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A successful rechallenge with cetuximab for a case with metastatic rectal cancer
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A 55-year-old man who had been diagnosed with rectal cancer with multiple liver metastases and lymph node
metastases on colonoscopy and computed tomography (CT) was referred to Okayama University Hospital for
treatment. Based on the diagnosis of non-curative rectal cancer, we planned to perform systematic chemotherapy after
surgical resection. We performed a low anterior resection of a 36 X35 mm upper rectal moderately differentiated
adenocarcinoma with wil-type KRAS. After the resection, a FOLFIRI regimen with cetuximab was given as the first-
line chemotherapy. Although metastatic lesions in the liver showed shrinkage, we decided to switch regimens because
of intolerable adverse events. A modified FOLFOX6 regimen with bevacizumab was administered as the second-line
treatment. There were no signs of disease progression until eight months later, when positron emission tomography
(PET)/CT scans revealed that the new metastatic lesions appeared. As the third-line treatment, an irinotecan with
cetuximab regimen was administered, leading to a good response for over 12 months.

We experienced a successful rechallenge with cetuximab for a case with metastatic rectal cancer. For patients with
wild-type KRAS colorectal cancer, rechallenge with cetuximab-based chemotherapy can be an effective therapeutic

TR

option.
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FOLFIRI+Cetuximab FOLFOX+Bevacizumab CPT-11+Cetuximab
20104E6 A 20114E3H 2011%E118 201248
2

CEA
20.3 ng/ml

7.0 ng/ml

10.3 ng/ml

7.4 ng/ml

4 Positron emission tomography (PET)/CT |2 & % #8
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T (VEGF) Bk TH 5NNy X< 7R, Wik s iz
LN 224 (EGFR) MifkTh sty F o~
T, RZY AR T EOGFRENEDSERREA S, K
JE DAL 72 e B % 1 272,

PLEGFR ¥U A 1L, EGFR ¥ 7 F VAR ERKEE O T it ®
RAS&H% 32— N9 25 KRAS BIn T ICAE LD WK
WidfE (KRAS BFAERL) (ZIBHRIREZ RO L Z LATREN,
ZDOFER, KRAS FAETI KBS IR L TO AP EGFR ik
DA I NS X ) 127 - 720, L7zh> T KRAS



73 SERU K N e \ 2 A8 B T BB 7 40 TR O 3R 1390 VEGF fiufk 72
T & 72 5 H%, KRAS BT Tl VEGF stk 7213 T <,
PLEGFR HUA D AT RE L 2 1), fLFREL 2 2 v OFR
Bz 7z, Lo, BUE, RIICBT 5 KGR T A

FFA4 220109 29R$ & 912, YIBRAREREITHISKIGHE O
SKEBETIE T V AD D A IEHEPEIIPUEGFR Hifk + A
VTR TH D, ZOPEGER JUfkO =G T O
fERE, — WG - ZKIEHTHLEGFR BuA 2 H L 2\
BAICIRY BEPHERINTHD, $hbb = RIGHERTC
PLEGFRVUAZ AT 2 &) 2 &1, HRSNDZWE
Wb V) T EEEIRT 5.

FO L) BEREOW, KRAS B ARIYIBAREEI TSR
GO —RIBIET, VXTI T LN I THUNR—AD
LFRE AT, 6 7 HLLEIZIE D AL DL O E#ER
BRI BIIAIGE 2o 72398 W RI12, FMLEYF
XTEAN) T H Yy R=ADEE T ZREFEICHCEL
AH#ER (cetuximab recahllenge #UER) DfE G2 X1,
HENS AR A T 0L i56.6 7 B, ©Z8T)EE549%, #iEha b
0 —)LE90% L D TH R R AERIE SN2, 2 ol
FERIZX Y, —RIGHETHEGFR UK UG % 7R L 72 EH)
&, WBEOMTEIIRIBE 2> T, ZIRIGHEH OKSE
W & 5% 721210, HRT 2 &R R WREEAVRIE &
nr.

