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Overall Survival (Months)
Best Supportive Care (BSC
Bolus 5-FU/LV]
Infusional 5-FU
Capecitabine
Irinotecan + Bolus 5-FU/LV

Saltz NEJM 2000

Irinotecan Infusional 5-FU/LV
Oxaliplatin 9741

Irinotecan Bolus + Bevacizumab
Irinotecan (FOLFIRI)/Oxaliplatin (FOLFOX)
Infusional Sequencing
Irinotecan Bolus + Bevacizumab Followed by
Oxaliplatin
Bevacizumab plus FOLFOX or FOLFIRI or XELOX,
then unused cytotoxics

Douillard Lancet 2000

Goldberg ASCO 2002/2003
Hurwitz NEJM 2004
Tournigand ASCO 2002
Hurwitz NEJM 2004

Hochster ASCO 2006

8 10 12 14 16 18 20 22
Months

Adapted from Grothey A, et al. J Clin Oncol. 2004;22:1209-1214,
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and Venook A. Oncologist. 2005;10:250-261.
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(52) National Cancer Center Hospital
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B = T Mgk 2
Herceptin (ToGA trial) Sorafenib
Bevacizumab (AVAGAST) FOLFOX

fEE9e KiziE
FOLFIRINOX iR ML EEICE TS
DFENEOFRN
e VIR BEEITHE R KFGEIC
BEiEs #1455 FARHIZE O Al
CDDP/GEM “Conversion surgery”
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Herceptin (ToGA trial)
Bevacizumab (AVAGAST)

RékJe8 N
FOLFIRINOX TR @EBE R EEICB TS
NFIEMEOF R
i e UIBRAREEITE R KGREC
BEiEs #1455 FRIEDE At
CDDP/GEM

13 . ”
Conversion surgery
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Herceptin (ToGA trial)
Bevacizumab (AVAGAST)
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Number Median HR(95%C)

ToGA trial

5-FU or capecitabine’ s

+ . . (months)
3807 patients screened' C|§plat|n
810 HER2-positive* (n=290)

13.8vs111 074 (0-60-0.91)

5-FU or capecitabine’

HER2-positive + cisplatin
advanced GC + trastuzumab
(n=584) (n=294)
Trastuzumab + Cx | Cx alone
P- value
Overall survival (M 11 0.74 (0.60-0.91)
0.0046
Progression-free s. (M) 6.7 5.5 0.70 (0.59-0.85)
0.0002

Tumor response (%) 47 35 Bang YJ Lancet Oncol 2010
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NICEZZ ¥ [#7!?

FERREEE TI&. 2010F 28 (2, IHC2+/FISH+ F£1=[&
IHC3+ MEITBEIT L TEIGHE RSN =,

— 75 . NICE guidance Tl& (KE11 B IZ&ELGEH) .
IHC3+ EITBIED Al E75 5 R IA &
UKTIE£98,200f5]/ EM BIELZ s, 555550005 HAHER-2

positive, $330045 ANIHC3+ ,
UKIZZESRRDECF(EOX)IIxt Y 5 LT H [FRESN TLVELY
Cost-effectiveness M ABH {EH#EBR B LS EEL67,000 per
quality—of-life—adjusted year (#3870 M) L&ETHE1M

IHC3+ D HEFT BHEO0ST5.6MDIER(18.0M vs. 124M)THY) .
&£45,.000-50,000 (%9586—65175 F)per quality—of-life—adjusted
year &5,

FE7EEA a0 —T+—5 4 Elsevier Global Medical News. 2010 Sept 29

@& National Cancer Center Hospital BIEZD AL B Z DRV D55 788
i Overall Survival: Subgroup Analysis

AVAGAST - =
Locally advanced =

or metastatic
gastric cancer

Capecitabine*/Cisplatin (XP)
+ Bevacizumab g3w Disease massurabitty
N=387

Prior gastrectomy

No. of metastatic sites at baseline

Bevacizumab | Cx alone HR ©) ASCY *Nieiang
P-value Regional Differences in Efficacy

XP + Placebo  XP + Bev Deita, Hazard
Region Median, mo Median, mo mo Ratio 95% CI

Asia 121 139 A 3 0.75-1.25

0.87 (0.73-1.03) Europe 86 14 i 85 063114

Overall survival (M)

