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ABSTRACT Objective: To observe the efficacy and influencing factors of cetuximab combined with chemotherapy in the treatment
of K-Ras wild-type metastatic colorectal cancer. Methods: 96 patients with K-Ras wild type mCRC who were admitted to First Affiliated
Hospital of Hebei North University from January 2013 to January 2015 were selected. The patients were divided into control group
(n=48) and observation group (n=48) according to the random number table method. The control group was treated with routine
chemotherapy. The observation group was treated with cetuximab on this basis. The clinical efficacy, median progression-free survival
(PFS), median overall survival (OS) and adverse reactions were compared between the two groups. The influencing factors of the efficacy
of observation group were analyzed. Results: The objective response rate (ORR) and disease control rate (DCR) of the observation group
were 54.17% and 91.67% respectively, which were higher than those of the control group 31.25% and 81.25% (P<0.05). The median PFS
and OS in the observation group were longer than those in the control group (P<0.05). The incidence of acne-like lesions of skin in the
observation group was higher than that in the control group (P<0.05). Univariate analysis showed that the ORR and DCR of cetuximab
combined with chemotherapy for K-Ras wild type mCRC were related to age, tumor location, tumor metastasis site, degree of tumor
differentiation and treatment time of cetuximab (P<(0.05). Conclusion: Cetuximab combined with chemotherapy in the treatment of K-Ras
wild type mCRC has definite efficacy and good prognosis. Patients can tolerate adverse reactions. The age, tumor location, metastasis
site, differentiation degree and treatment time of cetuximab may be the influencing factors of its efficacy.
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25 798 (Colorectal cancer, CRC )2 H R fH ALy Bl N 56 =
K R E AR 2 i 4 B R i 28 DU o7, HLAH R 28
A BTN, CRC FEIREIRA W3, 2R EHIZINC &R
Zrp I, HRE WA MR RS T SR e RV
(Metastatic colorectal cancer, mCRC), [A i, mCRC FE Ilfi [ H 8
HZ IS, HHTAYT mCRC B [ 25404 M5 A e A Ak
K7 (Vascular endothelial growth factor, VEGF )i il 5] . & Jz A=
K N F3Z & (Epidermal growth factor recepter, EGFR )i il 31 11
I AL -2(COX-2) 3l 7459 A W72 A B, mCRC & ¥ £ K
FEPI 7S, I K-Ras 2872, H R85 1Y) mCRC A 552 EGFR 4
i, IR EE X EGFR 88 gl AR TT 925 W0 2R % B, R
EGFR #3148 F F K-Ras #A4E7 mCRC BY3RYT . PHZE
PUE TRk &EH G 1 (Immunoglobulin G 1, IgG 1) 7Y B 57 [
P, FHTiE T 5 EGFR FRSMEES G, DTl e 0 i s 4
oAk, e UV . AR MR, — AT IS VI &
HERHUR YT AR AT R SR R AR A, (HAUA 40%
-50%01 £ AT A g, ELARBIRSE IR 2R AT LS e Hoy 724 H R AT
R BT AW S TP A S FIAYT K-Ras B
A mCRC TR TR R 3R, LU G R 2%

