARETH
1% [7]
P iTHr, PR ILIE 2. %%“”Mﬂﬁﬁ

”%ﬁ%%%—@k“

%[15, 23]86:}.’ 2)%[15, 18]76:,\’

2.3

B1 XERIFEREE 2.3.1
5T,

RCT 2% Cochrane i fay XS P-4l T E

I, Hwp2
3 )g.m‘ [17, 20-21] 6&:}’, 2

%fﬁfr

AT . SRR,
EFSE & TR T4, 2R A5i2#E L (HR=
0.38, 95%CI: 0.25~0.59, P<0.001), W3,

2 MARCTHIRHIREIFMER

Meta 53t &5 R
3 S EFS %
EFS, A5G 1350 7 RCT A1 8 31 o 2230 iz
o I 2 BT A AT 2 A5 A ) S
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Dourthe 2022!"! 1 1 1 1 1 1 1 1 8
Fu 20196 1 0 1 1 1 1 1 1 7
Huang 20217 1 0 1 1 0 1 1 1 6
Zhen 20201 1 1 1 1 1 0 1 1 7
224120211 1 0 1 1 0 1 0 1 5
257K H7 20192 1 0 1 1 0 1 1 1 6
T 202221 1 0 1 1 0 1 1 1 6
TkAF 2019 1 0 1 1 0 1 1 0 5
J&4> 202213 1 1 1 1 1 1 1 1 8
W SR RIUR-B KA R, AT e —REmfSa-h 25, HammBandh 14,
Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight 1V, Fixed, 95%CI/ 1V, Fixed, 95%Cl/

Dourthe 202219 -1.43 1.10 4.0% 0.24 [0.03, 2.07]

Fu 2019" -0.96 0.56 15.4% 0.38[0.13, 1.15] e —

Huang 20211 -0.57 0.56 15.4% 0.57[0.19, 1.69] —_—

Minard-Colin 20207 -1.14 0.38 33.5% 0.32[0.15, 0.67] —

Zhen 2020 -1.15 1.11 3.9% 0.32 [0.04, 2.79]

Ji4 2022 -0.73 0.85 6.7% 0.48 [0.09, 2.55] —

gkAE 2019 -0.92 0.66 11.1% 0.40[0.11, 1.45] I —

25412021 -1.17 1.36 2.6% 0.31[0.02, 4.46]

T 202221 -0.80 0.81 7.4% 0.45 [0.09, 2.20] —

Total (95%Cl) 100% 0.38 [0.25, 0.59] 3

Heterogeneity: Chi’*=1.06, df=8 (P=1.00); /’=0% ?0_01 Ofl 130 100’

Test for overall effect: Z=4.37(P<0.001)
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e 2o )_\L, :5:.
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Dourthe 2022" -1.06 1.64 5.4% 0.35[0.01, 8.62]
Minard-Colin 2020" -1.02 0.68 31.4% 0.36[0.10, 1.37] I
Zhen 2020"™ -1.83 0.97 15.4% 0.16[0.02, 1.07] —_—
Ji4 2022% -1.21 0.83 21.0% 0.30[0.06, 1.52] — &
Z57KHr 2019 ™ -1.59 1.26 9.1% 0.20[0.02, 2.41]
2841 2021 -1.56 1.79 4.5% 0.21[0.01, 7.02] ¢
Fi 2022 -0.89 1.05 13.1% 0.41[0.05, 3.22] =
Total (95%CI) 100% 0.29 [0.14, 0.61] il
Heterogeneity: Chi’=0.71,df=6 (P=0.99);/’=0% b + v 1'
X 0.01 0.1 10 100
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95%C/ M-H, Fixed, 95%C/
Dourthe 2022" 20 21 17 21 8.7%  4.71[0.48, 46.22]
Huang 2021"” 56 69 3 9 10.8% 8.62 [1.90, 39.06]
Fu 2019" 44 46 20 23 12.5% 3.30[0.51, 21.32] 1
Minard-Colin 20207 152 155 139 148 29.7% 3.28[0.87, 12.36] D . —
A< 2022 22 27 22 35 38.3% 2.60[0.79, 8.54] T
Total (95%CI) 318 236 100% 3.72[1.89, 7.33] <
Total events 294 201
Heterogeneity: Chi*<1.63,df=4(P=0.80);/’=0% 50 o1 051 150 100’

