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Survival Analysis of Cetuximab Combined with Chemotherapy for Advanced Colorectal
Cancer and Effect of KRAS on Treatment
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Abstract; [Objective] To study the prognostic factors of advanced colorectal cancer (ACRC) accepting cetuximab combined
with chemotherapy and effect of KRAS on efficacy of that regimen.  [Methods] Clinical data of 102 ACRC patients, treated by
cetuximab plus chemotherapy in Sun Yat-sen University Cancer Center from March 2005 to December 2008, were collected. The
prognostic value of clinical factors was evaluated by univariate and multivariate analysis. The KRAS status of 45 paraffin-embedded
specimens were tested and the difference in objective response rate (ORR), disease control rate (DCR), progress free survival (PFS)
and overall survival (OS) between patients with wild type and mutant type of KRAS were compared. [ Results] The OS of patients with
cancer-associated symptom was shorter than those without (34.0 months vs 43.5 months,P = 0.03). The patients with advanced
primary clinical stage had short OS (88.5 months, 51.0 months and 22.5 months for clinical stage Il , Il , and IV,P < 0.01). The OS
of patients with DCR by cetuximab combined with chemotherapy was longer than that with PD  (43.5 months vs 28.0 months, P <
0.01). The KRAS status of 39 cases were tested successfully and mutant rate was 28.2% (11/39). The ORR, DCR, and PFS of wild
type KRAS were all better than those of mutant type KRAS (ORR 42.9% vs 9.1% ,P = 0.049;DCR 71.4% vs 36.4% ,P = 0.046;
PFS, 5.0 months vs 2.5 months, P = 0.02). However, the difference of OS between wild and mutant type KRAS was not statistically
significant  (42.5 months vs 33.0 months, P = 0.80) and the status of KRAS was not an independently prognostic factor (P = 0.42).
[ Conclusions] ACRC patients with DCR by cetuximab combined with chemotherapy had good prognosis. The ORR, DCR and PFS of
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disease, SD) FJ i & (progression disease, PD) , DA
CR+PR+SD g #efifi il (DCR) , LA CR+PR A %L
R (ORR), AHEFIIUSE CT KA 4RI TIA ,
1.3 TEE PCR EME KRAS RE
131 dpn 3B B A 1 2 A i A 2 HE
Yk, PRk R 2 Wi St 1700 i, AR R e B
FrUIEL, 5 wm JREAE 6 5K, S8CRERE T s Hr it i
1.3.2 DNA 83 Fild PRI FRA R
JIR I | B IR A BE LR AR, B KT 3
min, FEBCASERE#E R 10 min, HJ0 7 J8 2 550 T
A EP & JIA 200 pL (9 GA Z2 0, IF A 60
pL R R KRR AT, 40 CIHL , SR 5 1%
DNA $2HGA & (QIAGEN 24 5] 7™ iy ) SE 50 2 PR 4t

[J SUN Yat-sen Univ(Med Sci),2011,32(5):637-643 ]

HUDNA 2 L B T 58 203 5 BE AR H e
FE M AR AT 4°CORFEIRAT 25 H
1.3.3 DNA AS3iE(AA%k) PCRRINVIKZ.
Master mix 10 wL, GAPDH-F 0.15 pL, GAPDH-R
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5t ; Kaplan-Meier 3 LA [A] KRAS R TG E
HAE (Progress free survival, PFS) . G AE 7R [H]
(overall survival, 0S) BY2E5; Cox [RIHALIRY 4347
KRAS R ZEZ M s &,

2 4 X
2.1 BEEEBFREAWITFST ACRC ARG

Kaplan-Meier 15 f& Cox 5 &YX} DL T 7] 58 5 M
S S SR R NS VN EA S YA st i a3 |



551 SRHEDT | A5 V92 TR S AL T IR WSS B B9 LR A 0BT B KRAS X7 RIS 639

x1 120 EERENRAAZERRNETSN
Table 1 Survival analysis of 102 cases with ACRC

treated by cetuximab combined with chemotherapy

Univariate  Multivariate

analysis analysis

(linical factor No.  MOS U

P P Exp(B)

(month)

Gender
Male 72 40.0 087  0.84 0.94
Female 30 340
Age
Risk group(40-59 years) 53 36.0 084 075 0.92

Non-risk group(<40 or>60 years) 49 35.0

Family history of tumor

No 84 36 0.76  0.66 1.16
Yes 18 37

Cancer-associated symptom
No 36 435 003 <000 249
Yes 66 34.0

Tumor site
Colon 70 36.0 075 082 L1
Rectum 32350

Primary clinical stage
[ 1 500 <000 <000 339
I 13 885
i 36 510
v 52 05

Histological differentiation
Well 15 36.0 003 058 1.14
Media 69 43.0
Poor 18 240

Primary treatment
Multidiscipline therapy 65 340 089 028 0.63
Others 37 420

First-line chemotherapy
With Cetuximab 320510 0.14 074 0.89
Without Cetuximab 70 340

Chemotherapy regimen with Cetuximah
OXA-hased 24 36.0 029 015 0.66
[RI-based 75350
0XA and IRI-based 3 715

Efficacy of chemotherapy with Cetuximab
PD 20 28.0 <0.00 <0.00 029
DC 76 435

ACRC; advanced colorectal cancer, all patients were ACRC when
accepting cetuximab, though some of them were not ACRC at initial
visit. Multidiscipline therapy: operation and chemotherapy for colon
cancer, operation and radiochemotherapy for rectal cancer. OXA:

oxaliplatin; IRI; irinotecan; MOS: median overall survivial
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Fig.1 Effect of clinicopathological factor on OS
and PFS in ACRC

Effect of cancer-associated symptom (P = 0.03),
histological differentiation (P = 0.03), clinical stage (P <
0.01)  and earlier efficacy of Cetuximab combined with
chemotherapy (P < 0.001) on OS in ACRC was shown in
figure A, B, C and D. Effect of KRAS status (P = 0.02) on
PFS was shown in figure E. The Kaplan-Meier method was
used to draw survival curves, and different groups were

compared with the log-rank test.
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A EX(P=0.02,K 1),
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Table 2 KRAS status effect on the ORR and DCR of

Cetuximab combined with chemotherapy n(%)

Wild type Mutant type

Effect Total
KRAS KRAS

Objective reaction 12 (42.9) 19.1)  13(333)

No objective reaction 16 (57.1) 10(90.9) 26(66.7)
P 0.049

Disease control 20 (71.4) 4(364)  24(61.5)

Progression disease 8(28.6) 7(63.6) 15(38.5)
P 0.046
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Fig.2 KRAS status was tested by PCR
“S” curve in the figure indicated KRAS mutation in 12 exon (12

GGT—GAT,Gly—Asp), as shown at the arrow.
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Oy9h 425 N H K 33.0 M A L =R SR X
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