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1% line
FOLFOX+bevacizumab
2nd line
FOLFIRI+bevacizumab
FOLFIRI+cetuximab
3rd line
CPT-11+cetuximab

1)REERH — e
a)5-FU b)UFT c)S-1 )
d)Capecitabine - 5-FU/LV#EE (RPMI) 20-30%
2) Topoisomerase [E % # - UFT/LVii& 30%
‘!1!';“““’““ {341 . IFL#EE (CPT+FU/LV) 39%
bl . FOLFOXSE® (L-OHPSFULV)  50%
S FROBMA - FOLFIRIMEE  (CPT+#$#RFU/LV) 50%
a)Bevacizumab
b)Cetuximab
& L e
Bevacizumab
) i TEEL FRa-T ] - - 1}
1' = 2)41) /5 Hh (CPT—11) ED B
4 3) FOLFOX &0 $t B
o 2 . 4AERTOHE
i = ‘ ,- l b 5)F—LTFIRRFY
| | o hd
q-“': /LY ‘;FL FOLFOX !.n; FOX+C-mab |
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Bevacizumab®#&i&
‘EMEE /20— LIgG1
itk

$993% R E,
T%TIABE

«— 2% ; Bevacizumab

(BV)

B &% Avastin™

+53 ¥k #9149kDa

FOLFOX
FOLFIRTES:[2
;:;l;e-nm—- AUPED — :-rl::l-;-b ean el
+bavwcizurnah FOLFIRI 4+ satucimab A DS H 4 catuimab
| 40852 + catamimat
L Bevacizumab
i T NAF BN TIE.
sic H—AR, %
wrens E-RRETHD
A —— YA TRI
ULV o w0k \
LR ANIFN EMtUTImED, panTLmman
EfIFFOLFIRI whiz
AYSFH+eetumimab
HA LS L hevecizumed
M—FAEFUR LI tbovacauman
MREFUELY +bevacinumab
7 A)H D KB MNAALEREH A FS542 (NCCN)

(NCONDH K342+ (2007)) &8 ...

INHIBITING VEGF MAY DISRUPT
EXISTING TUMOR VASCULATURE

Blabibing of
andothaial csll

Bevacizumab(AVASTIN)

1) BEId -t —o i BT R
2#AVEGFE/ 20—+ LIk
3)EBaEh =18 5 @ (Z5mg/kg. 10mg/kg
4)BETITRY

S5 BI{ERITEME. mEHH
B)SETDILEMEICLRETES,

ANGIOGENESIS AND VASCULARIZATION
SUPPORT TUMOR GROWTH AND METASTASIS

Vascularizstion

Tumer Cell

Bevacizumab® 3 it &%

- FU/LV+Bevacizumab
- |FL+Bevacizumab

HEERDIEFREIERETED
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FOLFOX + bevacizumab
FOLFIRI + bevacizumab

+ 1st line, 2nd line TES
® A Ta—ILEFD
+ BS5BETD

BE1. NCCNHARSA>

BRITE Registry - Patients with Bevacizumab
Beyond Progression (BBP)

Total N= 1053

428 pis wan sl PD
832 dantha {1/21/07 cut-off)
Machan folivw-up 138 ma

Phyaician decinion « 0o randomiesbon

%
J

#£2. BRITE study : B1AMPDEDIER

B

P —————
S A, 2008,

168 306 | 260
) (66%) (58%) | (41%)
EFBEM (mo) 126 19.9 | 38
145 SEF(%) 525 a3 87.7
WiAM POR '
D& EEHM o 95 | a2

czumab@PDik. MMM

Should Bevacizumab Be
Continued Beyond
Progression?

YES 67%

E2AWICFOLFIR+BVEER

Continuation of Bevacizumab
Beyond Progression - PRO

+ Mechanism of action targels genatically stable
(endothelial) cells

+ Decreased intratumoral interstitial pressure leads to
higher concentrations of chemotherapeutic agents

+ Nomnalization of vasculature and better oxygenation
= Cytotoxic effects of all (7) chemotherapeutics,
regardiess of “line of therapy” enhanced

* In exparimental models rapkd of blood
vessels afer withdrawal of VE
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Continuation of Bevacizumab
Beyond Progression - CON

*+ Polential alternate pathways to activate angiogenesis apart from
VEGF
— Ang-system, FGF, PDGF and others
- “Co-option” - recruitment of previously established vessels
- Vascular remodeling, pericyte activation
* Endothelial cells are not necessarily genstically stable
- Concepl of cancer stem cells
« BEV s not non-toxic (GIP, ATE, HTN, RPLS. )
= Treatmen! allematives exist most of the times
+ BEV is expensive

o AFHUTSFY « SFUZ2BRMEHNE

Z2EsICiRNET
5-FU B 5-Fu B2
400 mg/m?* 400 mg/m?

