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Rituximab combined with routine chemotherapy in treatment of B-cell lympho-
ma: A Meta analysis of randomized controlled trials

TIAN Yu-ping', YAO Ya-zhou', PENG Fei’( 1. Department of Blood Rheumatology, Baoji Central Hospital, Baoji
721000, Shaanxi, China; 2. Baoji Occupation Technology College, Baoji 721013, Shaanxi, China )

[ Abstract ] Objective:To systematically assess the efficacy and safety of rituximab combined with routine chemotherapy
in the treatment of B-cell lymphoma by Meta-analysis. Methods: We searched Embase, Pubmed, the Cochrane Library,
VIP, CNKI, and CBM literature databases for randomized controlled trials ( RCTs ) of rituximab combined with routine
chemotherapy in the treatment of B-cell lymphoma. Two reviewers independently assessed the quality of the included stud-
ies and extracted the data. The data were analyzed by Review Manager software ( version 5.0 ). Results: Ten RCTs were
finally included in the present analysis, and the results showed that rituximab combined with routine chemotherapy im-
proved the overall survival rate ( HR =0.64, 95% CI [0.53,0.77 ]) and overall response rate ( RR =1.21, 95% CI
[1.11, 1.32]) of B-cell lymphoma patients compared with routine chemotherapy. There was no statistical difference be-
tween the two groups in 3/4 grade infection, 3/4 grade thrombocytopenia, with the relative risk being 1.15 ( 0.58, 2.30 )
and 1.04 (0.71, 1.52 ), respectively. There was significant difference in 3/4 grade granulocytopenia, 3/4 grade granu-
locytopenia, 3/4 grade leukocytopenia, and 3/4 grade fever, with the relative risk being 1. 16 ( 1.02, 1.31), 1.31
(1.12, 1.53 ) and 3.49 ( 1.56, 7.78 ), respectively. Conclusion: Rituximab combined with routine chemotherapy can
improve the overall survival rate and overall response rate of B-cell lymphoma patients, but results in a higher incidence of
3/4 grade granulocytopenia, 3/4 grade granulocytopenia, 3/4 grade leukocytopenia, and 3/4 grade fever.
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Tab. 1 Characteristics of included literatures

Sample , Follow-up
Literature Country Patients’ characteristic Intervention
size ( t/month )

Coiffier Switzerland 398 Untreated diffuse large-B-cell lym- 8 cycles of CHOP 24
(2002 )5 phoma 8 cycles of CHOP + R
Forstpointner Germany 128 Relapsed or refractory indolent and 4 cycles of FCM 18
(2004 )¢’ mantle cell lymphoma 4 cycles of FCM + R
Herold Germany 358 Untreated indolent and mantle cell 6 cycles of MCP 36
(2004 )17 lymphoma 6 cycles of MCP + R
Hiddemann Germany 428 Untreated indolent and mantle cell 6-8 cycles of CHOP 36
(2005 )®’ lymphoma 6-8cycles of CHOP + R
LenA 2005)°"  Germany 321 Untreated mantle cell lymphoma 6 cycles of CHOP 18

6cycles of CHOP + R

Rivas-Vera Unclear 121 Untreated indolent lymphoma 6 cycles of CNOP 24

(2005 )-1! 6 cycles of CNOP + R

Lin ( 2005 )"’ China 63 Untreated CD20 positive diffuse large 6 cycles of CHOP Unclear
B-cell NHL 6 cycles of CHOP + R

) CD20 positive diffuse B-cell large

Shuang China 45 NHL 4 cycles of CHOP 26.5

(2007 )2 4 cycles of CHOP + R

Marcus UK 321 Previously untreated CD20-positive 8 cycles of CVP 53

(2008 )-3! stage I/IV follicular lymphoma 8cycles of CVP + R

van Oers Netherland 465 Relapsed or refractory indolent lym- 6 cycles of CHOP 72

(2010 '™’ phoma 6 cycles of CHOP + R

FCM: Fludarabine + Cyclophosphamide + Mitoxantrone; R: Rituximab; MCP: Mitoxantrone + Chlorambucile + Prednisolone ;
CHOP: Cyclophosphamide + Doxorubicin + Vineristine + Prednisone; CVP: Cyclophosphamide + Vincristine + Prednisone;

CNOP: Cyclophosphamide + Vincristine + Mitoxantrone + Prednisone
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Tab. 2 Assessment quality of included literatures

Free of selective

Literature Randomization Allocation concealment Blinding Lost of follow up . ITT
reporting

Coiffier ( 2002 )’ Adequate Adequate Not used Yes Yes Yes
Forstpointner ( 2004 )-¢! Adequate Adequate Not used Yes Yes Yes
Herold (2004 )7’ Adequate Adequate Not used Yes Yes Yes
Hiddemann ( 2005 )’ Adequate Adequate Not used Yes Yes No
Lenz ( 2005 )"°" Adequate Adequate Not used Yes Yes Yes
Rivas-Vera( 2005 )" Adequate Unclear Not used Yes Yes Yes
Lin ( 2005 ' Adequate Adequate Not used No No No
Shuang ( 2007 )1’ Adequate Unclear Not used No No No
Marcus ( 2008 ) '3 Adequate Adequate Not used Yes Yes Yes
van Oers ( 2010 )4 Adequate Adequate Not used Yes Yes Yes
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Fig. 2 Meta analysis of rituximab combined with routine chemotherapy on overall survival time of B-cell lymphoma patients
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Fig. 3 Meta analysis of rituximab combined with routine chemotherapy

on overall response rate of B-cell lymphoma patients
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Tab. 3 Meta analysis of rituximab combined with routine chemotherapy on adverse events of B-cell lymphoma patients

RCT Treatment Control Heterogeneity
Adverse event RR(95% CI)

(n) group[n(N)] group[n(N)] P (%)
3/4 grade infection 6 6(909) 54 (879) 1.15(0.58,2.30) 0.01 67
3/4 grade thrombocytopenia 5 51(729) 47(705) 1.04(0.71,1.52) 0.82 0
3/4 grade granulocytopenia 5 270( 608 ) 224( 588 ) 1.16(1.02,1.31) 0.50 0
3/4 grade leukocytopenia 3 151( 376 ) 112( 368 ) 1.31(1.12,1.53) 0.97 0
3/4 grade fever 4 32(473) 7(472) 3.49(1.56,7.78 ) 0.43 0

RCT: Randomized controlled trial; RR: Relative risk; CI: Confidence interval
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