01002 America 3 . ¥ K 0.43-0.94
Europe 44 69 [} 0.54-0.93
Progression-free s. (M) 6.7 5.3 0.80 (0.68-0.93) or 59 ! 65 046-083

0.0037

Kang YK ASCO2010
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ENER R ERAE LD LEE

EFIM | BME | WETETF | £4£EFHE (A)
®im (A)

SPIRITS S-1
S-1+ CDDP

JCOG9912 5-FU
CPT-11 + CDDP
S-1

GCO301/ S-1
TOP-002 S-1+CPT-11

(Sb National Cancer Center Hospital HIEZED AL A2 D IRV D 5588
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3
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BEDRCT

EFIH | TNE | REBELEE | SEFHMA)
HAR (R) P-value

Gem
Gem + 5-FU

GERCOR/ Gem
GISCD Gem + Oxal

Gem
Gem + CDDP

Gem
Gem FDR
Gem + Oxal

PRI GE\I-CAP
FE7[E[EH

&) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

ACCORD 11 —Efficacy—

Folfininox Gemcitabine
N=171 N=171

Response (%0) . . 0.0001
PFS (M) . . . < 0.0001
OS (M) MST . . . < 0.0001

1-yr. survival (%)
18-mo. survival (%)

180mg/m2 ) q2wks
F 7k z‘r‘/:ay‘—lﬁr’;l—ﬂ\ F. Dessefgne, et al. ASCO2010, ESMO2010
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&) National Cancer Center Hospital H1EZED AL A5 D IRV D 7588

ACCORD 11 -Safety-

Folfirinox Gem
N=167 N=169

AE, % per pts

All Grade % All Grage ¥ Grade %
Neutropenia 78.9 457 54.8 18.7 0.0001
FN 7.2 54 24 0.6 0.009
Thrombocytopenia 75.2 9.1 54.8 24 0.008
Peripheral neuropathy 70.5 9 0.6 0 0.0001
Nat'sea 795 12 64.5 %07 0.002
Vorsiting 614 145 432 4.7 0.002
Diarrhea 73.3 12.8 31.8 12 0.0001

&) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

HERA LAY EGI | EHE | REELRE | 24EEHREA)
#RE(A) P-value

Gem
Gem +5-FU

GERCOR/ Gem
GISCD Gem + Oxal

Gem
Gem + CDDP

Gem
Gem FDR
Gem + Oxal

GEM-CAP Gem
Gem + Cap

Z 7 EH
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CDDP/GEM
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Gemcitabine alone
N=206

ORIGINAL ARTICLE

Locally advanced
or metastatic
biliary tract cancer

Cisplatin plus Gemcitabine versus
Gemcitabine for Biliary Tract Cancer

Gemcitabine/Cisplatin (GC)
N=204

1.D., Harpreet Wa

No. of
Subgroup Patients Hazard Ratio (95% CI)

ABC trial group
86 — 0.65 (0.42-1.01)
4 —— 0.64 (0.50-0.83)
Gemalone | Gem N B
+ 306 e
CDDP S
n —

57 —

149 —
1 T asen
130 e 050 (0.33-0.77)
OS(M) 8.1 11.7  0.64(0.52-0.80) {l : — 068 05100
P<0.001 . 100 —— 0.65 (0.41-1.01)
310 —— 0,64 (0.49-0.82)
— 0.64 (0.52-0.80)

0.63 (0.51-0.77)
P<0.001

ValleJ. NEJM2010
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PFEMEDF RN
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HITH0FEMNEDR AN
“Conversion surgery”
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(Sb National Cancer Center Hospital H1EZED AL A5 D IRV D 7588
NO16968 (XELOXA)

Bolus 5-FU 400mg/m2 Bolus 5-FU 400mg/m2 Q3W x 8 cycles

22h 2h 22h Yl

Celolfill Continuous 5-FU REENYJiliM Continuous 5-FU twice-daily 1000 mg/m?, D1-14