KIEBNE—RIGETE Y F 2 <7 & FOLFIRI i 01k
T ERAT, 8w A, eI R O IKTE
BHEFEL Tz, Grade 3 DREIEIRSHBIL, BED
EHICHEERT Lo, BEETOFELAVE L
72)AT, BHLTCWLRETOE Y X~ TG %21k
& L7z, ZWREHRE LCmFOLFOX6+ Ny A< 7124
HEATo72L2h, WIREELTWAD, Ta—AHMD
534 FH 1) FIF v xmIEL, sLVSFU2+ "N X< T
TUERE G L7z, OGRS 9 » HIE, RE
AIEDIRBEF R L Ty, Z0k, BBEOFBRL O
FrHUREDSIIE L 72720, —RIGETEG LTzt F
VRTOHEGEREL, ZREBRELT, AV TH
+EYF I TERERLGIT L. Y F v T ORES
DFER, ¥V F Y TERL, HE, EEEMRITITVERD
WEfRE 20, ZOIREEBIFEI2y ABHERCE T 5.
PL EGFR JUAOEIWER TH % BB AERIZEI L CTid, RS
HIETWETLHIEFELAONTVLA, REFITD
ZUHEBEO RN B IERIZ s L7228, ZkKIGIEIG A
— RGBT L2, LA L, —RIEETIRAT
blaholz /3 A T VORI LOTFHi SR EEH Y
O—PIEHET OFERI TN 72 B2 T IR 5 12 55 2 B
EXFIDIZ LY, Grade3 DFEIERZBDL T &7, B

54

EDLILRICEHFLE) SNTn5,

PLE, cetuximab rechallenge 5{5# 0% F 2 AFE B D 3 %
&, KRASHARIKEHEO—IKIGEE L T YR~ T %
EH LB % /R L72RRICAIN, ANt & 2o 72 EFNIx LT
i, SWEBRICTEY S U T EERGTAEICEDE
Y3 LA RIET 5.

IR A BEHEAT FE 36 R L0t B AL I I B W
T, 5RO~ VFFF—YHEEDOL TT 7 2 =770
KRASZERBFF AT DL = IRIEHFEICBVWTIZET VA
DHDHEHEE LTERLTLB7255W, Lo L, KRAS
B A B BN RE AT PR 38 K3 O — UG #E 12 $T EGFR 1t
R L 7-EFNR L, = KIGHE ISP EGFR Stk O Fidk
G&AT) &0 ) IHHEGEIDHE 2 U, ZoRERICL TS
Tr=T e VWb TEDL, Thbh, IKIEGEET
V=T Y YXNIZE T Y ADOHLEERIT) LT
&, JLEGFR ¥UA % —RIGEICHVL Z L2 Xy, HEdRs
NDZWIEREE) L Vo BEIZE > TORFIREZH D
PO LWREEIE 2R TEX L L E 26N 5.

5

SE—KEET Y Y F XTI & o 72, ZIRIGHE
TOMMHINC L) B LT RO —F 2 RE8R L 72,
KIBOBUTORIGIGIRT A BT A4 LN\l Gk

-
=]

ZHESLT BT, S 54 HEBIOEM, HRFERDFEN
PEINL. REZEICHEIIRAHLRIE T, REBIO &

9 P EGFR Lk D H#: 5 b & o 72 K Fa b gk o)
32 HEBRKRMIEL L CEHE LI L T2 0T, HIKO
B DHEEHE NI LFF — 2 =T (http//www . ges-
okayama-u.com/) #ZMW7-72%, N REZ AN H
TSR 22N % BT 2 RETDH 5.

4 [

1) Santini D, Vincenzi B, Addeo R, Garufi C, Masi G, Scartozzi
M, Mancuso A, Frezza AM, Venditti O, Imperatori M,
Schiavon G, Bronte G, et al. . Cetuximab rechallenge in
metastatic colorectal cancer patients : how to come away from
acquired resistance? Ann Oncol (2012) 23, 2313-2318.

2) Erlichman C, Fine S, Wong A, Elhakim T : A randomized trial
of fluorouracil and folinic acid in patients with metastatic
colorectal carcinoma. J Clin Oncol (1988) 6, 469-475.

3) O'Conell MJ : A phase III trial of 5-fluorouracil and leucovorin in
the treatment of advanced colorectal cancer. A Mayo Clinic/
North Central Cancer Treatment Group Study. Cancer (1989)
63, 1026-1030.