Test for overall effect: Z=3.80(P<0.001)
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95%C/ M-H, Fixed, 95%C/
Fu 2019" 3 46 7 23 20.9% 0.16[0.04, 0.69] L —
Minard-Colin 2020" 8 164 20 164 45.6% 0.37[0.16, 0.86] —a—
Zhen 2020™ 5 57 8 49  18.8%  0.49[0.15, 1.62] —
A< 2022% 0 27 1 35 3.1% 0.42 [0.02, 10.67]
2=k #H 2019™ 1 55 3 12 11.6% 0.06[0.01,0.59] ¢—=———
Total (95%CI) 349 283 100% 0.31[0.17,0.57] i
Total events 17 39
Heterogeneity: Chi’=3.59,df=4(P=0.46); |*=0% '0 o1 0?1 1?0 1001

Test for overall effect: Z=3.85(P<0.001)
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Experimental Control

Study or Subgroup Events Total Events Total

Odds Ratio
Weight M-H, Fixed, 95%C/

Odds Ratio
M-H, Fixed, 95%C/

Fu 2019" 41 46 20 23 7.1%

Minard-Colin 2020” 61 162 50 153 78.9%
&4 20227 11 27 11 35 14.0%
Total (95%CI) 235 211 100%

Total events 113 81
Heterogeneity: Chi*=0.10,df=2(P=0.95); />= 0%
Test for overall effect: Z=1.18(P=0.24)

1.23[0.27,5.67]
1.24[0.78, 1.98]
1.50[0.53, 4.28]

1.28 [0.85, 1.92]

0.1 1 10 100

Favours [experimental] Favours [control]
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241 HIARFE DL 34E EFS A 3 4F 0S Rl 4k
JRtE R, H BRI B R A T, A S
TRFSE 2 HRGE T BL, 3WEFSE e 2 HRaE 1Y
IVHAB-NHL, 53R E/R, #EBLH, FlZ & Rprik
A 20 34F EFS %5 T Rl k)7 4 (HR=045,
95%CI: 0.23~0.88, P=0.02), 34 0S HJFE T
oAk 97 4 (HR=0.23, 95%CI: 0.07~0.74, P=
0.01); 7 M/IVI B-NHL , FZ & Py G543
AEEFS R i T o fby7 41 (HR=0.35, 95%CI:
0.20~0.63, P<0.001), 34FOS3RJpf T ik r 4
(HR=0.33, 95%CI: 0.12~0.94, P=0.04).
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MALYT I B WA R 347 4 4, A 5 WAk

G 05 v AT LMB R AT I 29058
e RHIT BEM RIS IR, 2005

KH T BFMBCA NHL R2IRIF % . 45R BN,

TE LMB RYNEIT &, Az Ryt G 41 3 4
EFS R T Hfbyr 4l (HR=0.38, 95%CI: 0.23~
0.64, P<0.001); 7EBFM RZIHIT %, FlZH
PP A 20 3 4F EFS RN T AT 40 (HR=
0.37, 95%CI: 0.14~0.98, P=0.046); 7EBFMIE4
NHL R&5NGI7 I 2, FZ 8 sk & 4l m e ol
ITH 3 EFS R 2 5 LGt 2= &2 X (HR=
041, 95%CI: 0.10~1.60, P=0.20),
2.5 FRMSH

K 3% — S Bk B SCHR 8 5 Y X E9E 45 )R AT
HURPES T, S5R R IR, DIBRATESS AL
AR, R Meta 3Hr & 145 REATRE
26 EFREE

PI3AEEFS FMabr (MASCIREURZ ) 2l
S SERMEIS Fin, AT EUS AT EIPIXRR
O3, SFERABIGAAAE R IR 1 RTRETERY N,

R3 HRMESTER

. HEBR R HEBR IS
HR/OR 95%CI P HR/OR 95%CI P
TR A 0.38" 0.25~0.59 <0.001 0.36~0.42" 0.22~0.71 <0.001~0.001
SRR 0.29° 0.14~0.61 0.001 0.26~0.32" 0.11~0.72 0.001~0.006
e 3.72 1.89~7.33 <0.001 3.13~5.35" 1.47~10.12 <0.001~0.003
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