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Risk stratification and rational patient selection
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DESIWVS OS as anendpeint for adjuvant colon
CANCER STUAUIES

™1 Pooled analysis of 18 Phase Il trials
I 43 different treatment arms
i n=20,898
@ Evaluated 3-year DFS as a surrogate for 5-year OS

A 3-year DFS and 5-year OS were highly correlated
both within patients and across trials

I Formal measures of surrogacy satisfied

B Conclusion: 3-year DFS iIs an appropriate endpoint for
adjuvant colon cancer trials of 5-FU-based regimens

Sargent D, et al. J Clin Oncol 2005;23:86641 8670.
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What @ e We KW 2

© GERCOR C96
I LV5FU2 is equivalent to bolus 5-FU/LV, but is less toxict

B MRC

I 3 mont hso protr-&liseguvalenhtd usi on
6 months of monthly bolus 5-FU/LV?

Em X-ACT

I Capecitabine compared to 5-FU/LV (Mayo) in 1987 stage Il
patients3

1. André T, et al. ASCO 2005 (Abstract 3522);
2. Chau I, et al. Ann Oncol 2005,16:549i 557; 3. Twelves C, et al, ASCO 2005 (Abstract 3521).



Probability

1.0 -
0.9 -

0.8 —

0.5 -
0.4 —

0.3 -

0.2
0.1 -

FIUGLORY

X-ACT DES

Median follow-up: 4.3 years (ITT population)

e —

3-year DFS
— Capecitabine (n=1004) 64.6%
— 5-FU/LV (n=983) 61.0%

Hazard ratio: 0.87 (95% CI. 0.751 1.00)
p=0.05

1 2 3 4 )
Time (years)
Twelves C, et al. N Engl J Med 2005;352:26961 2704.
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Patients (%)
Capecitabine (n=993) 5-FU/LV (n=974) p-value

Diarrhoea 46 64 <0.001
Nausea/vomiting 36 51 <0.001
Stomatitis 22 60 <0.001
Handi foot 62 10 <0.001
pyngreme 23 23 NS
Alopecia 6 22 <0.001
Abdominal pain 10 13 NS
Lethargy 10 9 NS
Anorexia 9 10 NS

Twelves C, et al, ASCO 2005 (Abstract 3521).
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IHRetecan compbinations:
Phaselllistudies in colon cancer

Study CALGB ACCORD-22 PETACC-33
C89803!
Regimen Irinotecan + Irinotecan + Irinotecan +
bolus 5-FU/LV LV5FU2 LV5FU2
vs bolus 5-FU/LV vs LV5FU2 vs LV5FU2
No. of patients 1264 10]0) 3278
Patient profile Stage Il High-risk stage Il Stage Il and Il
Results p=0.80 p=0.22 Stage lll patients
for FFS analysis for 3-year DFS [ii=2esl)
(median follow-up analysis p=0.091 for 3-year
2.6 years) DFS analysis
p=0.045 for 3-year
RFS analysis

DFS = disease-free survival; FFS = failure-free survival, RFS = relapse-free survival.

Saltz et al. ASCO 2004 (Abstract 3500);
Ychou et al. ASCO 2005 (Abstract 3502); Van Cutsem et al. ASCO 2005 (Abstract LBAS).



CALGBICE9604: study design

Stage Il

5-FU/LV per week x 6, 2 weeks rest,
four cycles (32 weeks total)

N

Irinotecan + 5-FU/LV per week x 4,
2 weeks rest, five cycles (30 weeks total)

® Phase lll trial in 1,263 patients

B Primary endpoint: overall survival. Negative results

B Excess in early deaths reported in IFL arm (0.8% vs 2.2%)

Saltz L, et al. Proc Am Soc Clin Oncol 2004



PETACE-8 (V/30): study design

Stage II-lll

Continuous infusion 5-FU schedule
over 2 weeks

N

Continuous infusion 5-FU schedule
over 2 weeks + Irinotecan

® Phase lll trial in 1,794 patients
B Primary endpoint: disease-free survival

B Negative study for the primary endpoint

Van Cutsem E, et al. Proc Am Soc Clin Oncol 2004



Study Design

LVOFUZ

FA 200 mgim?
5-FU bolus 400 mgfm?

a-FL Cl B00 mgim?
Stratification:

» Stage llvs. Il

s Center ,
Irinotecan 180 mgim-

LwaF U2
as above
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Repeat g 2 weeks
for 12 Cycles

210 pts treated with the AlO regimen % irinote can within given centers will he
presented later.
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Duration (months)
IF (n=1044)  F [n=1050)
3ar DFS 3-yr DFS HR 95%% Cl pwalue
risk adjusted 685.2 £0.4 0.85 0.74-0.93 0.021
observed 63.2 £0.2 0.89 0.77-1.11 0.091
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Summary
Efficacy for Stage lll Colon Cancer

+ Although there was a trend for improved 3 yr DFS in
favour of IF, the primary endpoint was not met:

DFS: HR = 0.89 (p = 0.091)
+ Secondary endpoint was met:
RFS: HR = 0.86 (p = 0.045)

+ Adjusting for imbalances in T and N stage (post hoc):
3 yr DFS:65.2% vs 604%, HR = 0.85 (p = 0.021)
3 yr RFS:67.9% vs 62.5%, HR = 0.82 (p = 0.009)

23



Oxalip.

