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HEREGTDH2FIGtH (1)

5FU/LV(OneShot)  SFU/LV (F#ia%E)
hRIEEY UFT/LV TS-1
FRRHAE OV FEHITSF
7 FIEME RRVRIT wYFYIT R=YLIT

5FU/Lv(ﬁ$ﬁ%$;g 5Fu/Lv(ﬁﬁ§$;§

A1) )T7hY AExHF)ITSFY
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ERELGD2F|68/H (2)
5FU/LV(OneShot)  SFU/LV (F#ia%E)
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ARYRRT AVFLRT R=ULRT
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hRIEEY TS-1 TS-1
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FOLFIRI+bev FOLFIRI+Cmab

RN T A E S 4 INZY LT
FOLFOX+bev FOLFOX+Cmab FOLFOX+Pmab

FOLFIRI+Pmab
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5FU/LV(OneShot)

AR
XELOX+bev XELOX+Cmab XELOX+Pmab
SOX+bev SOX+Cmab SOX+Pmab
IRIS+bev IRIS+Cmab [RIS+Pmab
BEXITOFER

S5FU/LV ($%8%E) =sLV5FU2 (de Gramont)

HRIEEY UFT/LV TS-1
IR A A))Th
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5FU/LV AV/THY wIFxITT IN=ZYLTT

SLVSFU2 AR AEY  yFT/LV TS-1

2RIBRAL DAY

IFL (Saltz) FOLFIRI FOLFOX

XELOX SOX RIS

3FIGFAL DAY

FOLFOX+bev FOLFOX+Cmab FOLFOX+Pmab

FOLFIRI+bev FOLFIRI+Cmab FOLFIRI+Pmab

XELOX+bev XELOX+Cmab XELOX+Pmab

SOX+bev SOX+Cmab SOX+Pmab

IRIS+bev IRIS+Cmab IRIS+Pmab
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BREREABRICE L THAMN TSI TEY, hORIEZELLTENTHERAR R —R
BEELTOLSAVIFLUTOEYTHS,
cetuximab, panitumumab (& KRAS BsAE B! TH MM REIN TS, (€Q-16)

(1) FOLFOX 4% 1108109) + heyacizumabtl?, CapeOX &% 2 +bevacizumabilolill)
(2) FOLFIRI &% 3 112113) + pevacizumab114.115)

(3) FOLFOX &% = cetuximab.” panitumumab116:117)
(4) FOLFIRI &% = cetuximab.” panitumumab118112)
(5)5-FU+LVvE 4120121 + heyacizumab22123)F = [f UFT+LV f&iE124)

ZRABBEUBOIEEEELELTUTOLIAVEEET S, (€Q-15)
cetuximab, panitumumab (& KRAS BsAE B! THRMAREINTLVS, (€CQ-16)
(a)L-OHP ZEL LU AVt o115 E
(1) FOLFIRI $#&;%112) + bevacizumab

(2) FOLFIRI % (F =& CPT—11 BiJh) + cetuximab./ panitumumab25.126)
(D)CPT- M1 ZET LAV LG5S

(1) FOLFOX & ;%112120) + hevacizumab228), CapeOX ;%% 2129 + bevacizumab
(2) CPT-11+ cetuximabi3®

(c)5-FU, L-OHP, CPT-11 BT L VAV LG5S

(1) CPT-11+ cetuximabi32

(2) cetuximab.” panitumumab Biif R %K131=134)
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5FU/LV(OneShot)  5FU/LV (FfEERT)

LoAVA (B4)
Mayo regimen NCCTG regimen

2&EF% X R Roswell Park regimen  RPMI regimen
AlO regimen German regimen
de Gramont regimen  LV5FU2 regimen

e E R

sLV5FU2 regimen Simplified bimonthly regimen
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5FU/LV(OneShot)  5FU/LV (FfEERT)

LAV (3l4)
Mayo regimen NCCTG regimen
AlO regimen German regimen

de Gramont regimen  LV5FU2 regimen

T st ooty s

NPOEA MAIBHRE



FRk24FE B2 SN AR EE = —

5FU/LV(OneShot)  SFU/LV (F#iEsT)

-

‘Week Week Week
1 ‘2 3 T 5
ﬁﬁﬁﬁf Lwcle'l ——Lwcthwcha_

5-FU bolus 400 mg/m?2

SLVBFU2 [ 1-Lv 200 me/m 21

5-FU ci'2,400—3,600/ mg/m? 48h*

dl d2 Every 2 weeks

Week Week Week
12 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

- 5-FU 600 mg;v nc12 v -
PRMI SLV250lme/met2nlint)
0 1 2 (h)

