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PINZAF DD EELRIR PFS

A PINZF Y +
:%E XELOX*/FOLFOX4 HR=0.83
T 5S4 + 0=0.0023
o XELOX*/FOLFOX4
X PINZF +
;\% %!ﬁ IFL HR=0.54
aglg FStR + p<0.001
. IFL
4 PINZAF +
I 5-FU/LV* HR=0.63
D p=0.0001
5 5-FU/LV or IFL *
o) 3 §) 9 12

RIBBEGTHEPRE (B

*Combined analyses: included two

phase Il trials and one phase Ill study 1. Saltz, et al. JCO 2008
HR = \B—FH 2. Hurwitz, et al. NEJM 2004

% XELOXEEEELUT/NRFL7.5ma/ka2l BRIRE S 4 B AIZESNTERSR 3. Kabbinavar, et al. JCO 2005
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PINZAF D LEEBRI=R, OS

~ PINZF Y +
:%E XELOX*/FOLFOX4 HR=0.89
T ISR + 0=0077

~  XELOX*/FOLFOX4

P Y T
AR IFL_ HR=0.66
XD s p=0.001
=i 7712’?;‘{ (n=411) 166

' =T
i 3 N (n=249) 179 o7
7 p=0.0081
5 SFULY or IFL + (RS
O 5 10 15 20 25

FEREPRE (B)

*Combined analyses: included two 1. Saltz, et al. JCO 2008

phase Il trials and one phase Il study 2 H“TW“Z' 21 6L, WE I 2100
% XELOXEEEBLUT/NRF7 5maka2l BREIFRE 5 13 B AIZHSNTHRES 3. Kabbinavar, et al. JCO 2005
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NO169667
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PDETEZEZMRG L CULEDIE. T RNEEDAT7T%ICXT L.
PINZAF VR CIF29%IZ o1z,

ZFTUITSF I Z2@REESO P UL F—RIEETHIE LS
Ba. 5-FU/PNRAFVHARECPDE CoRZMid D

Hurwitz, NEJM 2004, ?Saltz, ASCO GI 2007
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(h=531) (Nn=642)

SEC : 932
BRURPRE - 19678

Grothey, ASCO 2007
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PINAF U aST—REICKD. BENNETULRSE. (EF

BE2RAC. PINATFVZHATB(?)

— #5&(N=253)

O
T

— PNRAFUZHRAURWMEPERE (n=531)
— PNRFVEHEITIIEPERE (n=642)

HR=0.48 (0.41-057) |
p<0.001 =
12.6} 19.9; 31.8'
O S) 10 15 240 25 30 35

)= Grothey, ASCO 2007



Saltz NEUM 2000

Douvuiillard Lancet 2000

Saltz NEUM 2000

Douvuiillard Lancet 2000

Goldberg JCO 2004

Hurwitz NEJM 2004

Tournigand JCO 2004

Hurwitz NEJM 2004

Kozloff ASCO G/ 2007

Grothey ASCO 2007

4 FHRAEC

AR ANIZREICZEOEDE

OB (Overall survival)
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1 |

NZE G 0ER (JO 1815851 5%)

<BBETT - BRBE - BIBREICXTI DBV + FOLFOX4HBBEEDLZ M DIRST
GEIREEPS-0~1, 20-747%,
SFRNEEIBMEAIR, WNEnts, FME28HIMA, HitEQ, HEEE (INR=15) ,

M—RERE7TBMA, IV FO0—/LRESME, G2M EDINEE,

G1 U EDRIEBREEEH
BVESS> HIOaZEb 5 me/ke/2W, ZREZEMUEER 10 me/ke/2W
<EFE2HMEBEE>LZEME
GBIRBFHBIBEE>MBPBVREERU/NT AV —H—EBE (VEGF, ABVHA)
BuE (IEEie]\ansR)

