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Subgroup Anatyses: updated OS Subgroup Analyses: updated OS

Clinical N

Curability

Completed Therapy &) MRC OEO2
Fifiliik(s)
4024Ef FhPR{Hc2R
SCC:31% adeno:66%

* (Mstaging  unclear

Neoadjuvantff i (CS) -

400%EH FhHPRECIR

*FP.CDDP BOmg/m2 dayl
SFU  1000mg/m2 dayl-4
x2Cy(3wq)

SCC:31% adeno:67%
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OEO02 update bancli= |

OS(2years)
S:34% CS:43%

Crverad suroval by treatment arm

FHAETE HEELE10% —(x)?2@EL
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- o . = RO resection N+
podeinie '-.‘ e —is S-47% CS:54% S:68% CS:58%
\ Tumor<4cm
\ : R1
N ; iy S:18%

Test for haterogenaity o = 081
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Cetuximab® £ #

ERBITUX&E(E?

W cetuximab
EhEFERNEEF B (EGFR) EMMBIZRE T DIgG1 753AD
ErRATIAFASHEE/FO—T LS

HEHBRICHTH EGFR RBFFE (RERE)
P « Head & neck 80-100%
=« Renal cell 50-90%
= NSCLC 40-80%
e Glioma 40-50%
* Ovarian 35-70%
+ Pancreatic 30-50%
s Colorectal 25-TT%
« Breast 14-81%
= Gastric
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VEGFR: &R E M8 LICHFE

Migration, permoability, DNA synthesis, survival
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Cetuximab: 1gG1-Induced
Antibody-Dependent Cell Cytotoxicity (ADCC)

EGFR MEDIATED IgG1 MEDIATED
Anti-tumour ADCC
Activity

MAXIMIZE ANTI-TUMOUR ACTIVITY]

HAMOMNELTO LERREATFRERF

(EGFRIOEE{%
EGFR EEMEIECHRAETRE

EGFR @#ALLT. ROEIUANEITONE:
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L34
WEOMmEEHE
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- EGFR BT, FRFAOVEODERTHY. BBOTRE
fEizmL., EF~OMFIRBLTEELDATLS.

Baseiga. Eur J Cancer 200117 Suppd 4 516522
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Cetuximab (Erbitux™) in combination
with irinotecan or as single agent in
patients with EGFR-expressing,
irinotecan-refractory metastatic

colorectal cancer
(Study EMR 62202-007 ‘BOND')

E. Van Cutsem, P. Gascon Vilaplana, J.F. Seitz.
JL. van Lasthem, J Ma Tabarners Caturia,
F. Grossi, A.R. Bianco, 5. Dusland, D. Bets,
M. Mueser, D. Cunningham

Study Design .«

Sz‘ﬂpuhnnuswfmcRCpmulmwmam.in.
3 months of based

-
n=218 J n=111 J

2:1 RANDOMIZATION |

Innolacan + catuximab
n=54

Response Rate (rc-imr conon)

8 cotuximab + irinotecan (n=218) & cetuimab {re111)

E

Rosponse Rato Diseane Gontrol

Endpoint (CR*PRe5D)

* et G4 pe GAY; [] = % 1

Time to Progression (rc-it cohort)
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BONDz Randomized Phase IIl Trial of
R Cetuximab B+saceitl Suppogive Care (?‘SC)
- - . 5 versus one in Patients wit

i,l'f%‘q&%?Rﬁgh%{;’gg‘:ffzgﬁécm 4 Pre-treated Metastatic EGFR Posmve
cetuximab +CPT-11 vs cetuximab®2: 1 #4E AL Colorectal Cancer (NCIC €
HBBIERETHL, SR HRABEHNFRRTREL Atriziof the
THY. TTPZHEICERL:, ThETh22.9%, - ) -
10.8%. 414 8. 1.5v AL BEO B EA TR National Cancer Institute of Canada Clinical Trials Group
itz CPT-1RHERIICHL TeetuximabZ BT 2 BEEIER
CETHECPT-1OERENRLIEETMLIZE and the

(A Z0ST . salvage;; " sian Gastro-Inlestinal Trials Grou
|21+ Beetuximab® A AR R LT Australas, Gas:AGI:_lgs]t 1al Trials Group

@lml)l-rr-’n i

1 iy i . : : 0
NelG G16 o7 NCIC CTG CO.17: Subject Disposition
Randomized Phase Il Trial in mCRC Registered
N=1243
Failed or intolerant to all recommended therapies e i W SR D
Randomized
N =572
o - | Cetuximab® +BSC |~ Ouess i Na 288
pere e J Progoission No Cotuximab g Withdrew Consent
- A . ar N=4 N=E
@ | Unaccaptable Troated Treated
5 | m Ilﬁ!‘lﬂ | Ty We2th =278 Clinical Cut O
* Cotuximab 400 mg/m? IV weak 1 then 250 mgim? IV weakly O Theueuet. 20 Ireaimant On/Temers. | o4 Tresrarg
11 Stratification: o
* Contre B sl ol
- ECOG PS (0 or { va. 2 - Bumimct et 14+ 101