Weekly X 6

\ Every 8 weeks

N\

5FU/LV(OneShot)  SFU/LV (F#EsT)

Week Week Week
1

5-FU bolus 400 mg/m?2

SLVBFU2 [ 1-Lv 200 me/m 21 A

5-FU ci'2,400—3,600/ mg/m? 48h*
di d2

Every 2 weeks

TS5 ADde Gramontb D IL—TF 2> THEREINT= (de Gramont A, et al. Eur )
Cancer Clin Oncol 24(9): 1499,1988),

HEITRBGEIZH T BRR 54.1%, MSTIX181 A . EHABO P R{EIX110 8,
Mayo regimenZ tb&armé&Lt=phase IIZ&Y . RRIZAEIZEND— AT, £FH
MICITBEEEZROEN o=, GH. BIYEAIEMayo regimen & YERE TH 7= (de
Gramont A, et al. J Clin Oncol 15(2): 808, 1997) ,
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HROBEY UFT/LV TS-1

NIREDZEG !

UFT/LV=5FU/LV

Fi_rst line phase Ml

B%TEI S

e ERE UFT/LV UFT 300mg/m2/day

LV 75 or 90 mg/m2/day

816.A e N=409 28days/35days

5FU/LV LV 20mg/m2/day
- 5FU 425mg/m2

N=407 1-5d/4W

Douillard JY, et al. J Clin Oncol 20(17): 3605, 2002
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UFT/LV=5FU/LV

3518

381 A

HE HAH
UFT/LV 1241 A 11.70%
5FU/LV 1341 A 14.50%
P=0.630  P=0.232

P=0.011

Douillard JY, et al. J Clin Oncol 20(17): 3605, 2002

UFT/LV =5FU/LV
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HR*: 0.064 {95.6% CI 0.826 - 1.125)
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Fig 1. Kaplan-Meier survival curve.
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SBEZHERILUFT/LY =5FU/LV
FELEEERIIELS

100%

90%
80% -
70% -
60%

50%

40%

30%

20%
10%

0% TL
r e e e pr ] 3
T BA-AEELX HS-BH | FEE-RR g FRAEIRE
p<0.05 p<0.001 p<0.05 p<0.05 p<0.05 p<0.05
First line phase I
B EEIS
iR E R Capecitabin Cape 2500mg/m2/day
605 1250mg/m2 X 2/day
N=302 1-15d/3W
5 FU/LV LV 20mg/m2/day
425mg/m2
N=303 1-5d/4W
Hoff PM,et.al. J Clin Oncol. 2001 Apr 15;19(8):2282-92.
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Estimated probability

+ O0—4 =5FU/LV

1.0 7 —— Capecitabine 1.0, —— Capecitabine
0.9 4 e 5-FU/LV 0.9] --- 5-FU/LV
0.8 7 Median (95% Cl) ., 084 Median (95% CI)
0.7 Capecitabine: 4.3 (4.1-5.1) = 07 Capecitabine: 12.5 (10.5-14.2)
06 5-FU/LV: 4.7 (4.3-5.5) s 5-FU/LV: 13.3 (12,0-14.6)
: Hazard ratio = 1.03 (0.87-1.22) _‘E’_. 0.6 . Hazard ratio = 1.00 (0.84-1.18)
05 A----- T Lﬁ’?’;" "E 054 --==--==--- ‘ Log rank
0.4 - s =- % 0.4 " P=.97
034 £ "
' & 03 x
0.2 1 0.2 "
0.1+ 0.1 tH
12501188 e
0.0 T T T T 1 0 T —— T T T r T 1
0 5 10 15 20 25 0 5 10 15 20 25 30 35 40 45
Time (months) Study month
Fig 1. Time to disease progression or death. Fig 2. Overall survival.

Hoff P M et al. JCO 2001;19:2282-2292

JOURNAL OF CLINICAL ONCOLOGY
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TLAF LT FARIEEVEAICEELT-
FRIERBEDFHICIEIHRELHS

The effect of COX-2 inhibitor on capecitabine-induced hand-foot
syndrome in patients with stage Il/lll colorectal cancer: a phase Il
randomized prospective study..

