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A meta-analysis of cetuximab combined with chemotherapy in the treatment of
advanced colorectal cancer

YANG Yangl , ZOU Duo-wu', ZHU Wei'”, LI Zhao-shen'?, CAI Quan-cail‘z( 1. Department of Gastroenterology,
Changhai Hospital, Second Military Medical University, Shanghai 200433, China; 2. Center for Clinical Epidemiology
and Evidence-Based Medicine, Second Military Medical University, Shanghai 200433, China )

[ Abstract ] Objective: To evaluate the clinical outcome and adverse reaction induced by cetuximab combined with
chemotherapy in the treatment of advanced colorectal cancer. Methods: In PubMed, EMBASE, Cochrane Central Regis-
ter of Controlled Trials ( CENTRAL ), Chinese Biomedical Abstract Database ( CBM ) and China National Knowledge In-
frastructure Database ( CNKI ), we searched randomized controlled trials of cetuximab combined with chemotherapy in the
treatment of advanced colorectal cancer up to December 2011 and then decided whether the trials met the selection stand-
ard and evaluate the quality of these trails. A meta-analysis was performed on the recruited trails. Results: Five reports,
including 3 479 advanced colorectal cancer patients, were selected based on our standard. The pooled relative risks
( RRs ) for overall response rate in all studies were 28.85% in the cetuximab combined with the chemotherapy treatment
group and 18.63% in the control chemotherapy group, and the pooled RR [ 95% confidence interval ( CI) ] was 2. 18
(1.24-3.85, P <0.001 ). The incidence rate of grade 34 fatigue was 10.91% in the combined treatment group and
7.37% in the control group, and the pooled RR (95% CI ) was 1.46 (1.19-1.79, P <0.001 ). The incidence rate of
grade 34 diarrhea was 20.41% in the combined treatment group and 12.53% in the control group, and the pooled RR
(95%C1) was 1.62 (1.37-1.92, P <0.001 ). Conclusion: Cetuximab combined with chemotherapy obviously elevates
the response rate of advanced colorectal cancer patients. However, it also increases the incidence rate of grade 34 fatigue

and diarrhea.
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1.1 SU#kte & Ros

7E = AR W) BE 2 SCHR B4 % ( Chinese
biomedical abstract database, CBM ). H [ ] | 4
35 ( China national knowledge infrastructure data-
base, CNKI ) ZE5% b SCRHS FIECE e b A 2% rp o
SCHR, SO R TR - 25 E i 45 e R
S5l B VS 2 BT B A % . 1 PubMed
EMBASE .Web of Science ,CENTRAL ( cochrane cen-
tral register of controlled trials )4 H K & 4P SC S
ik, ToiE = PR, 95 3022 1H : colorectal cancer, color-
ectal adenocarcinoma, colon cancer, rectal cancer,
cetuximab, Erbitux. #6522 I [] Y4 [l M\ B3 38 72 22 22 st
A% 2011 4F 12 H .
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x1

‘ 585 citations identified by search

|

392 excluded because of duplication|

| 193 potentially relevant citations ‘

|

127 excluded after title review |

Y
| 66 abstracts retrieved |

|

46 excluded after abstract review |

| 20 full texts retrieved |

J

15 excluded after full text review |

|5 studies included in meta—analysis|

1 XEiFEREE

Fig.1 Flow chart of study selection process

ZH N\ meta 53 47 STk RO 45 AE

Tab. 1 Characteristics of studies included in meta-analysis

Treatment group

Control group

Study Treatment Quality score
CR+PR(n)  Total( n) CR+PR(n) Total( n)
Bokemeyer 20115 FOLFOX-4" alone or plus C* 77 169 60 168 2
Van Cutsem 2009'®’ FOLFIRI" alone or plus C* 281 599 232 599 2
Sobrero 2008 " CPD-11° alone or plus C~ 106 648 27 650 2
Borner 2008 ' XELOX" alone or plus C* 15 37 5 37 2
Jonker 2007"°’ BSC* alone or plus C* 23 287 0 285 2

C” : Cetuximab, initial dose of 400 mg per square meter of body surface are followed by weekly infusion of 250 mg per square me-

ter. a: Oxaliplatin 85 mg/m”; folonic acid 200 mg/m’, followed by 5-FU, as a 400 mg/m” intravenous bolus then a 600 mg/m* infu-

sion over 22 h, days 1 and 2 of a 14-day cycle; b: Irinotecan 180 mg/m’; racemic leucovorin or L-leucovorin 400 mg/m’ or

200 mg/m’, respectively; FU in a bolus of 400 mg/m’ and then continuous infusion for 46 h of 2 400 mg/m’, days 1 and 2 of a 14-

day cycle; c: Irinotecan 350 mg/m’* every 3 weeks; d: Oxaliplatin 130 mg/m” on day 1 and capecitabine 1 000 mg/m’ twice daily on

days 1-14 every 3 weeks; e: Best supportive care

2.2 GRS
FrA B R IE TR . TP 2 R
BAbIT 4 502/1740 ) ALl AL YT 24H( 324/1740 )17
TS =43.21,P <0.001,7 =90.7% ), F 1t
K B BIL AL AE R A B, G O 22 i R 4 i ol
28.85% F1 18.63% , & I Ja W AHXT A& BE( 95% CI)
$2.18 (1.24 ~3.85),P=0.007( & 2),
2.3 RRRBEAER

