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Clinical efficacy of cetuximab or bevacizumab in combination with FOLFOX4
regimen for treatment of wild type KRAS advanced rectal cancer

WU Junyi, CHEN Guisheng, WEI Lin
Department of General Surgery, The Liujiang River District People's Hospital of Liuzhou City, Liuzhou 545100, China

Abstract: Objective To compare the clinical efficacy and safety of cetuximab plus FOLFOX4 and bevacizumab combined with
FOLFOX4 in the treatment of wild-type KRAS advanced rectal cancer. Methods From January 2012 to January 2017,75 patients
with wild type KRAS advanced rectal cancer treated in our department were divided into A, B and C groups according to the
treatment regimen, and 23 patients in group A FOLFOX4 regimen, 27 patients in group B received bevacizumab combined with
FOLFOX4 regimen, 25 patients in group C received cetuximab plus FOLFOX4 regimen. The clinical efficacy of each group was
compared, and the incidence of adverse reactions in each group was observed. After follow-up, mean progression-free survival (PFS)
was calculated for each group. Results The objective response rates (ORR) of three groups were 13.04%, 51.85% and 60.00%,
respectively, with significant difference between the three groups (P < 0.01). The difference between A and C, B and C groups was
statistically significant (P < 0.01). There was no significant difference between B and C groups. The control rates (DCR) were
73.91%, 88.89%, 92.00% respectively. There was no significant difference among the three groups. The median PFS of group A, B
and C were 8.2 months, 10.1 months and 9.4 months respectively. There was no significant difference in median PFS between the
three groups. Related to death, the main adverse reactions are myelosuppression and vomiting, the other occasional peripheral
neurotoxicity, liver injury, hand-foot syndrome, the incidence is low. B group did not appear bevacizumab related hypertension,
nosebleeds, intestinal perforation and other adverse reactions, C group appeared in 6 cases of rash (24.00%). Conclusion Both

cetuximab and bevacizumab combined with FOLFOX4 can improve the clinical efficacy of wild-type KRAS late-rectal cancer. The
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two regimens have similar curative effect and small adverse reactions, which are worthy of clinical promotion.
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Fig. 1 Progression free survival curve of three groups
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Table 3 Comparison on adverse reactions in three groups

A s HEEE BOW/E SN EAMEEE RO TRGEEM B
A 1~2% 7 11 1 1 1 2
3~4%% 1 1 0 0 0 0
B 1~2% 21 22 3 3 4 0
3~4% 4 1 0 0 0 0
C 1~2%% 14 14 2 3 3 6
3~4%% 4 0 1 0 0 0
3 g AR N LRI T #L IR T B W B i

S8 B W e s 2 AL T I A R IR IR 2 3 A6
Ja& T L AR g B A R b 2R A S R
AR LR B A e, 25 L R 0 RS B R A
BB w439 FEZ A BT T B (H 2 30 B e 1
TRIT 71T 1 R 1 SR, 993 E AT AR = A
N H R B TR A T DA R IR e I S 2
A BRI (FOL-FOXD 77 RN H 8 N 12 AR 2T

TR T R AR T, L o 7 22 LA DA T
W EREN G N E M REPig s €& G E NS E AR INCI R
{EZ XS T AN A ) KRAS F: B 2 Y, 3 79 b 245 ) R
JTRORIBAFAE S o [0 57 5 OHRIE 5 O T KRAS
B R RAR R 25 E fi et B DU T 1O — ]
25,97 BB (R 0 T BT AR R KRAS JE R Y )
EE SO TR S IR (EVSE= Buays = S E R TIR S PS



. 696 - “ussasti  Drug Evaluation Research 5542555 41 2019F 48

WFA R 2, (H 2 2 75 v LK 7 2 3 B pe /R o B 4R
KRAS 5 [K B £ 35 1) — 25 FH 24 A4 45 FH 2 AT A7 A5 4
W, 2014 4 Wasan 25058 1 HEGL 6 1S T
KRAS B A4 1 8835, V4 % & LpT A FOLFOX 77 &
K 78 2 B 4 R 25 B0 A K %
PUVE N 47 F 25 16t BE4E TG ik 8 A A7 i IR 224K, 36
E 7 75228 P  KRAS B A 8 i 0] B i e b
(1 — 28 25 RN 4E R 18 97 1 m A7 Pk