Zhang R,et al , JCRCO,137(6):953-957,2011

EVRX S UIEANRIZE U EEICEELT-
FRIEIREEDFRHICIERRAGZL

Frequency of hand-foot syndrome (HFS) in the placebo and
pyridoxine groups during the first three chemotherapy cycles.
Kang Y et al. JCO 2010;28:3824-3829
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A/ THAVICEREIRDY

(FOLFIRI)
First line
iR EET S SFU 400mg/m2/day
tEhmE e ~ FOLFIRI  L-Lv200mg/m2/2h

5FU 2400-3000mg/m2/46h

387 =
A e N=199 CPT-11 180mg/m2/2h

S5FU/I-LV de Gramont
or

N=183 AlO regimen

Douillard JY, et al. Lancet 355(9209): 1041, 2000

BhE
FOLFIRI 35%
S5FU/LV 22%

p<0.005

FOLFIRI>5FU/LV

EEFTOHE 24£7FHM
6.7h B 17.35 8
4.4/ 8B 14.151 A

p<0.001 p=0.031
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AXHFYITSFUICEFEETNRDY
(FOLFOX4)

First line

BBEATS  yopyy | VO

gk P T e 5FU 400mg/m2/day
igg’il_ﬂﬁr ~ N=210 LV 200mg/m2/2h
5FU 600mg/m2/22h
| dayl,2/2w
| LV5FU2
+13Y7°IFY wsru2

- (FOLFOX4) Y EVNYEY
N=210 85mg/m2

de Gramont A, et al. J Clin Oncol 18(16): 2938, 2000

FOLFOX4 > LV5FU2 (PFSD &)

PFS curves OS curves

100

. — LVSFU2 n=210 i —LVSFU2 n=210
80 80
0 — LV5FU2+oxaliplatin n=210 79 —LV5FU2+oxaliplatin n=210
600 60
50 50 4
40 40
30 30
20 20 4
10 - 10
0+ . == 0 .
0 5 10 15 0 [t 5 10 15 0 30 35 A0

months months

de Gramont A et al. JCO 2000;18:2938-2947

JOURNAL OF CLINICAL ONCOLOGY

©2000 by American Society of Clinical Oncology
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FOLFOX4 > LV5FU2 (PFSDD &)

4 7FHAR
14.76 A

16.24 8

10 E 4 17 2R

FOLFOX 6.0n A
LV5FU2 8.21 A
p=0.003

TR 24F8H4(E]

First line phase I
BB EEI D
e E i FOLFIRI

~ FOLFOX
N=172

FOLFIRI vs FOLFOX-4

irinotecan 180 mg/m2

360\ e N=164 on day 1 +LV5FU2

oxaliplatin 85 mg/m2
on day 1 +LV5FU2

Colucci G,J Clin Oncol. 2005 Aug 1;23(22):4866-75
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FOLFIRI = FOLFOX-4

100
100
75
z £
£ 4 ¥=117 P< 28
z _ 3 50
2w ¥ =022 P= 64 g
e g
o o
25
e FOLFIRI
FOLFIRI FOLFOX4
FOLFOX4 : . >
0 12 2 36 18 0 I 2 3 AR
Months Months

Fig 2. Time to progression. FOLFIRI, irinotecan, leucovorin, and flucrou-

Fig 3. Overall survival. FOLFIRI, irinotecan, leucovorin, and fluorouracil
racil regimen; FOLFOX4, oxaliplatin, leucovorin, and fluorouracil regimen.

regimen; FOLFOX4, oxaliplatin, leucovorin, and fluorouracil regimen.

Colucci G, et al. J Clin Oncol. 23,2005

FOLFIRI = FOLFOX-4

Eéﬁ\ 3
expE ForCP phpx

HA ]
FOLFIRI 31% 78 14588
FOLFOX4 34% 778 15518

n.s n.s n.s
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FOLFOX6%¥:&
mFOLFOX 67k
(L-OHP:85mg/m?)
week 1 2 3 4 5
hE LY 3 eeoe

every 2 weeks

5-FU bolus 400mg/m?

I-LV inf.
200mg/m?

L8—50HP/|nI. Bl AXRIC#HLTL-OHPO A B 100me/m? TH 34 Bl
USRS Fokier R (85me/m?)

I I |
Oh 2h # 48h

5-FU c.i. 46h 2,400~3,000mg/m?

