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Concurrent use of anti-VEGF and anti-EGFR antibodies in the treatment of
metastatic colorectal cancer: A Meta-analysis of randomized controlled trials
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[ Abstract ] Objective: To systematically evaluate the efficacy and safety of the concurrent use of anti-VEGF and anti-
EGFR antibodies in patients with metastatic colorectal cancer. Methods: PubMed/MEDLINE, Ovid/EMBASE, Cochrane
and some other databases together with related meeting abstracts were searched for randomized controlled trials on this top-
ic by two independent researchers. Data were extracted from the included studies and analyzed using Review Manager
5.0.23. Results: A total of 2059 patients in five studies were included in this Meta-analysis. Compared with the control
treatment involving an anti-VEGF or anti-EGFR antibody alone, the concurrent use of anti-VEGF and anti-EGFR antibod-
ies decreased the progression-free survival ( RR =1.12, 95% CI: 1.05-1.19 ) as. Patients in the two treatment groups
did not differ significantly in either overall survival ( RR =1.17, 95% Cl: 0.98-1.40 ) or overall response rate ( RR =
0.97, 95% CI: 0.89-1.07 ). There were significant differences between the two groups in grade 3/4 adverse cutaneous
events ( RR =12.62, 95% CI: 1.90-83.84 ), grade 3/4 infection ( RR =1.53, 95% CI: 1.13-2.08 ), grade 3/4 hy-
pertension ( RR =0.61, 95% CI: 0.42-0.87 ), and grade 3/4 adverse events of nervous system ( RR =0.54, 95% CI:
0.37-0.80 ) but not in grade 3/4 adverse gastrointestinal events ( RR =1.48, 95% CI: 0.79-2.77 ) and grade 3/4 ve-

[BE£TE ] EEAKBEEERHITH( No. 81273154 ); B il 2= £ AR BE B H( No. CSZOON1248 ), Project supported by the National
Natural Science Foundation of China ( No. 81273154 ), and the Foundation of Science and Technology Bureau of Wuxi City ( No. CSZOON1248 )

[ VEEREIT ] ERYEC 1988 — ), 2o VLIRa H M T B, SE I RFSE 01, S B S RIAEA T 2 SRR S 2 9 5Y . E-mail : qianwei0420@ 163. com
[ BE1EE ] %4 A4( Cai Quancai, corresponding author ), E-mail: qecai@ smmu. edu. cn



<80 -

rp [ R A AT 2, 2014 22 A ,2101)

nous thrombosis ( RR =1.18, 95% CI: 0.84-1.65 ). Conclusion: The concurrent use of anti-VEGF and anti-EGFR an-

tibodies offer no additional benefits for patients with Metastatic colorectal cancer as compared with the use of theses anti-

bodies each alone and therefore should not be recommended in clinics.

[ Key words ] bevacizumab; cetuximab; panitumumab; colorectal cancer; randomized controlled trial; Meta analysis
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Tab. 1 Characteristics of the included studies

Study Group Intervention Sample size Sex ( male)  KRAS ( wild )

Saliz LB 2012"'7" T Cet + Bev + LV +5-FU 123 50 21 in 58
C Bev + Ox + LV +5-FU 124 54 26 in 61

Tol J 2009"'*’ T Cet + Bev + Ox + Cap 368 233 158 in 256

C Bev + Ox + Cap 368 205 156 in 264

Hecht JR 2009-Ir '*’ T Pani + Bev + Ir 115 56 57 in 104
C Bev +Ir 115 71 58 in 97

Hecht JR 2009-0x" ¢ T Pani + Bev + Ox 413 233 201 in 336

C Bev + Ox 410 238 203 in 328
Dotan E 2012 "’ T Cet + Bev + Ox + Cap 11 8 7 in 10
C Cet + Ox + Cap 11 10 8 in 10

Abbreviation: T = Treatment; C = Control; Cet = cetuximab; Bev = bevacizumab; Pani = Panitumumab;

5-FU =5-fluorouracil, LV = Leucovorin; Ir = Irinotecan; Ox = Oxaliplatin; CaP = Capecitabine
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Tab.2 Quality assessment of the included studies
Allocation Balanced  Definition  Definition Free of selective  Free of
Study Randomization Blinding
concealment baseline  of ORR™ of AEs™* reporting other bias