1 PR 5T

1.1 —f&EFR

PEHR 2013 4 1 F ~2015 4 1 At 4B s — =
RliyA i K-Ras BF4: # mCRC #3596 5], g AbrifE: (1T
BE RS T EYOR B HE R Gordn i 1B 2R
Y CRC S WibRAED, 348 CT B MRI & PET/CT K il
12 mCRC; (2)il i 2459 1 2 55 ARMSs ) K, K-Ras &
5 12,13 .61 {7 S35 A BT A L5 (3) AR 4E32 007 sl AT
iRy s ()T A Az 6 4~ A 5 (5)Kamofsky(KPS)P¥-43
W02 60 43, HEBRARAE : (V)X A5 F 3L A ST ICIE N 323 5
(2) G IF At i 55 F P 5 (3) AT IR s FLI A 2
(4)A = B B PR T D RB ISR 2 WA B & 5 (5)AEHh
PR o 1% IR ENLEC T R R 43 % HRZH (n=48 ) FILER 4
(n=48) . XJIRAL T 27 ], 2otk 21 55 4 35~70 %7, SF3494F
1% (58.68% 2.20) % ; -4 KPS ¥¥43(65.37+ 3.42) 4% ; il &g 34
07 B B 2e 2450 32 9, A 2450 16 5] g 5 R A - 2
WEER 1T 0, 28 E R 31 61 I oAb B ARk 15
B, Hharfk 23 4, oAk 10 ) sl B4 25 4], 2otk 23 4],
AEIE 34~71 %, AR (58.29+ 3.10) 2 Y KPS 4y
(64.29% 3.50) 5 ; BiJR &R 7 « BLIA M 22250 30 1, 45 2 285
18 5] ; R e RSP  BAER B AS 16 1], Z 28 B 5% 32 ) e
JAO AR EE Ao b 17 19, vh a1k 24 61, o1k 7 . PR
H— R LR TE 22 57 (P>0.05) , A AT ELtk .

1.2 BT H*

XHRZAAZG T 5 RARST , 7 A3 (1) LIS B e 3k 9
7548, 11 FOLFIRI [55 1d 4778 fe (g ANvE I 256 BRA ], [H
2477 - H20123191)180 mg/m? ivgtt; 55 1-2d iy H-ER4E (W 4R I
SR B A PR, E 24 M5 . H20034072)200 mg/m?

ivgtt; 55 1-2d FRUR BERE ( L B AR g3 25 M0 A PR A w25
F :H31020593)200 mg/m? ivgtt, 600 mg/m? £ £E B FE A
48h,2 JH R 1 A~ JE 1. XELIRI [%5 1d 57 3 FE 250 mg/m?
ivgtt; 55 1-14d REFIE R GFEHIZTERAR, E2iES:
H20133361)850-1250 mg/m? po bid,3 & & 1 4~ JE ], #Zh
CPT-11 (%5 1.8d Pr3r# ) 125 mg/m? ivgtt30-90 min, 3 &4 1
AR o (2) ABLYD RIS N BRI /%8, in FOLFOX4 [5 1d 1
YRR i 25) A FRA R, E 255 : H20000686 )85 mg/m?
ivgtt; 55 1-2d W.MR%S 200 mg/m? ivgtt; 55 1-2d 5K BE IKE 400
mg/m’ ivgtt, 600 mg/m?® FFLE AL A 48h,2 Ji A 1 A4 JE AT,
XELOX (%5 1d BEYbFI4 130 mg/m? ivgtt; 55 1-14d R 55 A
850-1000 mg/m” po bid, 3 Jiky 1 A~JE1); (3) DLy R EbIE
Ir, 55 1-14d ER5E B 1250 mg/m? po bid,3 EH 1 4~
B AR 7E X BR A SE Rl b 25 T V8 28 54t (7[R Merck
KGaA, [FMHIES : S20130004 )ivgtt, B YK 400 mg/m?, 120min, H
JoERE 1,250 mg/m?, w4 2 & 1 ¥, 500 mg/m?,2-3 J&h 1
TR, AR E AT 6 MTHE
1.3 T A EFREN

5% 4> % fi% (Complete remission, CR ) : J5 B4 bk 2 45 48 A
kb 10 mm DL ¥ kR 2K 5 54328 0 (Partial remission,
PR): LML AL AR Z R /b 30%L) |5 it e (Stable
disease,SD): FEZLHLGLE EL AR Z FID 20%~30%; B itk i
(Progression disease,PD) . FEZEHLR AL B AL 2 FE /N T 20%
o BB AL o AR DL bR o T 5 A 3% (Objective
response rate, ORR ) FII5< % 4 fill % ( Disease control rate, DCR) ,
ORR= (CR+PR)/ Efil%(x 100% ,DCR= (CR+PR+SD)/ i
Hx 100%,
1.4 HEFFERIFEM