Tournigand C, et al - J Clin Oncol. 22 (2) : 229-237,2004

First line
TR ID
AN
220\

JkN=109
421 E%

FOLFOX&EFOLFIRIE
EELEFEIZFE-THRILKER

phase ll|
FOLFIRI->FOLFOX6

RLFOLFOXG-)FOLFHH
N=111

Colucci G,J Clin Oncol. 2005 Aug 1;23(22):4866-75

TR 24F8H4(E]
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Chemotherapy regimens.

©2004 by American Society of Clinical Oncology

FOLFIRI FU bolus 400 mg/m?
o I D2
LV FU infusion
200 mg/m? 2400-3000 mg/m*
Irinotecan
180 mg/m?
Oh 2 48h
FOLFOX6 FU bolus 400 mg/m?
. I D2
LV FU infusion
200 mg/m? 2400-3000 mg/m?*
Oxaliplatin
100 mg/m?
Oh 2h 48h

Tournigand C et al. JCO 2004;22:229-237

JOURNAL OF CLINICAL ONCOLOGY

GERCOR Study FOLFOX vs FOLFIRI
1.00 . 1st line
1t line
- RR  PFS
£ — FOLERIstine FOLFIRI 56% 8.55 A
© FOLFOX  54% 8.0 A
0.254
e e . n.s n.s
| b 1
107= 2nd ||ne 2nd line
. = i
£ peoma FOLFIRI 4% 2.5n A8
‘ FOLFOX  15% 4.21A
P=0.05 P=0.003
0 25 50 75 :T““-TE.-O“L‘

J Clin Oncol. 2004 Jan 15;22(2):229-37.
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FOLFOXEFOLFIRIFEB LFEIZFE->THRILER

Probability
=
2

1.001

0.754
—— FOLFIRIIFOLFOX&

FOLFOX&/FOLFIRI

0.254

J Clin Oncol. 2004 Jan 15;22(2):229-37.

50%
45%
40%
35%
30%
25%
20%
15%
10%

5%

0%

FOLFOXEFOLFIRITCIZEEERRIZIELS

Grade 4
i M Grade 3
1T M Grade2
fRlz Rz R|E|R|2|R 2R =z Rz R /xR xR |z|IRzR
3|23 2323535832353 %53¢23 2383 ¢E
“ljoj+ O+ |0+ |O|+ O+ O+ OO0+ Olx-|Of+ O
w w w w w w w w w w w w
PFehER| M/R | B | FEME HR | BH | TR HEX EEX| RE |ARE| SR
B | B FigES ®
b
P=0.003| P=0.01 | NS |P=0.007|/P=0.005|P=0.027, NS |P=0.003| NS |P=0.003P=<.001P=0.028

J Clin Oncol. 2004 Jan 15;22(2):229-37.
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50%

FOLFOXEFOLFIRICIZEEERRIIELS

45%

40%

35%

30%

Grade 4

M Grade 3

M Grade2

20%
15%
10% -
5% -
0% -

FOLFIRI
FOLFOX6

%
K
&

>

P=0.003

-

:

FOLFIRI

C & FoLFoxe

u s

FOLFIRI
FOLFOX6

i ?g FOLFIRI

m
B

-

FOLFOX6

o)
x
o
e
=
o
e

=
2
it

| 2
wi o
] B=
wi o

w

P=0.01

NS

ME| HS || R
IR
P=0.007|P=0.005 |P=0.027

FOLFOX6

T

NS

[}
x
(o)
e
=
(@)
e

elzglz[glz gz
=R =1 = 5 Q
. . . w
AR E B EEIEE
w w w w
R | RE% | BRE #!F‘F"J" Ba

P=0.003| NS |P=0.003|P=<.001|P=0.028

J Clin Oncol. 2004 Jan 15;22(2):229-37.

Xh
-E&

A))Tho A XTHF)TSF E5FU/LVD
3FIZFENT D ENEE

~ +8

b1F
< 2ndTA DT
[ZDWWTERE

ETBRKBGEICHTHIEEEEICETHI7TODH
SNT=10D L AIZDNVT. 3FIMNERESN

phf-ElELEFHRORAR

Grothey A et al. JCO 2004;22:1209-1214
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Median OS (months)

3% (5FU/LV, CPT-11, |-OHP) #FHAIN-BEHEDIES L

22

1 | T 1

21 A
20 A
19 A
18 1
17 A
16
15 1
14 A

13 —

20 30 40 50 60 70 80 90
% of Pts With 3 Drugs

EEFHRPRIEL DR

First-line therapies:

@ :infusional FU-LV + oxaliplatin
M :infusional FU-LV + irinotecan
@ :bolus FU-LV + irinotecan

A : irinotecan + oxaliplatin

median OS (months) = 14.09 + 0.09 X (% patients with three drugs)
LPAVERB DT 2nd lineDABENITHNI-EIE T EFHB O R RELFEELL

(P=0.19)

Grothey A et al. JCO 2004;22:1209-1214
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1998/10

FOLFOX vs IROX
NO741548R

CEttorenlr EEST

Mayo regimenic
B SCPT-114#MA
A1)/ ThY
_|_

Experimental arms

S O
j / berg RM, et al.: J Clin Oncol. 22(1): 23-30, 2004% & & IC1EE
oM

ancer.net/gi/gi-pedia/vol01/graph06.html

RME TTP
IROX 35% 6.50 A
FOLFOX 45% 8.7n A
p=0.03 p=0.001

FOLFOXM 5 |

4 7FHAR
17.451 8
19.541 H

p=0.09
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FOLFIRI vs [ROX

First line phase lll

A FOLFIRI

492 \ n=249
561 5%

IROX
n=243

Colucci G,J Clin Oncol. 2005 Aug 1;23(22):4866-75

P
100
— FOLFIRI = 8.2 mos
0.75 N ---- IROX =7.0 mos
i Log-Rank p=0.377
Wilcoxon p=0.167
0.50 HR = 1.093(95%-C..=0.897-1.330)
0.25 .
0.00

o 3 & g 12 15 18 21 24 27 30 33 3
Meonth

Median Fllow-Up: FOLFIRI = 14.8 mos ©5% CI 130155}

P - I
100 IRD¥ =134 mos 95% CI11.8-155
0 — FOLFIRI = 21.9 mos
0.75 === |[ROX = 19.3 mos
0.50
0.25 | |og-rank p=0.249
Wilcoxon p=0.427 e
HR = 1.169(95%-C.1.=0.902-1.49)
FOLFIRIDBHE !

0 3 & ?§ 12 15 18 21
Month
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FOLFIRI vs

First line
TR H
A
244 N\

phase Il

FOLFIRI
n=122

FOLFOXIRI

FOLFOXIRI
n=122

Falcone A et al. JCO 2007;25:1670-1676

TR 24F8H4(E]

_____rorm |

A
CPT-11 180
mg/m? 1-hour IV
I-Lv 100 100

maim? 2-hours IV 2-hours IV
400 400
bolus bolus
600 600

22-hours CI IV 22-hours CI IV

Repeated every 2 weoks

FOLFOXIRI

165
1-hour IV
LOHP 85
ma/m? 2-hours IV
200
ma/fm? 2-hours IV

3,200 48-hours flat continuous infusion IV

Repeated every 2 weeks

L
<

Falcone A et al. JCO 2007;25:1670-1676
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FOLFOXIRI {median 22.6 months)

1007 FOLFIRI {median 16.7 months)
1onths)
ths}

75
=
g 50
=3
25
Log-rank P=.032
T T T T 1
0 6 12 18 24 30
'i.\
Time (months) —

FOLFOXIRID &5 !
=7=L2nd linex AN Tl RE?

JOURNAL OF CLINICAL ONCOLOGY

Falcone A et al. JCO 2007;25:1670-1676
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TO—F LA XTH)TSF
(XELOX) =FOLFOX

NO16966:H E& phase Il

First line

$ﬁ*§€;ﬁ'§'é XE LOX oxalip'latir? 130 mg/m? on day 1 .
BIBEBE g7 TSI

oxaliplatin 85 mg/m? day 1
FOLFOX4 v (200 mg/m?/d)
5FU bolus (400 mg/m?2/d)
N :3 17 5FU 22-hour infusion (600 mg/m?/d)
for 2 days /2W,

Cassidy J et al. JCO 2008;26:2006-2012

NO16966: E&
phase I
634\ XELOX 317
{ FOLFOX4 317
i +bevacizmab* +placebo
1400\
- XELOX 350 350
~ FOLFOX4 349 351
Bevacizmab : 5mg/Kg (with FOLFOXS), 7.5mk/Kg(with XELOX)
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Overall survival (intent-to-treat population [ITT]).