Saliz LB 20120/ Adequate Unclear Not used Yes Yes Yes Yes Unclear
Tol J 2009 '3 Adequate Unclear Not used Yes Yes Yes Yes Unclear
Hecht JR 2009 ' Unclear Unclear Not used Yes Yes Yes Yes No
Hecht JR 2009-0x'*!  Unclear Unclear Not used Yes Yes Yes Yes No
Dotan E 2012016 Adequate Unclear Not used Yes Yes Yes Yes Unclear

* Overall response rate was evaluated by response evaluation criteria in solid tumor ( RECIST ) criteria;

** Adverse events ( AEs ) were graded using national cancer institute common terminology criteria of adverse events

2.3 HBBRRKMBBEETIGHRBRERE
265 /\Eﬁ%i@%ﬂ,ﬁ PFS H % , 1056 4 3t
1 030 4], % FEZH 3t 1 028 #], S5 P As 16 42 78 454

MRZEANGFEH RS FmM,(F =25.2%;P =

0.25 ), PRI >R HT 1] A% WA Y, %) R 2 5 306 20
Experimental Control
Study Events Total Events Total
Dotan E 2012 2 1 1 11
Tol J 2009 52 368 75 368
Hecht JR 2009-Ir 61 115 71 115
Hecht JR 2009-Ox 167 413 189 410
Saltz LB 2012 31 123 52 124
Fixed effect model 1030 1028

Heterogeneity: |-squared=26.2%, tau-squared=0.0071, p=0.2632

0.1

E 2 #1 EGFR B 5#H VEGF B

HHE, B ok R A fE %0 RR = 0. 80,(95% CI,
0.72 ~0.90 ), BARZLN B9 Z {Hh -3.68,P fH R
0.000 2, 54501227 K2 ). KB REE—

&R 183 ). X IR

iV

Risk Rationo

RR

0.5 1

2.00
0.69
0.86
0.88
0.60

[0.21; 18.98]
[0.50; 0.96]
[0.69; 1.08]
[0.75; 1.03]
[0.42; 0.87]

0.80 [0.72; 0.90]

R TCHE AT AR B

95%-CI Wi(fiexed)

0.3%
19.3%
18.3%
48.8%
13.3%

100%

AR IRTRBEXGENTHBEFEN Meta 517

Fig. 2 A Meta-analysis of concurrent use of anti-VEGF and anti-EGFR antibody

on progression-free survival rate of patients with metastatic colorectal cancer
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Fig. 3 A Meta-analysis of concurrent use of anti-VEGF and anti-EGFR antibody
on overall survival rate of patients with metastatic colorectal cancer
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Fig. 4 A Meta-analysis of concurrent use of anti-VEGF and anti-EGFR

antibody on overall response rate of patients with metastatic colorectal cancer
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Fig. 5 Funnel plots of concurrent use of anti-VEGF and anti-EGFR antibody on progression-free survival
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Tab.3 A Meta-analyses of concurrent use of anti-VEGF and anti-EGFR antibody

on adverse events of patients with metastatic colorectal cancer

Adverse event freatment - Control it P Heterogeneity
(%) (% ) (95% CI)
3/4 grade adverse cutaneous events 51.62 15.73  12.6(1.90, 83.84) < 0.05 P =90%, P <0.001
3/4 grade infection 12.72 8.68 1.53(1.13,2.08) < 0.05 P =42%, P=0.16
3/4 grade adverse gastrointestinal events* 35.23 25.82  1.48(0.79,2.77)  0.23 P =86%, P<0.001
3/4 grade venous thrombosis 7.85 6.73 1.18(0.84,1.65)  0.34 P =0%, P=0.47
3/4 grade hypertension 5.20 8.21 0.61(0.42,0.87) < 0.05 F=0%, P=0.71
3/4 grade adeverse events of nervous system 4.91 8.68 0.54(0.37,0.80) < 0.05 P =60%, P=0.08

* : Including diarrhea, nausea, vomit, gastrointestinal perforation
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