A S E , FOLFOX 77 %« DUAR B ot B &
FOLFOX 77 & . 76 % & HL i Bk &5 FOLFOX4 J5 & if
IT 2H I 2 WA R 53 5l 4 13.04%151.85%1.60.00%
3HEMZERA G IR L (P<0.01),AB.AC ALk
WERERBARIFZELP<0.01),A.CHAIM
EZRAEG R L (P<0.01),B.CW4LHZE R LS
TR, 5 E A WD A g R AL, U DLAR
HLTRT PG %2 UK A FOLFOX4 J7 % 5t B A=
KRAS Wi i B i 35 3597 280 3 A s 45 1 22 4y
N 73.91% 88.89%-92.00% , 3 41 /] 22 5+ L 48 112
B, B HZ PR ZEF W LSRR X,
P53 45 1) 26 7 22 1 B PR DUAR SR T ) B IR A
) 5 AE X R AT 8 5 AR S 56 B U I IR R
BIEDHE . A H AL PFS A 8.24 H (95% nl{F
X 8] :4.3~12.1), B 2+ 4147 PFS 5 10.1 1> H (95%
Al {5 X 1] : 6.9~13.2) , C 41 £i7 PFS N 9.4 4
H (95% A {5 [X 8] : 6.4~12.8) , 5 [E N 4hH L 7T
A A 3 20 B 3 LR IT A SR ISR T,
F AR RS B d Ak ek, 55 4 A A
S I FRGAES, KAEXRMK. B4
R H B DA T A DG I v I 5 LS
AR P, C2HH I 645 522 (24.00%) -

i BpT IR, P % R hT B DL AR R BT B A
FOLFOX4 J7 2 ¥ 1] 4 i1 B A= KRAS W 1] B 17 98 1)
JT R, B R A 2 o (E2 BT A58 N 3 5 451
B BE VT RV, T T R AR S K AT
WIS BRI IR, 73 41 R BE ) 2459 00 FH 245 5 1R AR )
BH BT

S3E Rk

[1] 8, B, REor, & IR HE S FOLFIRI 75 %
TR 9T B R R4 LW R A R (D). R, 2013, 33
(6): 571-574.

[2] Van Cutsem E, Cervantes A, Nordlinger B, et al.
Metastatic colorectal cancer: ESMO Clinical Practice
Guidelines for diagnosis,treatment and follow-up [J]. Ann
Oncol, 2014, 25(3): iiil-iii9.

(3]

(4]

(8]

(9]

[10]

[11]

[13]

[14]

[15]

Xu R H, LiY H, Luo HY, et al. Continuing single-aent
capecitabin as maintenance therapy after induction of
XELOX(or FOLFOX) in first-line treatment of metastatic
colorectalcancer[J].JClinOncol,2015(suppl;abstr3580)33.
Dueland S, Guren T K, Hagness M, et al. Chemotherapy
or liver transplantation for nonresectable liver metastases
from colorectal cancer? [J]. Ann Surg, 2015, 261(5):
956-960.

Van Cutsem E, Tejpar S, Vanbeckevoort D, et al.
Intrapatient cetuximab dose escalation in metastatic
colorectal cancer according to the grade of early shin
reactions: the randomized EVEREST study [J]. J Clin
Oncol, 2012, 30(23): 2861-2868.

FEFEEE, SR, RIEW, L2 YU G BRI S
5-FbK W WE G IT 45 e AR TLAE A St e [0, o
24555, 2016, 27(14): 2014-2016.

Ty 2 RS V% BB G FOLFOX4 Jf R AE 542
P 25 Wy o — 2638 97 I 97 AL [3]. A IE = 2, 2009, 9
(3): 152-154.

Wen F, Tang R, Sang Y, et al. Which is false: oxaliplatin
or fluoropyrimidine? An analysis of patients with first-
line epidermal
antibody [J]. Cancer Sci, 2013, 104(10): 1330.

Ekblad L, Johnsson A. Cetuximab sensitivity associated

growth factor receptor monoclonal

with oxaliplatin resistance in colorectal cancer [J].
Anticancer Res, 2012, 32(3): 783.

55, WHANTE, B . VB B T A L e
B YERRVR T I ATAT I (7], SRR R BRI R A% 3, 2017,
14(4): 11-14.

Yarom N, Jonker D J. The role of the epidermal growth
factor receptor in the mechanism and treatment of
colorectal cancer [J]. Discov Med, 2011, 11(57): 95.
AT, B R, iR A, 50928 ARSI T
W5 1A 45 Ji7 988 (0 A2 A7 40 BT S KRAS X 20 52 [J]. o
LK 2 2R (B 22 B 22 AR, 2011, 32(5): 637-642.

Wasan H, Meade A M, Adams R, et al. COIN-B
investigators. either

Intermittent chemotherapy plus

intermittent or continuous cetuximab for first-line
treatment of patients with KRAS wild-type advanced
colorectal cancer (COIN-B): a randomized phase 2 trial
[J]. Lancet Oncol, 2014, 15(6): 631-639.

HEH], BEE, 75 P, 25 FOLFOX B4 DA B #4708k
PG 2 B — SR 7T B AR T KRAS W 45 B 798 1 11
PRIT AL 0], 19, 2014, 34(11): 1035-1039.

Siena S, Sartore-Bianchi A, Di Nicolantonio F, et al.
Biomarks predicting clinical outcom of epidermal growth
factor receptor-targeted therapy in metastatic colorectal

cancer [J]. Natl Cancer Inst, 2009, 101(19): 1308-1324.