1.04wnes
0.9 - -
0.8 -
0.7 -
0.6 -

0.4
0.3 1
0.2 1
0.1

Proportion of Patients

-y n="1017; 692 events

054 =====

mm= FOLFOX-4/FOLFOX-4+placebo/FOLFOX-4+bevacizumab
n=1017; 695 events

XELOX/XELOX+placebo/XELOX+bevacizumab

e = HR =0.99 [97.5% CI: 0.88-1.12] (ITT)
T HR = 1.00 [97.5% CI: 0.88-1.13] (EPP)

19.6£19.8

]

-

Ll
10 15 20 25 30 3b 40

Time {months)

©2008 by American Society of Clinical Oncology

Cassidy J et al. JCO 2008;26:2006-2012

JOURNAL OF CLINICAL ONCOLOGY
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Progression-free survival (intent-to-treat population [ITT]).

== m=e FOLFOX-4/FOLFOX-4+placebo/FOLFOX-4+bevacizumab
n=1017; 826 events
%) 1.0 1=, XELOX/XELOX+placebo/XELOX+bevacizumab
£ 094 By n=1017; 813 events
2 084 E
= ““‘ HR = 1.04 [97.5% CI: 0.93-1.16] (ITT)
a 0.74 , HR = 1.05 [97.5% ClI: 0.94-1.18] (EPP)
‘5 0.64 % Upper limit below < 1.23 (non-inferiority margin)
c 0P =———————— '
E 0.4 :: '-.-
o _ (]
=4 0.3 || ‘.."'
o 0.24 :| N,
o _ ] k""‘-'v.
0.1 soli8s Ty .
0 5 10 15 20 25 30
Time {months)

©2008 by American Society of Clinical Oncology

Cassidy J et al. JCO 2008;26:2006-2012
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FOLFOX = XOLOX

FIRISE ER

426 N

43Ej:EIL, h %z éﬂiﬁ
A 0% s
FOLFOX-4
FOLFOX-4 +Placebo 1,017 8.5nAH 37% 19.65 A
FOLFOX-4 +Bevacizumab
XELOX
XELOX +Placebo 1,017 8xA 37% 19.85 A
XELOX +Bevacizumab
TS-1&EA41) /T H2 (IRIS)
=FOLFOX

phase Il .
Second line
$§*§ﬁ%§ﬁ_§_é IRIS irinotecan (125 mg/m2) on days 1 and 15
'%EI H’M_EH"M_E S-1 (40-60 mg) twice daily /1-15day

LV (200 mg/m2)

J N=213 /aw
e FOLFlRl irinotecan (150 mg/m?2)

bolus 5FU(400 mg/m2) on day 1
continuous5FU (2400 mg/m2) /46 h
/2w

N=213

Muro K,Lancet Oncol. 2010 Sep;11(9):853-60
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Proportion of patients

1, FOLFIRI IRIS
; (n=213) (n=213)
Progression, n 194 195
0.754 Median, months 5.1 5.8
\ Adjusted HR 1.077
¥ (95% CI) 0.879 10 1.319
05 : Upper limit below < 1.333
(non inferiority margin)
AN

0.25

— FOLFIRI
IRIS

p=0.039

5158 : —— =

0 3 6 9 12 15 18 21 24
Progression-Free Survival (months)

No. patients at risk

FOLFIRI 213 147 86 54 35 19 11 8 =
IRIS 213 149 893 43 20 10 5 4 1
B4 FIRISHEDPFS (ITT population)
FOLFIRI IRIS
(n=213) (n=213)
Events, n 117 110
1 reug, . Median, months  18.2 195
by Adjusted HR 0.909
\\\(95% cn 0.699 to 1.181
2 075 .
c 2
£ N
g e - ‘I.‘
g 0.5 =
s
<] — FOLFIRI
o 0254 RIS
182 19.6
T T T T T T T T
0 3 6 9 12 15 18 21 24
R y— Survival Time (montgg)
FOLFIRI 213 208 179 160 126 99| f—
IRIS 213 202 180 155 125 92 IRIS - FOLFIRI
!

(Muro K, et al : Lancet Oncol 11 : 853~60, 2010.)
E5 FIRISEE®OS (ITT population)
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ZTOMDOEAEDHE
RIBZEY  UFT/LV TS-1
s
* BICC-CERER

#

DFEMEDELS !