Bz 0 5 FU HIR600 mg/m” [ TR l 5-FU #RR600 mg/m* |
100 mg/m* | 100 mg/m?

x4
I35
| Bsmgm |

e Gramont ef ol
J Clin Ovneol 2000 Aug 18

Study designs
FOLFOX4® %h & s
TREE and BICC-C
TREE-1
Regimean No.of Response Progression free  MST /JI _'"‘Ec}nﬁﬂx _| ) ““Fc"-fﬁ{;“m"
Patient Rate{%) survival{mos.) T e ey
(moe) * Q— | @ T |
RS “'F:P | S e
L-OHPIFULY 225 50.7 9.0 16.2 Mo 2000 — Gt 2003 ' nov20m - Ard0OR
FuLy 219 223 6.2 147 BICC-C BICC-'Cp’l!ﬂlﬂll
- S .. il

[ emiFL
1 {ruidl)

FOLFOX+Avastin
TREE-2

|FOLFOX |XELOX | bFOL
| - +BV |- +BV | - +BV
®|HF 43 53 |35 48 |22 41
(RR)
PFS |87 99 |59 10369 B3
A | _
S7EMAR 119.2 26 |17.2 27 (17.920.7
(0S)
(H)

Avastin® Bg Bk it B2
CPT-11&D A

* IFL+Avastin(2107g)
« FOLFIRI+Avastin
» (AVIIRI, BICC-C)




KRB LEMEZOBRELSE 17

FOLFIRIf %
» CPT-11
2EBCHOEY

5-FU 23
400 mg/m?

l

T
100 mg/m?
cPT-1
St | ! J

O h 2h Hh ®h 45 Hf

AVIRI
MDACC
BICC-C

FOLFIRI + Avastin
Smg/kg avery 2
weeks

miFL + Avastin
7 Smgfig every 3
weehs
(r=80)

with metastatic CRC wera initially randomisad to mIFL, FOLFIRI or
XELIRI £ celecoxib (n=430); trial was later amanded to include Avastin
in combination with miFL or FOLFIRI (n=117)

MiFL * modshed bohs 3-FULY » mnsean
e =

F 3 i Jorm 3 Y
YELII = > wche C. ol 8 J Cie Oncol 200824 June 30 Sopo

1478 (Atstiact 3500)

FOFIRI |FOLFIRI |mIFL *
| +Avastin | +Avastin
BYE | 47 58 54
(RR) %
PFS 7.8 11.2 83
(B) |
0s 23.1 *E)® 192
(R) |

Fuchs C ot al. ASCO 2007 Abstr 4027

S ey

Overall response

Parameter

rate
Avastin + FOLFIRI 53.1%
(AVIRI)!
Avastin + FOLFIRI 62.0%
(MD Anderson)?
Avastin + FOLFIRI 58.0%
(Bicc-Cc)?

Douiilard [rowrme. o
Tournigand

CRYSTAL
BEAT |FoLru + avesus ]

AVTRI |FoLrion « Avastn Ty
MD Anderson|rowFm « Asamn ]

BICCC |rourim « Avantin neg?
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AVASTINIZ$ELZEIER
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f:, SRARE, Irdel DN THRAS, FRRKRIL, Grade! OPRBWLAZ,
MET-*LOIuM otk REUSTTEMTR .
GR12BICFLFON (REEMME) «7/iRF2 (Gagkg 138 lag) BALTE,
narmnl“umzt-na-nn« BEAEREnGS ot
W O0O MRS U BV E LTS, ML
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Cetuximab®D{E (V5

1)Cetuximab

2)4)/Fh (CPT—11) DR
3) FOLFOXED # A

QF —LT-EZ9IA

————— |

FNAFHER

F=LT2F BEROR

ﬁ restaidrradd bt e s

EGFR Inhibition Via Tyrosine Kinase Inhibitors
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EGFR PHEHI