200mg/m2 600mg/m2 200mg/m2 600mg/m2 Oxaliplatin

Oxaliplatin 130 mg/m?1V, D1
85mg/m2 MOSAIC trial; FOLFOX4 q2wks

NSABP

Week 1 2

B EMNS a0 —TF—S A4

(Sb National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

MOSAIC, C-07 and XELOXA
Oxaiplatin benefit

MOSAIC 77.9 % 5.1 % 0.77

E7[EEMA a0 —T+—S

10



F7E ENRA A —D0F—5 4 NPOEAN BAIEHRR 20105108168

(Sb National Cancer Center Hospital HIE B AN ZAE A DRI D58

MOSAIC, C-07 and XELOXA
Oxaiplatin benefit

E7[E A a0 —T+—S

(Sb National Cancer Center Hospital HIE B AN ZAE A DRI D58

NSABP C-08

Stage Il & Il

PALLLLLL] e

[T | e

DORNEEEEEEDNOENDNEENEDDDN

*5mg/Kg

B ENS a0 —TF—S A4 Wolmark N. ASCO 2009
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@& National Cancer Center Hospital H1EZED AL A5 D IRV D 7588

NSABP C-08
DFS

NSABP C-08 HR

Ev  3y-DFS
mFF6+B 291 77.4
mFF6 312 755

0.0 05 10 ] ] 30 35
B RS a0 —TF—S A4 Wolmark N. ASCO 2009

@& National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

' Final Design for NO147 — June 2008
£
MFOLFOX6_

Arm D
mMFOLFOX6 +

Centralized K- Cetuximab
ras analysis

K-ras WT

*Adjuvant therapy per
K-ras Mut primary oncologist

*Report therapy given

*Annual status through year

B ENS a0 —TF—S A4 Albert S. ASC02010
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(52) National Cancer Center Hospital N 0 1 47 HIE B AN ZAE A DRI D58

Stage lll, KRAS-WT
DFS (N=1847)

Free

— FOLFOX
— FOLFOX + Cmab

3 Year Rates HR P-value
(95% CI) (95% CI)

FOLFOX 75.8% 1.2
(72.1%-79.6%) (0.96-1.5)

FOLFOX + 72.3%
Cmab (68.5%-76.4%)

18
E7mEMS A0S —TF—S54 Time (Months) Albert S. ASC02010

% Alive and Disease Free

@ National Cancer Center Hospital N 0 1 47 HIEZED AL A2 D IRV D 5588

Stage lll, KRAS-WT
OS

— FOLFOX
— FOLFOX + Cmab

3 Year Rates HR P-value
(95% Cl) (95% Cl)
FOLFOX 87.8% 1.3
N=902 (84.7%-90.9%) | (0.96-1.8)
FOLFOX + 83.9%
Cmab (80.3%-87.6%)

N=904
“

18
ime (Months
B ENS a0 —TF—S A4 Albert S. ASC02010
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Toxicity — Grade 3-4

[

rem ||e I‘eutlUpEllld

\ \
Hypersensitivity 2% 6%

Nausea .., | 3% | 4%

@2 National Cancer Center Hospital BIEZED AL B ZE DRV D55 788

Reasons for Discontinuation

Reason Arm D
<60
(N=494)

Completion 77.9% 78.9% 77.8% 70.2% 67.0%

s o335y 54T-4% - : 18.1%4 001+ s UsBB2010
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¢%e)
- AVANT
AVANT/ AVASTIN™ () ADJUVANT

FOLFOX4 + Avastin Avastin alone
(5mgl/kg every (7.5mglkg every
Surgery for high risk 2 weeks) 3 weeks)
stage Il + stage Ill
colon cancer XELOX + Avastin Avastin alone
(n=3,450) (7.5mg/kg every (7.5mglkg every
3 weeks) 3 weeks)

24 weeks Investor Update

Basel, 18 September 2010

Pri ma ry e nd poi nt: D FS Roche provides results on Avastin in adjuvant colon cancer

Second phase I1I study does not meet primary endpoint

Roche (SIX: RO, ROG; OTCQX: RHHBY) today announced the topline results of a second phase 111 trial
evaluating the use of Avastin (bevacizumab) plus chemotherapy in the adjuvant treatment (immediately after
surgery) of early-stage colon cancer. The trial compared the efficacy and safety of Avastin plus chemotherapy t
chemotherapy alone. The study, known as AVANT, did not meet its primary endpoint of improving disease-free
survival in stage 111 colon cancer. Adverse events were consistent with those previously observed in pivotal tria
of Avastin across tumour types for approved indications. These results do not affect Avastin’s approved
indications in advanced (metastatic) disease.