NCIC CTOCO17:Overas Survive NCIC CTG CO.17: Progression Free Survival
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NCIC CTG CO17:E&

EEABTMEHIZEITHNCIC CTGEAGITGD
H#E) 5B Teetuximab B #| EBSCO LB E 11148
8. N=572. PFS, OSIZFhFh194H.
1.8548.6.178 .46 A CHIZHERIZIERLT-,
HRACAFIO BB OIER EE L4 {cetuximabl =34
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CPT- 11Ot AN—ipITIRERELL TS
hTulvs,

Randomized Phase lll Trial of Cetuximab
Plus Irinotecan vs Irinotecan Alone for
Metastatic Colorectal Cancer (mCRC)

after Failing Prior Oxaliplatin-based
Therapy: The EPIC Trial

Alberto F, Sobrerg’, Louis Fehrenbacher’, Femando
Rivera?, Emst-Ulrich Steinhauer®, Jana Prausova?®
Christophe Borg®, Yousif Abubakr’, Angela Zubel®,

Christiane Langer®, Howard Burris 111"

Cngedase Ban WMarting, Gances, Biy, Wainer Purmanasts Shrdicel Comter, Valieps, £4 Wospas) Unirersasna
Wrooes e Valdaciie Rastande Soain Wandm Leses Riiast Gemeany MOl Uneruey Hossasl Pragus
Camci Rmpuisie . "L Bemar on. ananc e, Proes. Poriis Gnceiogy Avsoc s, docsammite FL "Mares
Wilah Comtach, Gavrmasrry: Wrbains- Mhpees Sepustuts. Wltisghrd. CT "The Sarah Cassivon Carms Canier
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Stratified by

* Study site

* ECOGPS(D-1,3)

Irinctecan N =650

+ Primary Endpoint: Survival
+ Secondary Endpoints: PFS, RR, DCR, Safety, QoL
* Sample Size: 1298 p im221

TANCYN IRNTTTHTE YA
(i Sy | 64 gy

Progression Free Survival

CETUXIMAE + IRINOTECAN; N = 48
IRINOTECAN ALONE: N = 650

HR = 0.692
5% Cl=0617 - 0776

Percentage |

Response and Disease Control Rates
I__;Iomm»m1m Irinotecan (N=G50)
: [e-

Al = ‘_Q_:D_O:EI ]

H
S
54
" & Catuximab + | Innotecan
Innatecan N (%)
o N (%)
1| | powabun = <0.0001 CR 8(14) 1.(e2)
0 ';". PR a7 (15 26(4.0)
0 - .
Rﬁrﬂzm Disease Control
|CR -+ PR) {CH+ PR + BD)

Overall Survival

CETUXIMAS + IRINOTEGCAN: N = 645 IRINOTECAN; N

=0.975
= 0B854 - 1.114)

18 H
MONTHS
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EPIC B&

FEHIITSFUoRETEAAFSATO
CPT11+cetuximab&CPT-11 8K L F 1158,
N=1298, RR, PFS, OS(ZEh TN 16.4%,4.2%, 4.0
A.267A.10.74A.997A&RR. PFSIZ AR THE
i THH-LODOOSITEEM Teetaximabh iy
50%crossoverLf--h B2 XBHLE -, H—FKS
ATOABENTEN-B. CORBOBRRTEANE
HHUEZA U TLEMN Y —F Sl ED
5. RAEQELECAY—FSAITOERIMEBIEN, K-
rasTROAREMASNELIITEEELHAFSAIC
WL THIEN—EBI-LDA LSS,

The CRYSTAL trial: Efficacy and
safety of irinotecan and 5-FU/FA
with and without cetuximab in the
first-line treatment of metastatic
colorectal cancer

CRYSTAL trial:
Study design

‘

EGFH-rypreming
metusratic CRE

Stratificatlan factors: FOLVIRT
Reghons
ECOG PS ininotecan (LR g inT)
* BH U 400 gt b+
Populations 400 g as dele
Randomized patients n=1217 conimuns fimam)
Safety population n=1202 h very 2 neeks
T population: n=1198

CRYSTAL trial: Primary endpoint PFS
ITT population independent review

CRYSTAL trial:
Independent assessment of response

= FOLFIRI alone, n=599 e —
# Cetuximab + FOLFIRIL, n=509 FOLFIRE Crtmsimab
FoLF

povabie® = 0000

T

CRYSTAL: 82

12088 OFOLFIR|+cetuximab&FOLFIRID kb
BEI485(E8. N=1198, RR, PFSIZFh ¥t h
46.9%. 38.7%. 8.9 B. 8.0 B &RR, PFSIEH
BB TEUTH . T4 —TFRAk
[ZPFS .
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Monodonal Antibody-Induced Infusion Reactions

Common signs and symptoms of infusion reaction
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