A AE DL 57 TG B AR AE ] (Progression-free survival,,
PES) iz S 4 A7 (overall survival, OS)#E473F4, PFS 245
ISR E 32 VO 2B AR YT T 46 22 I i e A p ], 5l 22
EEA R EAET - RIBT ], OS 246 R 1532 WU 2 BBLVR YT
FFiR 2 B AT SO AL B ]
L5 Git=aHh

K] SPSS 17.0 FAFHEATEAR 34T T HEFORIA R 0K R
FH o K36, 3 BORHA (s )RR, SR 4G, A P<0.05 Tl 22
FSHEAGIHFE L

2 R

2.1 WARERFKTLE

WM EZZH ORR FI DCR 435I 54.17%F1 91.67% , &5 T X} HE
211 31.25%F1 81.25%, 22 REA it X (P<0.05), W31,
2.2 FLHEE R PFS AL OS LhER

WEELH 8 3 rh 57 PFS FTh iz OS 4331k (10.37+ 1.89)4
H F1(20.18% 2.76) 4 H , B8 3 B 9 (6.31% 1.76) 4 H Fi
(15.03+ 1.53) N H K, 2765008 L (=4.971 5.163, P=0.
000.0.000),
23 WABREFRKMLILE

PR BIAR DL AN RSN T 45 24 o SR 4 B R R A
KA T IR (P<0.05) , TP ZH U A0H T B P Re a4
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AL PR R AR R A R AR TE2E 5 (P>0.05) 0 W3R 2. mCRC ffJ) ORR \DCR S4FR% IR AL i 5 42 8 oo o
24 ARERMBKANITIAS K-Ras BFER mCRC FFHMIR LR UL VE 28 FAHTIR) I R4 5 (P<0.05) , i3 1 531 BBk
MmE R AT R R R TG (P>0.05) . W3,

HAR T W, P92 BTG LT IRYT K-Ras B A= 7

* 1 mANRKTTRLE [51(%)]

Table 1 Comparison of clinical efficacy between the two groups [n (%)]

Groups n CR PR SD PD ORR DCR
Observation group 48 6(12.50) 20(41.67) 18(37.5) 4(8.33) 26(54.17) 44(91.67)
Control group 48 4(8.33) 11(22.92) 24(50.00) 9(18.75) 15(31.25) 39(81.25)

%’ -2.266 -4.255

P 0.023 0.010

R2WABEFRRRLLE [61(%)]

Table 2 Comparison of adverse reactions between the two groups [n (%)]

Groups n Leukocyte decline  Acne-like lesions of skin Liver function damage Nausea and vomiting Neurotoxicity
Observation group 48 13(27.08) 23(47.92) 7(14.58) 12(25.00) 10(20.83)
Control group 48 10(20.83) 7(14.58) 9(18.75) 8(16.67) 7(14.58)
¥’ 0.515 12.412 0.300 1.011 0.643
P 0.473 0.000 0.584 0.315 0.423

3 EZEBHBAITIETT K-Ras B4 2 mCRC I E E 4T

Table 3 Analysis of influencing factors of efficacy of cetuximab combined with chemotherapy in the treatment of K-Ras wild-type mCRC

Factors n ORR n(%) x° P DCR n(%) x° P

<65 32 18(56.25) 30(93.75)

Age(years) 4.923 0.027 11.636 0.001
>65 16 8(50.00) 14(87.50)
Male 25 14(56.00) 23(92.00)

Gender 0.071 0.790 0.182 0.670
Female 23 12(52.17) 21(91.30)
Rectum and left-sided colon 30 23(76.67) 29(96.67)

Tumor location 16313 0.000 8.909 0.003
Right-sided colon 18 3(16.67) 15(83.33)
Single argan 16 12(75.00) 15(93.75)

Tumor metastasis site 4.196 0.041 11.636 0.001
Multiple organ 32 14(43.75) 29(90.63)
Poorly differentiated 17 8(47.05) 14(82.35)

Degree of tumor differentiation Moderately differentiated 24 13(54.17) 4.620 0.030 23(95.83) 3.966 0.046
High differentiated 7 5(71.43) 7(100.00)
Irinotecan-based 22 12(54.55) 21(95.45)

Combined with chemotherapy Oxaliplatin-based 21 11(52.38) 0.027 0.870 20(95.24) 0.942 0.332