PINZAFY

5 or 10 mg/kg

5-FU éié*?ﬂi 400 mg/m?
5 FU 238 400 mg/m?2

HEGFESFES 2008
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shsnex (JO181 5851 5%)

PINZAFY 5 mg/kei

PINZAFY 10 me/kedt

(N =34) * (N =23) *
(=RBEH) (CRIEEIMUEBD
CR - -
PR 27 (79.4%) 11 (47.8%)
SD 7 (206%) 12 (622%)
PD - -
=R (%)
95%Cl 621 -91.3 26.8 - 694
N = 38 N = 25
PFS
95%Cl 252 - 4588 216-. B
BEHIRIPRIE 25258 170,08

*RECISTICEDLIZHREZEE I DEEHEBDH

HEGFESFES 2008



JO18158518% : )2/ VAT VICHSEEY
BESSXR (JUL—F3MLD)

ul nI

5 mg/ked 10 mg/kes¥
=il 2/38*1 6/26*1
uflll] 0/38 0/26
EHK 0/38 1/26
HIEBEZEFL 3/38*23) 0/26
SR IMAEE 1/38*3 0/26
ERARINASE 1/38*3 0/26

*1) JAEEICTAVIA—LATRETHY, PILEZET I LD TIHGEH of=,
*2) RESFAIFIZET
*3) HILEZFA D3I 2451, BIAR-FRARMAZAE D& 15T BERE T RICRBLI-LDOTHY, JL—FOHE (&
BEINTLELD, EREHEFSN TOS-HEREHZEDHT,
HEGFESFES 2008
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@ 5mg$)/T kgg\%v\ 10me/ke/2wiZSAEBIDAERIEIC DU

@ FERARERNCRITIEERDRIBINZZIEHE
@ PBIEDER (EFE. =0)
BRERIEL : 250061

SixfiE - 2007F6R8118-2007%11298
HEHE - RS~ 65 8

ENEREERDDRNZH. RRIICENBIERIEHROIEE, B3R
Rt Z=RMEI D

ol oy B, 3y A%, 65 ARIC—FOIRZ1TD
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PRISETIGR

RELR
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KRSRIRKRIEEE
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HE2EE)

I

23



TFRE [ RN R

PRERSETD

24

—BEEe—
MR B,/Y 608,410
g T5E 59.9+109. hRE 60
’ 18 —861%. 65 368
EE | ghE ERE h - BaE 598,/413,/7
2R, 1R/ 2R/ 3R 419/577,/22
PS 0/1,/2/3< 800,202,716, 0
=Ty 5,/ & 169,837
. 1009,/ 4
LIEA L A 1217 398//5598§g867/ 257"

* BENR

KA R 1018651 (2008 F3A7HFE TISERABRRHMMZ R T LRAERA BINS L I=EH)



Eﬁ@gﬁaﬂszﬁmg =

PESFH@

l==—]

EB.H’lE -ETE&J@:L.A B3R
=52 | IEREREY | .
Bl | a5 (EE/jkEE) | BIFRRRERD
- S 608 |367| (105/327) 60.36%
i 410|259 (73/232) 63.17%
20mEKE T (1/0) 100.00%
R 20mEIM E65MKTE | 649|393 | (113/355) 60.55%
658 M 368|232 | (65/204) 63.04%
WRIBE 419|249 (76/221) 50.43%
AN
22 /k,é‘% 577|362 (99/324) 62.74%
WA 22| 15| (3/14) 68.18%
AZRs5S 5mg/ksg 910|556 | (151/501) 61.10%
CU[EEESES) 10mg/ke 87| 60| (24/50) 68.97%

AR ERICBITAEERREE
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1 |

NI COEFSBESSRDLLE

BEEABERE ZEEERGER BINERERSHER ! BN ER R

1]
ulinl

First-

hRI&ESt =l FOLFOX4 5mg/kg 10mg/kg BEAT

BRITE

ESAPV RN VY : NO16966  AVF2107g AVF2192g E3200 ESVADY, ESY
JNAFY TN AFY .
2ES £MAE  5mgkg 10mgkg  FOLFOX IFL 5FU/LV ~ FOLFOX 7N 2%V