« AE/20F L
1.Cetuximab (F—E&v422X)
2.EMD72000 (matuzumab)
3. Panitumumab(vectivix)

. BN FEH

+ 1.EKB569

+ 2.Gefinitib (Iressa)

+ 3.081774 (Tarceva)

[ T

Cetuximab® E& FREF 22

CPT-11EMHH
« BOND

« EPIC

» CRYSTAL
FOLFOXEMEFE
« ACROBAT

- OPUS
BSCED L

« CO. 17

B @ e

F7—E#&vy%- X (cetuximab) +CPT-11
CPT-1TiE KA AITK T HERE
(Study EMR 62202-007 ‘BOND’)

D, Cunninghans, ¥, Huwmblet, 8. Stena, D, Khayar,
H. Bleiberg, A. Santoro, D, Bets, M. Mueser, A, Harstrick,
E. Van Catsem

€ wresdergbarsss ot wl Now Ergpl J Med 2004; 181007 HE

BOND study — ;AR

Cetuximab+CPT-11 CetuximabBL38
(n=218) m=111)
FINFERR) 23% 11%
AORE 56% 32%
AR 4.1H 1.5 8

Cetuximab+CPT-11H 214

.
CettuximabO HEER
grade 3/4
Diarrhea 47 (222%) 2(LTH)
31 (14.7%) 13(11.3%)
21 (9.8%) B (5.2%)
MHeutropenia 20 (9.5%) 0
Naussa | vomiting 15{7.1%) 5(4.3%)
Anemia 10 (4.8%) 4 [(3:6%)
Abdominal pain 7 (3.3%) T{E.1%)
Thrombocytopania 1 (0.5%) 1{0.5%)
Hypersensitivity reaction L] 4 (3.5%)
Cetuximab-rolated death o a
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CRYSTAL trial:
Study design

Mom

EGFR-axpresaing
matastatic CRC

Sl MAAMDLLE M (first line)

= FOLFIRI
- Randomized patients n=1217 Py
- Safoty population n=1202 &P 400 et e >
~ ITT population: n=1193 2 mge we Mt

CRYSTAL trial:
Patient characteristics at baseline
sons * FOLP

ITT populstion A I
Wads | farmabe (%) wian L-10' )
Mudian sge (yeara) L1 "
{rangs] [1i-44] [22-421
BCOG PS W)

[ ] (3] L]

1 a an

2 a .
Latnsratinry vabues (%)

LOL >ULs an “

Adhglens phosphatass 300 U AL 7
gm-ﬂm' » “"
Priue ey (%)

Adyurarm Chemotheragy 1w "

Riadictherary Srvtraatnant 1 "

CRYSTAL trial:
RHE

FOLFIRI slons, n=589 FOLFIRI  Catuximab

# Cetuximab + FOLFIRL n=589 SEota
% %
00—
= prvalus® = 00038
g | er 03 0s
= 40 | PR 384 464
E 20 8.7 s0 467 A
& | o 2.0 88
£ 20
5 oRR 387 469
o s Prer (8. a2m) e st
DCR™ 855 84.3

o

Response rate

=

Patiants with
EGFR-axpressing
mCRC

- ECOG PS

mN—-—Z00Z> 3

OPUS trial: overall response and
disease control rates (ITT)

Cetuximab
FOLFOX. + FOLFOX-
- 4 4

FOLFT-4 (e 180) w Caturrmaty » FOLFO0S (re sy

£ g petbte {n=188)  (n=169)
] ny Complate
E" response  0.6% 1.2%
1 u= Partial
& = response  35.1% 44.4%
. =
Cherst mmporas tneme e o rate
- -

(CR+PR) 35T% 45.0%

Camemar oo re
- Tost ByECOG PES1my  Cotamat - FOLPGXA m FOLFORA

I  Tr—

K-ras wild type\BZ F il 5
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-
MﬁHMﬁé FLLBEL 1.4
Thit 0.1-5%R
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TIEEMEMAERASMBLLYHPTL., ST N 09
celuximab® BN TORBMR 20 5%AR TR o.1mm
SEL, erotinibizE TLEHIZENEY Fuston 03
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AT 05
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« RMOREHNEESELI-CEICRY, EERERAME
E(IZELS)