4 ) Buroker TR, O'Connell MJ, Wieand HS, Krook JE, Gerstner
JB, Mailliard JA, Schaefer PL, Levitt R, Kardinal CG, Gesme

DH Jr : Randomized comparison of two schedule of fluorouracil



—

~

~

and leucovorin in the treatment of advanced colorectal cancer.
J Clin Oncol (1994) 12, 14-20.

Modulation of fluorouracil by leucovorin in patients with
advanced colorectal cancer : evidence in terms of response rate.
Advanced Colorectal Cancer Meta-Analysis Project. ] Clin Oncol
(1992) 10, 896-903.

6) Saltz LB, Cox JV, Blanke C, Rosen LS, Fehrenbacher L, Moore

M]J, Maroun JA, Ackland SP, Locker PK, Pirotta N, Elfring
GL, Miller LL : Irinotecan plus fluorouracil and leucovorin for
metastatic colorectal cancer. Irinotecan Study Group. N Engl J
Med (2000) 343, 905-914.

Douillard JY, Cunningham D, Roth AD, Navarro M, James RD,
Karasek P, Jandik P, Iveson T, Carmichael J, Alakl M, Gruia
G, Awad L, Rougier P : Irinotecan combined with fluorouracil
compared with fluorouracil alone as first-line treatment for
metastatic colorectal cancer . A multicentre randomized trial.
Lancet (2000) 355, 1041-1047.

Goldberg RM, Sargent D], Morton RF, Fuchs CS, Ramanathan
RK, Williamson SK, Findlay BP, Pitot HC, Alberts S:
Randomized controlled trial of reduced-dose bolus fluorouracil plus
leucovorin and irinotecan or infused fluorouracil plus leucovorin
and oxaliplatin in patients with previously untreated metastatic
colorectal cancer . a North American Intergroup Trial. ] Clin
Oncol (2006) 20, 3347-3353.

Colucci G, Gebbia V, Paoletti G, Giuliani F, Caruso M, Gebbia
N, Carteni G, Agostara B, Pezzella G, Manzione L, Borsellino
N, Misino A, et al. : Phase III randomized trial of FOLFIRI
versus FOLFOX4 in the treatment of advanced colorectal

Cetuximab rechallenge : fifiH 7%, f10%

cancer . A multicenter study of the groppo oncologico dell'italia
meridionale. J Clin Oncol (2005) 23, 4866-4875.

Grothey A, Sargent D : Overall survival of patients with
advanced colorectal cancer correlates with availability of
fluorouracil, irinotecan, and oxaliplatin regardless of whether
doublet or single-agent therapy is used first line. J Clin Oncol
(2005) 23, 9441-9442.

11) Van Cutsem E, Kohne CH, Hitre E, Zaluski J, Chang Chien CR,

Makhson A, D'Haens G, Pintér T, Lim R, Bodoky G, Roh JK,
Folprecht G, et al. : Cetuximab and chemotherapy as initial
treatment for metastatic colorectal cancer. N Engl ] Med (2009)
360, 1408-1417.

Van Cutsem E, Koéhne CH, Lang I, Folprecht G, Nowacki MP,
Cascinu S, Shchepotin I, Maurel J, Cunningham D, Tejpar S,
Schlichting M, Zubel A, et al. : Cetuximab Plus Irinotecan,
Fluorouracil, and Leucovorin As First-Line Treatment for
Metastatic Colorectal Cancer : Updated Analysis of Overall
Survival According to Tumor KRAS and BRAF Mutation Status.
J Clin Oncol (2011) 29, 2011-2019.

KIGHGGH T A BT A4 > BRI, KERmiessi, <5k
A&k, HE (2010) ppl6-29, 53.

14) Grothey A, Cutsem EV, Sobrero A, Siena S, Falcone A, Ychou

M, Humblet Y, Bouché O, Mineur L, Barone C, Adenis A,
Tabernero J, et al.; for the CORRECT Study Group :
Regorafenib monotherapy for previously treated metastatic
colorectal cancer (CORRECT) : an international, multicentre,
randomised, placebo-controlled, phase 3 trial. Lancet (2013)
381, 303-312.