I n el - LV el oA S Hs S Hs

n=341 n=392 n=100 n=287 n=234

3.2 6.2 7.3

(@ 18) 0.0 2.1 3.4 : 3.7 3.0

= : 3.8 0.9 0.8 : 0.7 0.0
BILE

ZFl

0.0 0.3 2.0 : 1.7 1.7 0.7

%%%%E _ . . 0.0 0.0 8.3 . 00| 00| 03

SRS
gﬁﬁf ] ] ] 0.0 0.9 3.4 9.0 1.0 0.8 0.6

FAIRIMASIE : : : 0.0 9.4 15.3 8.0 3.4 0.4 1.0

X1 BNERREER - BN TREARERIERCAZTERORERR
X2 BREEIHRME(Grade2Zz2 L) IKSES>ITATOEELEIEM:12.0%
N2 T INZ2F o EXIMERITERSE ®EH
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USA TODAY, June 2, 2008

(2008 FKERBEF=HIE D)

K-rasiBfEFlk. o FENEX
DR FRIEHF?
TheEE, MEGFRE
4 h RN TR EH F2

e e o Q| PALIENES With genetic marker
3 5 it Ch% AN LY
3 1 A e j.l.lil_'p' s_hrm-.': hhi'hg;
ks can Hutvease the Wher 2 and wiich i e | Aursenal of drugs
i b Dﬁ"ﬁﬂh’!:l.i‘lr These e e i druges for

There’s
That finding — along with similar
results in three other recent studies
— will change the way Erbitux is
used, says Leonard Saltz, an expert S s | R
in colorectal cancer at New York's [ Today, however, it's clear that
Memorial Sloan-Kettering Cancer [ %= EGFR has no effect on whether Er-
Center, who was notinvolved inthe | £ bitux works or doesn't, Saltz says.
new study. w4 The KRAS gene is a much better
Saltz says the studies will save
patients from the unnecessary ex- P& C———Tg=r—gmmm
pense and side effects, s =
“It isn’t necessarily the news we || simiisii] b s B e
would like,” Saltz says. “But it's |t o el o e b N
good news that we can protect a [ e S Sl B T
substantial portion of patients from
this drug.”

¥ "It isn't necessarily the news we
would like” Saltz says "Bt it's

KRAS muLati




Proportion progression-free
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PINZAF DD LFEEFIR PES

K-ras B FZER
(N=78, 34/44)

1.07

— |IFL + ZI\RFY
— IFL + 7S5tR

K-rasiBizFZER

(n=152, 67/85)

(]
o
HR=0.41 _5 0.8- HR=0.44
(95% CI: 0.24-0.71) o (95% CI: 0.29-0.67)
(0]
p=0.0008 5 0.6 p=0.0001
L s k== - =
5 0.4 | |
= | |
S | |
© 0.2 | |
o : | |
|
; 0.0 174 1135
| | | | | | | | | |
0) 5 10 15 20 0) ) 10 15 20 25
Months Months

Hurwitz, WCGIC 2008



Proportion surviving
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& o 0o
1

O
N

K‘I’aSi§1ﬁ¥§£gd)ﬁ jl\\gu )
PINZAF DO LEERIE, OS

K-ras i8I FZER
(N=78, 34/44)

HR=0.69

p=0.25

13.6 : 19.9

(95% CI: 0.37-1.3)

Months

|
0 5 10 15 20 25

Proportion surviving

1.0-

= = =
> o

O
N

— IFL + ZI\RFY  K-rasiBlcFZER
— IFL + 75tR

(n=152, 67/35)

HR=0.58
(95% CI: 0.34-0.99)

p=0.04

17.6 >27.7

|
0 5 10 15 20 25 30

Months
Hurwitz, WCGIC 2008
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