In line with the previously reported NSABP C-08 study results that also evaluated Avastin in the early-stage
setting, the AVANT study shows that standard chemotherapy plus one year of Avastin is not effective in reducin
the rick of relancec in oarly-ctaga colon cancar, Unlike the £-08 results, preliminary efficacy data from AVANT

arm). Roche is evaluating the data from these two studies
w 'ﬂE\'D aerine tne next steps 1or tne ongoing Avasun acijuvant programme.

“While we originally hoped the significant survival benefit of Avastin seen in metastatic disease in colorectal
cancer would be translated to the early setting, it is becoming increasingly clear that the effects of Avastin are
different in the metastatic and early disease settings for patients with colon cancer.” said Hal Barron, M.D.,
Head of Global Product Development and Chief Medical Officer at Roche.

%7@/;? i‘j"/ﬂﬂ&‘—72‘-_§_é\ Data from the AVANT study will be submitted for presentation at a scientific congress in 2011,

(52) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

EE8H
KIGEMZRIEFEEICHET57D FERIZE (bevacizumab,
cetuximab) DA AL RIS TLVELY,
BevacizumablZEWTEIIEIREINGEN--EHIEIFRHE, &
ZToE N LI-VIBRTREE L. RABVIREZR DML L
Tl BEE/TBEENEDEMENEFENELZLIDTHAS, —
SEDRETRETH D,
Cetuximab [FEFITHEMEBNENREINTLSERITHLIMN
. KRAS-WTIZRH RZ K> TOMBNEEICE T 2F AKETE
Hhot=, BHEDEMENSEFEM. GtREICKYRIERAEEL
FOLFOX®MDose intensity HMELZE o= EMRE R H ?
FFEcFE UIBR AT BEGIIC BT 50 FIEMFEDOFRMEIEITH, §%&
DEREETHY . BRABRELTHEHAINAGRETHS,

B ENS a0 —TF—S A4
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HIESR DAL FEIEDE S/ FEE

N

UIBR T Re 1T H E KRR
BTE57FENEDARM
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(52) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

?%*%’ ﬁ%ihﬁkﬁ?éﬁ%ﬁ&@%ﬁ?»»U?A

—am> =ERER>

FOLFIRI* RN XTT  **
or <KRASHER>

FOLFOX:+ /8 X T T or * Ch CPT-11+EY%S 3T
CapeOX+RNYXTT <KRAS B %> R

FOLFIRIZ: ®Y¥ L2182V LT T Himmik
or
CPT- 11+t Yxi <7D

FOLFOX=+ RSO XTT  **
@ FOLFIRI: R/AVXTT or <KRAS B4R >
CapeOX+~R/)3LXTT  ** CPT-11+2VFI 3T

or
<KRASEP&R > FOLFIRI%= «/ SRXTT * ——> -iz‘%\’-&;;tlﬂ;wAvj

@ FOLFOX=%
YR TNIN=I LT

<KRASEF&# >
FOLFIRI£ or
YXTINR=Y LT CapeOX+AR/N\OXTT  * <KRASH4R>

@

7

CPT-11

FOLFOX£RN\YXTT *

—
e

s CPT-11+£ V%327
Ty RIEE R CHIET, A0, @ t:
G) or wYFLTI =Y LT
UFT+LV Bk

*; ANV ZITD/ENHERSNDH, 5T ATRELHITL
* % —JGARITENTR/NY 7’2}15LTL\&L MEE. B JCABDBI L TLBHCPT-11OL-OHPDEFEHE D=1
&f}immu i’ﬁA(I = %,

=775

RKBERRS: KBRARANS 0 EMA 201088 (p26) ; SRHIR

16



F7E ENRA A —D0F—5 4 NPOEAN BAIEHRR 20105108168
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EGFR Pathway and KRAS

KRASwt KRASwt + EGFRi KRASmut + EGFRi

(0. 00102308 0s80000)00

00000100 (0000100CSD

' Ligand Ligand

// \\. .// \\

Transcription e Transcription
factors factors

B EMNS a0 —TF—S A4 Khambata-Ford. JCO 2007

(52) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

KRAS & EGFR
Confirmed response by subgroups
-CELIM trial-
FOLFOX+Cet vs. FOLFIRI+Cet

KRAS KRAS EGFR

wild-type  mutant IHC + IHC -
Responses confirmed by 2nd CTﬁgwccordingﬁo__QQCIST or byﬁe_sy?tion n=29

CR/PR 70% 41% 60% 69%
e EM S a0 —TF—54 Folprecht G Lancet Oncol 2010
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KRASEEDHFEICLD
YD G AREED BB
KRASZERITCILXABENELL
KRASEp A #! KRASZEREH!