POZE PAPTECA LT ALY 3 ~ 4 G R &
BROELRAIIN REN SN sl i v i) U R R A A
AR IMAE S . AR BB T 3 ~4 K= J1 A
MEEREER, BREH 3 ~4 %= hEEERR
10.91%( 189/1733 ), BLafifby7 4/ 7. 37% ( 126/

1710 ), 5 Bk ke A & B B A ( * =6.51,P =
0.16,1° =38.5% ), IR FH 1 5 BN B AL 4347,
IFE BB I RR A 95% A X [A] )R 1.46 (1. 19 ~
1.79,P <0.001 X &3 );BA4 3 ~4 FEIERN EL
A 20. 41%( 297/1455 ), Halifby7 4 M 12. 53%
(180/1437 ), 5 i MK 56 & & B B AR A ( ) =
1.89,P =0.60," =0% ), At R FH 18 2 4z 455 751
I3HT, A IFJE I RR B 95% AT {5 X [6] ) M 1. 62
(1.37~1.92,P<0.001 X & 4),
2.4 REARBAET

T <1 B A 4 SR s, A S s SCRik L AR X
FRYEI 0, SR A7 e B B & R m (/15 ).
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Study Treatment Control RR (random) Weight RR (random)
or sub-category /N n/N 95% CI % 95% CI
Jonker 2007 23/287 0/285 — 3 3.60 46.67 [2.85,764.74]
Borner 2008 15/37 5/37 —_— 16.55 3.00 [122. 7.41]
Sobrero 2008 106/648 27/650 —a— 24.86 3.9412.62,5.92]
Van custem 2009 281/599 232/599 - 28.09 1.21[1.06, 1.38]
Bokemeyer 2011 77/169 60/168 — 26.90 1.28 [0.98, 1.66]
Total (95% CI) 1740 1739 iz 100.00 2.18 [1.24,3.85]
Total events: 502 (treatment), 324 (control)

Test for heterogeneity: x>=43.21, df=4 (P<0.00001), ’=90.7%

Test for overall efect: Z=2.69 (P=0.007)

01 02 051 2 5 10

Favours control  Favours treatment

B2 AZERNBKSNUTATGAEEREREZBEN meta 547
Fig.2 A meta-analysis of overall response rate of cetuximab combined

with chemotherapy in the treatment of advanced colorectal cancer patients

Study Treatment Control RR (random) Weight RR (random)
or sub-category /N /N 95% CI % 95% CI
Jonker 2007 95/288 71274 . 56.89 1.27[0.98. 1.65]
Borner 2008 5/37 1/37 — =) 078 5.00 [0,61, 40.75]
Sobrero 2008 49/638 21/629 —a 16.54 2.30[1.40,3.79]
Van cutsem 2009 32/600 28/602 —— 21.86 1.15[0.70, 1.88]
Bokerneyer 2011 8/170 5/168 —_— 3.93 1.58 [0.53. 4.74]
Total (95% CI) 1733 1710 < 100.00 1.46 [1.19, 1.79]
Total events: 189 (treatment), 126 (Control)

Test for heterogeneity: x>=6.51, df=4 (P =0.016), ’=38.5%

Test for overall efect: Z=3.60 (P =0.0003)

0102051 2 5 10

Favours control  Favours treatment

3 AZEERBRSGUTATMBEERERE 3 ~4 BZHEEEN meta 517
Fig. 3 Incidence rate analysis of grade 3-4 fatigue of cetuximab combined

with chemotherapy in the treatment of advanced colorectal cancer patients

Study Treatment Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI
Borner 2008 8/37 6/37 —_— 3.31 1.33[0.51, 3.47]
Sobrero 2008 181/648 99/629 - 55.39 1.771.43,2.21]
Van cutsem 2009 94/600 63/603 —-— 34.65 1.50[1.11,2.02]
Bokemeyer 2011 14/170 12/168 — 6.65 1.1510.55,2.42]
Total (95% CI) 1455 1437 * 100.00 1.621.37,1.92]
Total events: 297 (treatment), 180 (control)

Test for heterogeneity: x>=1.59, df=3 (P<0.60), I’=0%

Test for overall efect: Z=5.62 (P=0.00001)

0.1 02 051 2 5 10

Favours control  Favours treatment

4 AZEBRHRBREUTATRIPSENESRSE 3 ~4 ZEBREXL meta 47
Fig. 4 Incidence rate analysis of grade 3-4 diarrhea of cetuximab combined

with chemotherapy in the treatment of advanced colorectal cancer patients
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