« RBFHBRTILHAETHYMMEL- TN

« EMBLTIE. HMBATEELTEY. —RBLS
DM EHEL

s BEREICMTABREHRMOWMEE TR Al
EHHICEASNALIL YR EERT S

FSFHSLERMIZERLTLV AL

$20MEGFR [HEH
Panitumumab
» Bif4% Vectibix(AMGEN)
* Oct. 2006 7]
* 100% Human monoclonal ab
* RR=8% as 3™ line monotherapy
« PFS 96days
» Erbitux&Y20%R\\—{MHE S
+ Less side effct—FENTLVS !
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FTEH 1

Bevacizumab(Z /A ZAF /)

1. MEHEEEH

2.&/90F LR

3.5 5 @ IZ5ma/kg. 10mgikg

4 HAITRXENT. LPREILRE

5. EHEX10% BAHMIZeHARERTS
S5)BI{EAIEBMEASL

6) W W7 miRsE. HIEEFAIE1%
NE—.EBZEMTHLS

FEH 2

Cetuximab(F7—E&vZ2R)

1. EGFRIBEH

2.®/70F Ltk

358 EHE400,L1 250malkg

4 HETLAEYN CEMEICLREEELT D,
5 |MBITHAITIZI0%

6 B{ERITES

TERGEHERIZ DL

8. W=-.E=AMTHID

9.K-ras wild type EGFRIBIE A HE2E TR
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Veshids M ot ol Japaness Joornal ol (linical Oncology 1004 340 |1 1:654-65%

nE

- YIBRATHE - BRAELEMEORE
1 J{EsemE
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1 RAEERE
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UIRFhEET - BENE CDOPYS-FU & ¢ ape+CODP




Phase lll Study Design

MmN-RE00Z>»X

730 pat

Tumor assassmants planned evary § weeks mn both arms
Molseyenks of i, ASCO2005

Present Phase lll Study (JCOG39912)

iday, ci, doys 1-5

Randomization ————» l fmé, div, days 1815

, day 1

.
Stratified by (minimizatio ™~
* Institution

" S-1 40 mgim?, po, bid, days 1-28
Recurrence with adjuvant Cx/ o6 weekian s
Recurrence without adjuvant Cx

WML 2008 25

TTP = Final Analysis (FAP)

TAX 325

1000 - 1438

Moiseyenko eLal, ASCOZ00S

ASCO2007 Boky

Overall Survival

1 or-sided log-iaak teal (Luperiodity)

Cerardl Aemdam e on

Aduetmert Fact
-

ASCOZ007

ASCO2007
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ASCO200

ET-ARES 1R EPERE

BFHEE (CFWEH
cbbp
2003-2006 2007

ftlaBe 18 48 1 e ARE

Second opinion¥} 3 N=88 2005/20084

n %
g2 23N
38 435
29 33
a8 434
CDDPR W a8 41N
CPTAH 5 (13
DOCAN : ] n
PACE N 10 1%
e EnE 2007%8H
= — 5
simm 29 8
S1CODP 18 10
SSNAE XD

Fulure Pe

S-1 vs S-1/CPT-11{GCO301/TOP-002)
7 ]

[CET

erwied Sarvivel Fime of Wath Armm

Overall Survival

Arvm A
Mivsret i vesest gt L e
i L
e
 r—— A
— THE-5 ey




2009-2011
S1 vs SIH+DOC

XP vs XP+ trastuzumab

XP vs XP+ bevacizumah

5-FU vs MTX-5-FU (for carcinomatosa cases)

BELF®|ix 2008 27

START

Phase U1 eriad »
5-1 80 mg/'m* on Days 1-14,

Japan and Korea é: ;'
] i 3 weeks
Stratification:
Center =628 ﬁ‘ S5-1 80 mg/m’ on Days 1-18,
Measur: q b weeks

Until disesse progresson

oMWk WAL SEIEAE. FIEMERE

et *"*j"f/

] mwﬂ'
"
iy Z BOALILL
Sninvzrn; Mn:u +LATTFL
AT FouM
Smt LS 20 m..t BN
DAL L+ AN TS RALSE L+ TS EN
IEMCE ARARET JAMCE ARRRET