Capecitabine-singled 5 3(60.00) 3(60.00)

Yes 27 15(55.56) 26(96.30)

Early tumor remission 2.692 0.061 2.909 0.088
No 21 11(52.38) 18(85.71)
<16 weeks 38 20(52.63) 34(89.47)

Treatment time of cetuximab 15.077 0.000 35.636 0.000
2 16 weeks 10 6(60.00) 10(100.00)

3 FOSMET, FLIG 2 54 o i T AT B g b , PR LA
SERERPET TR S R 56 ITITKS S5 EGFR T4 O/ 122
T K-Ras 3604 H BEN A0 4 AR50 8 TR LIRS RAIZ 0 5 R A0 B b5 L 08, Sk 75 S 20 % 9
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AR, 7R mCRC By A A R, H I K-Ras ZERTEN Y2
TR 2 5 4, P H RTRHR 2 WL A X A77E K-Ras 28748
B mCRC 2, N EGFR il 2 S 2ahyr o,
¢ EGFR #1ifi 515 2T K-Ras 2R mCRC #IRY7 . 7%
HERGTIE 2003 AEHEE B TR — R A Bk 1gGl B e pEST
PRUS AT 5 e 3 15 i 40 B 2 T Y EGFR e SR 454, AT
AT LARH WA N EGFR A S A5 5 108 fi , 1R AT AT LA ] e 240
JIBEFE AL RGN, RIS, DY 2B B b S A R N
ALY, PR R AN IRPE BT R K IR A e, BFSE PR OR 5
FOLFOX/FOLFIRT —£k fbJ7 J5 52 4%, 1 %5 SL ik 5 1k 7 il
Dleste tR A AL R I AR AR ) A S SR P R, 3 1Y
ZH RO IEE P A AR 2P B E 23245, PR T RIS
AAAE AR Y PR S 20 I 3R

AL R A, WE4H ORR DCR B g & F X R4 .
ORR.DCR A[ LLABE mCRC A MR EARR AL OL Y, Sk
mCRC G AFERE , I DL 1 S50 3R 78 Z 8 SAhi ik & Ak 7]
PEEITR ARFREIR R, WS A AL PES A (i OS
RO R SE L (P<0.05 ) , 3275 P Z 1 BB & A7 7T LASE G
K-Ras #f/E 4] mCRC BH LA, 7300, AWFTE 45 R0
71N WUEE L BRI o A2 A A 3 v T 0 IR AL i P LT S g
P L AR R K R i S AR R TR 2 S
PRV ZE FRHUIRYT K-Ras J KB 4= B mCRC A2 B B4 fin
B il MRS RSOV, HA B 2 P, AR
SRR BEARRE IR AR R R AL MR %
HEPTIRYT I 6] 45 75 2 8 TR S AL P IR T K-Ras By A7
mCRC ) ORR .DCR A K. & FRAIHE K, BE DAL T
R REA , LA AR R 20K S B U BE I T I, R e i
AR —E R KSR P2 B AL, AP AR
NIRRT EM B A S I B ORR (DCR B 258 T4 21
£ 78 e R N N Vo ) ST gy G ] Sl Vi ES
A RES AN RO XA 7 7 S8 s )36 )7 25 W O RUR A ) A
KRB, TR TR e R 22 24 B R A B 2 B ™
A, SN LA G, PR E R R, o
RO 25200 o [RI AN [) 73 AR 2 114 K-Ras JE R EF/E A mCRC
(7 RCBAN SRR o 2387 R AT R 5 o AR AN ] i 2%
PEATRIAT G, CRC & TR BN , PR b i w3 K IR
2y, AT P LS P 2B TR I I A A 4 ORR
DCR AR, 23 Hr R AT B -5 2459 B3R 224 Tl %o i 4
J A A R

i BT, PUR A BGURR G LSTIR YT K-Ras it 5 By /- A
mCRC PRI, w] LA e A AR A4, R AN BB Wl it
3, BEARRE IR IR RS AL R P2
PG 7 I 6] AT RS2 R H PR A R
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