PLVEGFHL{K

RN XTI T (Bev, TINAFY)

HLEGFRILIA

'YX <TT (Cmab; 7—E#vyHoR)

Sl
[

IN=Y LT (Pmab; ROTcEYIR)
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XELOXZE - IXFOLFOXIZx 95
TINAFUDEFETHE |

NO16966z8E% phase Il

634N G XELOX
FOLFOX4

1400A e
— XELOX

+bevacizmab* +placebo
350 350
FOLFOX4 349 351

Bevacizmab :5mg/Kg (with FOLFOX), 7.5mk/Kg(with XELOX)

XELOXZE - ILXFOLFOXIZx 95
TINAFUODEFETHE |

NO16966z8E% phase Il

634 A G XELOX
{ FOLFOX4

i
1400\ e ] CELOX

FOLFOX4

fbevacizmab*

350

349

317

317

t+placebo
350

351

Bevacizmab : 5mg/Kg (with FOLFOX), 7.5mk/Kg(with XELOX)
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FOLFOX4/XELOX FOLFOX4/XELOX+BV

No. 701 699
PFS” (A) 8 9.4
NYF—FKLEE 0.83

97.5%Cl 0.72-0.95

pliE 0.0023
os" (A) 19.9 21.3
NYF—FKLE 0.89

97.5%Cl 0.76-1.03

piB 0.0769

Cassidy J et al. JCO 2008;26:2006-2012

JOURNAL OF CLINICAL ONCOLOGY

©2008 by American Society of Clinical Oncology
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FOLFOXIZXd BN LIRT D LEEHE
FOLFIRIZ® T B/IN=YLRTD L EEHER
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DFENED LR ENREREL-ERRER

Bev Cmab Pmab
TINAFY T—EZYHI9R ROT4EVHR

NO169667E% s <
FOLFOX (T OPUSERBR PRIMESRER
- - 200501815 ER
FOLFIRI BICC-CERER CRYSTALEAER (2nd line)
XELOX NO169665%Ex

TREE I1&lII

DFEHEOLFENROIET R

Bev Cmab Pmab
FINRFY  F—ERYHIR RHTAEVHR
FOLFOX @) © @)
@)
FOLFIRI © © (2 fine)
XELOX @

1=12LCmab,PmablZ DN TIEK-rasBF £ DLNTHDT—4
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HEGFRIAIA (T —ERY IR, RIT4EYIR)

OKrasiEIEFICEEDHLHEFEICIEI R

KrasE7 & #R (2D A 38<
(=F2LCodon13ZETlE. E3h9 BaTREMEHY)

O B H RO BERE. MRMNHFTED
OEGFROFEIMDIZE L, BEMNRICAHRELGL

Cetuximab and K-ras modulate signaling through the epidermal growth factor receptor
(EGFR) pathway.

A B

EGFR Cetuximab Ligand

TITTITEITTITIT i AL A EARA AL
e0igtevinsen

L i

FLEGFRIIA (Cmab,Pmab)ldK-rasEFERRIZL MBI AV LY

B —
Khambata-Ford S et al. JCO 2007;25:3230-3237
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@
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MEGFRIIARF|CLLHKRIEESE

PEGFRIARAIICL SR EEE 7SR (KBEMR)

/AT (NAR: KEA)

7‘?_":"”: nidVil: oA
RiE

Kaplan-Meier curves for survival as a function of the
intensity of cetuximab-related skin rash.

100 {

==

Overall Survival (%)

Months

Lenz H et al. JCO 2006;24:4914-4921
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Scatterplots showing distribution of delta Ct values, an index of EGFR gene
copy number, as a function of (A) best response to cetuximab as assessed by
an independent review committee; (B) progression-free survival; and (C)
overall survival.

a0 20 ap
. .
A B . c . .
20 20 20
- = =
&
8 2 . & .
g 10 g 10 . . - g 10 . .
5 + £ - *s - f _— . . - .
-~ . o L] - - ] - -
f: 0.0 z oo . . . = . = oo _— -
3 i 8 - & . .
. .
-10 - 1.0 . 10 *
. . " .
20 T = T T -2 T T T T T T T T n T
PR SO PD 6 1 2 3 4 5 6 7 8 & 10 6 2 4 6 B 10 12 14 16 8 2
Best Response Progression-Free Survival (manths) Overall Survival (manhs)

Lenz H et al. JCO 2006;24:4914-4921
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PACCESR E&

n=410

Ox-CT + Bev

n=1,053

. Ox-CT + Bev+Pmab
REBED

N L

n=115

Iri-CT + Bev

Ox-CT + Bev+Pmab

Hecht J R et al. JCO 2009;27:672-680

(A) Progression-free survival (central review) and (B) overall survival for the oxaliplatin-based
chemotherapy (Ox-CT) and irinotecan-based chemotherapy (Iri-CT).