2IFIT

THAD RIBEETRT mEELERT

B | R=REG MEDRE =NE®%) HEDRE

(A (A

CRYSTALER BRI

JEOF R

(FOLFIRI +/-
yx<D)

OPUSEAER

COIN Trial design s
g Trials
MRC | unit
Inclusion Arm A 5FU or capecitabine
Advanced A A
colorectal 815 oxaliplatin
cancer, First line CONTINUOUS CT until progression, toxicity or patient choice Second
therapy, Line
No prior chemo ! ! Chemo-
for metastatic 5FU or capecitabine therapy
S Arm B oxaliplatin
No prliarCEGFR 815 cetuximab Irinotecan
PS0-2, CONTINUOUS CT until progression, toxicity or patient choice Based
Good organ H
funcion. | COIN question 2
Is intermittent CT non-inferior?

Adams poster discussion Tuesday abstract #3525

OxMdG: 2 weekly 1V I-folinic acid 175 mg, oxaliplatin 85mg/m? over 2 h, IV bolus 5-FU 400mg/m?, 5-

FU 2400mg/mZ2inf. 46 h via ambulatory pump (mFOLFOX)

XELOX: 3 weekly 1V oxaliplatin 130mg/m2 over 2 h, capecitabine 1000mg/m?2 p.o. bd for 2 weeks
(reduced to 850 mg/mZ2 in Arm B from July 07 for toxicity)

Pts/cIImCIans chose OxMdG or XELOX before randomisation,

Maughan TS. Et al. ASC0O2010

18



F7E ENRA A —D0F—5 4 NPOE AN WATEIRE 20105108168

OS (primary analysis) and PFS among Clinical
. . Trials
KRAS wild-type patients MRC | unit
Overall Survival Progression-free Survival
o 4
S
—
Arm A Arm B Diff. Diff.
M
w A - - Median PF o8 —aa ~na
B * Median OS HR point estimate = 1.038 HR point estimate = 0.959
959% CI = (0.90, 1.20) 959 Cl = (0.84, 1.09)
X2 =0.18; p = 0.68 ) ) X2 =0.27; p = 0.60
\ -year survivi I I I
= 2-yeal ival rates | 36.1% | 34.4% | -1.66%
£ 21
> A
5 o
2]
n 4
N
o
= = == Arm A (OxFp) = ="+ Arm A (OxFp)
° Arm B (OxFp + cetux) —— AmB(OxFp+cetuxy | —-—-
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time (months) Time (months)
N patients at risk:
A 367 316 250 154 83 44 19 1 367 245 92 41 18 11 6 1
B 362 306 238 149 80 42 17 3 361 249 103 42 22 9 6 ]
MRC | Medical Research Council Maughan TS. Et a.l. ASCOZOlO
Predefined Subgroup analyses Clinical
L . . Trials
To maximise responsiveness, sample used was “all wild- MRC | unit
type” and outcome was PFS.
Interaction
Subgroup N HR (95% CI) p-value
All pts 581 —-l— 0.92 (0.78, 1.10)
Sex Male 408 —r 0.87 (0.71, 1.07)
P=0.381
Female 173 T 1.02 (0.74, 1.41)
Age <=65y 338 1.00 (0.80, 1.26)
P=0.222
>65y 243 —— 0.81 (0.62, 1.06)
Met sites 0/1 230 —— 0.73 (0.55, 0.97)
P=0.036
2+ 351 1.07 (0.86, 1.33)
Fp therapy Xelox 391 1.02 (0.82, 1.26)
P=0.103
OxMdG 190 — 0.72 (0.53, 0.98)
WBC <10,000/1 428 — 0.88 (0.72, 1.08)
P=0.411
>10,000/1 153 T 1.05 (0.75, 1.46)
T T T T T
0.25 0.5 1 2 4
| Favours cetuximab Favours no cetuximab
MRC | Medical Research Council
' e Maughan TS. Et al. ASC0O2010
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Differentiating infusional 5FU/FA
(OxMdG) and capecitabine (XELOX)

Clinical
Trials
Unit

MRC

OxMdG

XELOX

In Control Arm (A)

Higher toxicity
Neutropenia,
stomatitis

Higher dose intensity

In combination arm

(B)