+
FeABRS BRI RIESAN. 12
ENANMNET BAE
*NRR - FARYLAeLAR WHACE

L
LLE 1 1]

am - -

CoDP + B

EFHER

2 RALEHE

URTHREEST - BEES

Second line treatment
of SPIRITS & TOP002 trials

SPIRITS
5-1 1137150

S-1+CDhDP 110150

TOPMI2
51 112160

S 1+CFT-11 126/155
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. N Protocol for patients treated with second line
Overall Survival for AGC

<Study design and groups>

JACCRO R-P1I = . y
o _py | CPTI1 v TS-LCPT-1

e CPT-11 vs TXI
DGSG R-PII g "
vs TS-1/CPT-11, TS-1/TXI

WIOG (220 Pl CPT-11 vs TXL

FORIN CPT-11 vs CDDP/CPT- ||

PHAT CPT-11 vs CDDPACPT-11

20014

T

BN L2

LT T T YT
— R LT

iR MBI LA RIE

BEMBLEREE
ACTS-GC study Overall survival

SMBIF TR R AFRE LY adis
TS-1

g 80mg/m2/day

Stage 11-IIA-TIB 4w q.6w

(TIRR) W1 EET

DR LLE n=500

BEYR(HEEEAB)

FEWLinnamiL " £

20—B0i miam
n=500

Primary endpoint: S£=FERIM
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AEER
T o, S-11258 : CAQMEWIE L0 25 THH TEE
Relapse-free surv l. dj..-.,.-n.“.,...‘. GIDWIE LR T 1=

p—

S-1 8- & BT MBI Mk
- REEEBVARENRE N
» #EF W (D290 £ 5 1+ 1-Stage I /MM &
EFIICH L TREAMECSEERAOND = ALPPARRENT SNTRRRORRN 2 - 35D 55

MBI EMRE L LTS INRamEE 2R D

EEWEHSKFALEER

5 TFARIAME
HEIZHT SEERRE

Trastuzumab
Bevacizumab
Lapatinib
Sunitinib

» Soralenib
RADOO1

Nimotuzumah
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(Febrile neutropenia: FN)

_E‘_

+238COEM (BEETIISCLL)
HFhERBL < 1000/ |
+CRPEABBE I EAMEM
cflzRBORALASEREL

MIGIZIDSA(REBREPR) TS/ 0T

e SCORE
AR (OB hE12AE)
ERuL
BEROES
PHEDER
EmETL
pdsdol 30309 b
ERR® RAEERORECL
RARERIL
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ERGORER(ERLLTISIZMED LALY)
H(g22)
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| URS | RPN { UE)
BORNE P T ameE
P l=lpi=E3 S7o 2 AT SN
112 EF AT S FriteIzE L
Ltzodai itz L F3iAF
+ -l - L ST
FEXLLY £IRUUL +
eyl ] TR/ aLF

3~5 BikI-EFE

ASCO 2008

GI Cancers Symposium

Orlando,Florida

January 2




AL FEMEZORAIEERL-ZELBED
randomize trial DS 75 LELF, PS0—2
7AiE) Azadjvant FPx2
(pPNOFEB X FEFTL G ot
-CDDPB0Omg/m2 dayl
-5FU BOOmg/m2 dayl-5
B: neoadjvamt  FPx 2
ALEL ( F#7:D2LLL)

1WJCOG9907

2MRC OEO2

A 1G6EM SR(PRER PFS
Upper: 1684, Middie: 79, Lower:71{ .
Neoadjuvant:3.0years
cTNN A, T2, T 24 - .
; I\:rzl_i&;‘inn?ml Ko Adjuvant:2.Oyears P=0.0444
),
viage 0:80(8 M85

B 1648 23 e 3 AT OS(5vears)
Upper: 1280, Middle: 878, Lower:658 ; o

CTNM Ti:6f. T2:358, T3:123% Adiuvant:38 4
NO:SHE. N2 10680 Adjuvantiins.4e e

TREYCOGIZ04:61%
stage 0:82( .82

2nd Interim Analysis OS(Syears)

NOEE M : neoadjuvant 57.7

adjuvant 10,00 (P=0.103)
NIEH n djuvant 60.7"
adjuvant 41.1% (P=0.128)

Stage T EM v
adj s (P=0).80)

the early p