FOLFOX4
(LV5FU2 + oxaliplatin 85 mg/m?2)
2246 patients 12 Cyc|es
with completely
resected stage Il
(40%) or Il (60%)
colon cancer L\/5EU2
12 cycles

M Primary endpoint: DFS
B Secondary endpoints: safety, OS

André T et al. N Engl J Med 2004;350:2343i 2351.
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= FL + cxaliplatin (304 events)
FL {380 ave nts)

Probahility of ival at & %)
FL + ceealiplatin Hazard ratio (95% ClI P

7133 0.80 (0.68to 0.93) 003

12 18 24 30 3% 42 48 B4
Time (months
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= Stage ||, FL+ oxaliplatin
Stage |, FL

= Stage I, FL + cecaliplatin

= Stage Il FL

Frobability of survval at & vears (%)

FL  FL + cxaliplatin Hazard ratio (95% CI) P
Stage l 79.9 237 024 (062 to 1140 258
Stage Il 585 5.4 0.78 (0.65 to 0.83) 005

12 18 24 30 38 42 48 B4




6-y/OS MOSAIC
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Overall Survival: Stage Il and Stage Il
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Disease-free Survival: High-risk
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Stage |l Patients

o

— FOLFOX4 n=286
- LVW5FU2 n=290

J-year 5-year High-risk stage II- defined as at least
one of the following:
FOLFOX4  854% 821% T4, tumorperforation, howel ohstruction,

LVAFIU2 o0 4% 749% pooty differentiated tumor, venous

invasion , <10 Iymph nodes examined;
HR [85% CIJ: 0.74 [0.52-106]  Data cut-off June 2006
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Disease-free survival (months)

Exploratory analysis
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Oxaliplatin'.combinations MOSAIC:
allfpateEntistbgretps PENEtiiom FOLEOX

LV5FU2 better

0.4 0.6 0.8 1.0 1.2 1.4
Hazard ratio and 95% CI

1.6

ITT population

Male

Female

>65 years old

<65 years old

T4

T1, T2, T3

N2

NO, N1

Stage Il

Stage |l

Bowel obstruction
No obstruction
Tumour perforation
No perforation
Baseline CEA >5
Baseline CEA <5
Well/moderately differentiated
Poorly differentiated
Venous invasion
No venous invasion

André T, et al. N Engl J Med 2004;350:2342i 2351.



@Oxaliplatin:combinations:
VIOSAIE sarety,

NCI-CTC 2grade 3 LV5FU2
Neutropenia 41.0% (gr 4, 12.2%) 4. 7%
Neutropenia with fever or infection 1.8% 0.2%
Diarrhoea 10.8% 6.7%
Stomatitis 2.7% 2.2%
Vomiting 5.9% 1.4%
Allergy 3.0% 0.2%
Alopecia (grade 2) 5.0% 5.0%
All cause mortality 0.5% 0.5%
Second cancer 4.0% 3.6%

de Gramont A, et al. ASCO 2005 (Abstract 3501).



Oxaliplatin:combinations:
NSABPR €-0i

5-FU/LV

5-FU: 500 mg/m?iv bolus weekly x 6
LV: 500 mg/m?iv weekly x 6
2492 patients each 8-week cycle x 3, n=1207

with stage Il and
IIl colon cancer

5-FU/LV + oxaliplatin 85 mg/m?iv on
Weeks 1, 3 and 5 of each 8-week cycle
x 3, Nn=1200

®  Primary endpoint: 3-year DFS

Wolmark N, et al. ASCO 2005 (Abstract LBA3500).
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21% risk reduction for FLOX

= . 4.9%
3-year DFS
— FLOX  76.5%
— FU/LLV 71.6%
Hazard ratio: 0.79 (95% CI: 0.671 0.93)
p<0.004
1 2 3 4

Time (years)
Wolmark N, et al. ASCO 2005 (Abstract LBA3500).
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Grade 3 NCl-sanofi
neurotoxicity

*Diarrhoea requiring hospitalisation and
dehydration due to bowel thickening

Diarrhoea/ BIEERES
dehydration*

Wolmark N, et al. ASCO 2005 (Abstract LBA3500).



3-year DFS 00 HR
C-07 76.5% 4.9% 0.79
MOSAIC 78.2% 5.3% 0.77