Maintained oxaliplatin
dose intensity

Higher GI toxicity
Protocol reduction of

capecitabine dose
Reduced DI

Al A H

D10

(52) National Cancer Center Hospital
i

HIE DAL F % DRV D5

NORIDIV VII study (NCT00145314)

FLOX FLOX+Cet HR
185 187 P-value

KRAS-WT
ORR (%), ITT
ORR (%) 47
RO resection (%) 8
PFS (M), ITT

KRAS-MT  KRAS-WT
41
40 46
11
7.9

KRAS-MT

49

49

8.3 0.89(0.72-1.11)

0.31

20
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(Sb National Cancer Center Hospital H1EZED AL A5 D IRV D 7588

True negative interaction between
cetuximab and FU + oxaliplatin ?

Fluoropyrimidines plays a role ? PFS)
KRAS—-wt population

-

Continuous infusion FU
CRYSTAL (CPT) 8.4 9.9 0.67 0.001

OPUS (L-OHP)
PRIME (L-OHP)

COIN MdG

@ National Cancer Center Hospital HIEZED AL A2 D IRV D 5588
Is CPT-11 a better partner for cetuximab than
oxaliplatin ?

Oxaliplatn

3 [ine ++ BOND 3" line no data
(CPT-11 +/- cetuximab)

2nd line ++ EPIC

2"d line — little data

1st line ++ OPUS
(CPT-11 +/- cetuximab)

. + COIN
1st line +++ CRYSAL
(FOLFIRI +/- cetuximab) - NORDIC

Adjuvant — NO147
No detrimental effect in mut Detrimental effect in mut

R A a0 —TF+—54 Sobrero A. ESM02010
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HIESR DAL FEIEDE S/ FEE

13 . ”
Conversion surgery

B EMNS a0 —TF—S A4

(52) National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

¥ ORFEE AL O A

W43 — )L E% 5E: potentially resectable or not
hEFEF H (conversion surgery etc.)

AEHMEXLYELS. QOLER (doublet vs. sequential)

BAGEEFIZFETD

5-FU+LV, CPT-11, L-OHP, Bmab, Cmab/Pmab

BEANDEE :

Oxaliplatin M #8#ZFEZE : "Stop & Go”, “Chemo—free interval”,

MEGFRIVAD K EIEE

KRAS-mt Tl&Cmab/PmabMD 3 R [T HAF TE450

B ENS a0 —TF—S A4

22



F7E ENRA A —D0F—5 4 NPOEAN BAIEHRR 20105108168

(52) National Cancer Center Hospital H1EZED AL A5 D IRV D 7588
KafE(stage IV)fﬁ%ﬁ%@&)gibb\ﬁ?f\li )
FFUIBRE D ML ESRAIAE A FIREIS7E o= C LAV E R

e of Patients
Liver Resection

IR
cStage IVIE 5]

s &
&
£ &

Year of Diagnosis

b=

RFUIRR 1% bR
UWNTHEHT

Overall Survival (%)

T T
2 36
Time (months)

« MDACC &Mayo clinic@retrospective analysis
« 1998 F LIREICHFUIBREA M LTS5 LETTFRIIHE
* 2004 LURFIE5FEFIMNFEARTRELGY FRISEIZHE

EEEM S a0 — T+ —5 4 Kopetz, S. JCO 2009

L National Cancer Center Hospital HIEZED AL A2 D IRV D 5588
Survival in patients with colorectal liver

metastases

Resection (n=340)

Regional chemotherapy (n=123)
—— Systemic chemotherapy (n=70)

No treatment (n=484)

< S S =
EN © o

Probability of survival

o
(1)

2 3 4

Years from diagnosis

BIEERS IO — T —SA4 Stangl R et al. Lancet 1994;343:1404-10
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A

LIVER METASTASES

Resectable 10 % Non resectable 90 %

1 1

Chemotherapy

B EMNS a0 —TF—S A4

@ National Cancer Center Hospital LD AAEF A DR D5

Patients With Initially Unresectable Colorectal Liver
Metastases: Is There a Possibility of Cure?