A Ow-CT Cohort IH-CT Cohort
Ha ol evess M) Madien (998 01, mes
P S Wi w1 wamun
— B “
w0
2 w0
H
2 w0
TE n 2\
55 -9
52 w -
8'E 40 A
£5 3 )
g9 “".I 3
g m ==
5
5 10 15 0 s
Time (moriths)

']
it

Zusuazesi

L = .
it wooos
N *ﬁai;y < —aalE E 3 %
Fi5
73~
ﬂ Hecht J R et al. JCO 2009;27:672-680
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CAIRO2:KE&
n= 368

- 736

n=368
CapeOX/Bev + cetuximab

Jolien Tol.N Engl J Med 2009; 360:563-572

Progression-free survival

1.0

—— Arm A (without cetuximab) 10.7 months(9.7-12.5)
—— Arm B (with cetuximakb) 9.6 months(8.5-10.7)

=
o

Hazard ratio for progression 1.21
pvalue 0.018

= =
= N

Progression free survival probability
(=]
B

Jolien Tol.N Engl J Med 2009; 360:563-572
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{(—/EE) (kA (SHRAERE
FOLFIRI+bevacizumab™ *

> (KRAS EF£T)
CPT-11+cetuximab

or
., [FoLFox:tbevacizumab: CPT-11 or
@ cetuximab/panitumumab
: (KRAS T4
+ *
Caen st bevac:zumab FOLFIRI= cetuximab/panitumumab _‘_*_f’ Bk

or
CPT-11*£cetuximab

FOLFOX *+bevacizumab* * RA
@ | FOLFIRIxbevacizumab* or —> CF’<T-1 1 igﬂ“ri‘ab
CapeOX=bevacizumab* * i
: cetuximab/panitumumab
FOLFIRIxbevacizumab* T
® | coLrox +<K.?A$ 2%@ . . > o Lt
+ cetuximab/panitumumal CPT-11
FOLFOX=*bevacizumab*
— {]
® FOLFIRI+g:a?jx?m§§b$/g;ilimmumab e
e P CapeOXxbevacizumab*

[ KEE R THE, wMEL50,@ }

. (KRAS Ef4£2)
“ + .
" 5 FU/LV_b;vamzumab g CPT-11+cetuximab
S or
HETEY CPT-11 cetuximab/panitumumab
Ly

(TAIRAR G T A 5 4 ] EAR 20004/ W 51H)

mFOLFOX6+_R /3y <7 1@ DD 145
170cm, 65kg, REREE1.7ELTHELES, fIHFALGEEST,
FOLFOX: 5FU/LVEHE miE+A 5 IS5F

mFOLFOX6

208,665 (28 w5 LLTH417,330M)

mFOLFOX6+ A3 7T 5mg/kg

399,964M (28 &5 LLTHT99.928M)

mFOLFOX4+ A 73397 10mg/kg

550,837 (2B |5 ELTH1,101,674M)
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FINZFD (RN ZXTT)

MetaAnalysis

17MDRCTH 512,294 ADSKT R
#%EE’]E%EE SHIE B ZEFLIX0.9%(0.7-1.2,95C1) [ZF4E L
AL FETH21.7%

4 NN TR EEZIF TR AIZEEL
o IM#ESE THER IR (32,14
. = (95%Cl 1.19-3.85;p=0.011)

&= ME KBS CI3AT R AR 3.10
e EHIK (95% Cl 1.26-7.63)

o JAREEII Hapani S, et al.Lancet Oncol. 2009
Jun;10(6):559-68.
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TINRFY (RN XTD)

4#&5’]73?555%

HIEEZEFL

Jinkz2nd

SmE

REE NS F AT (B, CVAR—bs
N ob S ol /NS 7 il (PR, CVaR— &
AR ) [FBT%1WiER

RELGFM FEFHD X118
225

F BAEEEE(X . XELOX (CapeOx) LY EO—4 B
DA HESCES

tEREICB T AT R L FRES>
Bi%:1250mg/m2

AEYURARETET-BREOGEE - EEES
Ci& : {th & &+ FH T1000mg/m2
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