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Adjuvant treatment of colorectal cancer: 
which regimen, which patients?



Overview of presentation

DFS vs OS as a primary endpoint

Fluoropyrimidine monotherapy

Irinotecan-based combinations

Oxaliplatin-based combinations

Risk stratification and rational patient selection

Rectal cancer



DFS vs OS as an endpoint for adjuvant colon 
cancer studies

Pooled analysis of 18 Phase III trials

ï 43 different treatment arms

ï n=20,898

Evaluated 3-year DFS as a surrogate for 5-year OS

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

ï Formal measures of surrogacy satisfied

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

Sargent D, et al. J Clin Oncol 2005;23:8664ï8670.



Pooled analysis:
3-year DFS vs 5-year OS by study arm
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3-year DFS in stage III CRC
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Fluoropyrimidines:
what do we know?

GERCOR C96

ï LV5FU2 is equivalent to bolus 5-FU/LV, but is less toxic1

MRC

ï 3 monthsô protracted infusion of 5-FU is equivalent to

6 months of monthly bolus 5-FU/LV2

X-ACT

ï Capecitabine compared to 5-FU/LV (Mayo) in 1987 stage III 

patients3

1. André T, et al. ASCO 2005 (Abstract 3522);

2. Chau I, et al. Ann Oncol 2005,16:549ï557; 3. Twelves C, et al, ASCO 2005 (Abstract 3521).



Fluoropyrimidines:
X-ACT DFS

Twelves C, et al. N Engl J Med 2005;352:2696ï2704.

Median follow-up: 4.3 years (ITT population)

Hazard ratio: 0.87 (95% CI: 0.75ï1.00)

p=0.05

3-year DFS

Capecitabine (n=1004) 64.6%

5-FU/LV (n=983) 61.0%
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Fluoropyrimidines:
X-ACT safety

NS109Anorexia

NS910Lethargy

NS1310Abdominal pain

<0.001226Alopecia

NS2323Fatigue

<0.0011062Handïfoot 

syndrome

<0.0016022Stomatitis

<0.0015136Nausea/vomiting

<0.0016446Diarrhoea

5-FU/LV (n=974)Capecitabine (n=993) p-value

Patients (%)

Twelves C, et al, ASCO 2005 (Abstract 3521).



Fluoropyrimidines:
3-year DFS in stage III CRC
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Irinotecan combinations:
Phase III studies in colon cancer

Study CALGB 

C898031

ACCORD-22 PETACC-33

Regimen Irinotecan +

bolus 5-FU/LV

vs bolus 5-FU/LV

Irinotecan + 

LV5FU2 

vs LV5FU2

Irinotecan + 

LV5FU2

vs LV5FU2

No. of patients 1264 400 3278

Patient profile Stage III High-risk stage III Stage II and III

Results p=0.80

for FFS analysis 

(median follow-up 

2.6 years)

p=0.22

for 3-year DFS 

analysis

Stage III patients 

(n=2333):

p=0.091 for 3-year 

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 LBA8).



CALGB C89804: study design

Phase III trial in 1,263 patients

Primary endpoint: overall survival. Negative results

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

R

IFL (Irinotecan + bolus 5-FU/LV)

Bolus 5-FU/LV Stage III

5-FU/LV per week x 6, 2 weeks rest, 

four cycles (32 weeks total)

Irinotecan + 5-FU/LV per week x 4, 

2 weeks rest, five cycles (30 weeks total)

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



PETACC-3 (V307): study design

Phase III trial in 1,794 patients

Primary endpoint: disease-free survival

Negative study for the primary endpoint

R

CI  5-FU/LV + irinotecan

CI 5-FU/LV Stage II-III

Continuous infusion 5-FU schedule 

over 2 weeks

Continuous infusion 5-FU schedule 

over 2 weeks + irinotecan

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









Primary endpoint: DFS

Secondary endpoints: safety, OS

Oxaliplatin combinations:
MOSAIC

FOLFOX4

(LV5FU2 + oxaliplatin 85 mg/m2)

12 cycles

LV5FU2
12 cycles

R

2246 patients 

with completely 

resected stage II 

(40%) or III (60%) 

colon cancer

André T et al. N Engl J Med 2004;350:2343ï2351.



5-Y DFS MOSAIC





6-y OS MOSAIC







Oxaliplatin combinations MOSAIC: 
all patient subgroups benefit from FOLFOX

ITT population 

Male

Female

>65 years old

<65 years old

T4

T1, T2, T3

N2

N0, N1

Stage III

Stage II

Bowel obstruction

No obstruction

Tumour perforation

No perforation

Baseline CEA >5

Baseline CEA <5

Well/moderately differentiated

Poorly differentiated

Venous invasion

No venous invasion

FOLFOX better LV5FU2 better

HR

0.4 0.6 0.8 1.0 1.2 1.4 1.6
Hazard ratio and 95% CI

André T, et al. N Engl J Med 2004;350:2342ï2351.



Oxaliplatin combinations:
MOSAIC safety

NCI-CTC ²grade 3 FOLFOX4 LV5FU2

Neutropenia

Neutropenia with fever or infection

41.0% (gr 4, 12.2%)

1.8%

4.7%

0.2%

Diarrhoea

Stomatitis

Vomiting

10.8%

2.7%

5.9%

6.7%

2.2%

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).



Primary endpoint: 3-year DFS

5-FU/LV

5-FU: 500 mg/m2 iv bolus weekly x 6 
LV: 500 mg/m2 iv weekly x 6 

each 8-week cycle x 3,  n=1207

FLOX

5-FU/LV + oxaliplatin 85 mg/m2 iv on 

Weeks 1, 3 and 5 of each 8-week cycle 

x 3, n=1200

Oxaliplatin combinations:
NSABP C-07

2492 patients 

with stage II and  

III colon cancer
R

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



Oxaliplatin combinations:
NSABP C-07 3-year DFS

76.5%

71.6%

Hazard ratio: 0.79 (95% CI: 0.67ï0.93)

p<0.004
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Wolmark N, et al. ASCO 2005 (Abstract LBA3500).

21%  risk reduction for FLOX

4.9%



Oxaliplatin combinations:
NSABP C-07 safety
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*Diarrhoea requiring hospitalisation and 

dehydration due to bowel thickening 

0.5% at 12 months

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



3-year DFS ȹ HR

C-07 76.5% 4.9% 0.79

MOSAIC 78.2% 5.3% 0.77

C-07 and MOSAIC: 3-year DFS (stage II and III) 