René Adam, Dennis A. Wicherts, Robbert J. de Haas, Oriana Ciacio, Francis Lévi, Bernard Paule,
Michel Ducreux, Daniel Azoulay, Henri Bismuth, and Denis Castaing

== Qverall survival (n = 184)
Disease-free survival (n = 184)

Survival Probability

4 5 6
Time (years)
No. of patients at risk

Overall survival 161 41 25
Disease-free survival 96 31 22

B ENS a0 —TF—S A4 Adam R. JCO 2009
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Original article

Neoadjuvant treatment of unresectable colorectal liver
metastases: correlation between tumour response
and resection rates

o
»

G. Folprecht!, A. Grothey?, S. Alberts’, H.-R. Raab® & C.-H. Kishne™

Resection rate
o o o
w + (&
f

I
[N}
)

0.5 0.6 0.7 0.8
Response rate

BIEENT 05— T —S 4 Folprecht G, Ann Oncol 2005

T2 DR D 75 68

Expanding indications

Resectable 30-40%

Specific Techniques

surgery r—

B ENS a0 —TF—S A4
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— R (F)[E) jamk

FOLFOX FOLFIRI FOLFOX+Bv FOLFIRI+Bv
1st line 1st line 1st line 1st line
111 109 700 57

RR 54%

Liver

. 21%
resection

PFS (mos) 8.1 . ; 1.2

Tournigand, C. JCO 2004
OS (mos) 20.6 . . Salt28Jco 2008
B RS a0 —TF—S A4 Fuchs, CS JCO 2008

National Cancer Center Hospital HIEZED AL A2 D IRV D 5588

Cet vs. Bv O L #

FOLFIRI+Cet | FOLFOX+Cet FOLFOX+Bv FOLFIRI+Bv
CRYSTAL (0] VIS NO16696 BICC-C
599 169 700

Y Bokemeyer C JCO 2009 | Saltz, LB. JCO 2008
*: RO resection *. RO; OkinsA BJC2009
(

/. (R Q0/.%\

NPOEAN BAIEHRR 20105108168
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- Liver resections

- CELIM trial -
FOLFOX6+  FOLFIRI +

cetuximab cetuximab patients

n=53 n=53 n=106

RO resections

R1-resection or resection

7Rt RENT S — T —S A4 8%lprecht G Lan&%%0Oncol 2010

@& National Cancer Center Hogpital i BIEZED AL B ZE DRV D55 188
- Liver resections

- CELIM trial -

"'I'i“" I‘”hlmHH”“|||||I||n

T 1l |I||II[I|||I||IIII]”‘ Ih“lllll
||” I 1[[1[] ]

B ENS a0 —TF—S A4 Folprecht G Lancet Oncol 2010
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db National Cancer Center Hospital JEEZED AN FAEZ DIRVT D55 28

Complete Clinical Response
:To achieve or to avoid ?

A complete radiological response does not mean cure in 83%
of the lesions (1) and 94% of the patients (2)

ERTREEANHALTH., UIBRT 5L83%DRE THAMARILZ
FLTWLS,

Although conceptually valorizing, this situation should be
avoided and resection performed as soon as resectability is
obtained

Efg £, BEMNHET HEURRHLLLDT, FHOF(IT
ZIRLIENEIITLEWDELFARLY,

i 2) Adam R et al. Ann Surg 2004
Z 7@/‘,1?&‘2"‘/939“(2@;26)712[ al. ASCO 2006 @ Adam R, Lecturg at Osaka 2010
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(Q) National Cancer Center Hospital . . ) JHIEZED AL FAE 2 DIRVT D55 88
W0OncoSurgical Strategies in Liver Metastases
From Palliative to Curative---

Survival

Palliative

?

Adam R, Lecture at Osaka 2010

B ENS a0 —TF—S A4
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. AE?
Complete Clinical Response

A complete radiological response does not mean cure in 83% of the lesions (1) and
94% of the patients (2)

E%%'GHE%?&V%%L’C& YRR 9 2 E83NDARE THAMIRIEIZTFL T
LD,

Although conceptually valorizing, this situation should be avoided and resection
performed as soon as resectability is obtained

EfR L, EHEINHETHEURERLLLDT, FHO2IIVTERL
BOESITLELDELITEL,

retrospective analyses

resectability ZZEF DA —E : BEISHE AL 9 F TELVA
DFENEEREDOHATTRZHRETETLHMN?
ZUR 1 ->UIFE]

BREFHDREGOLMELALGL

B EMNS a0 —TF—S A4
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CRBEHYUMNESITETVELS !

T

B ENS a0 —TF—S A4
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