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Aim
To assess the clinical and cost effectiveness of oxalipla-
tin combined with 5-fluorouracil/leucovorin (5-FU/LV) 
and capecitabine monotherapy as adjuvant therapies in 
treating patients with Stage III (Dukes’ C) colon cancer 
after complete surgical resection of the primary tumor, 
versus adjuvant chemotherapy with an established flu- 
orouracil-containing regimen.

Conclusions	and	results
The review included 3 randomized controlled trials. 
The MOSAIC trial and NSABP C-07 study consid-
ered the addition of oxaliplatin to adjuvant treatment, 
and the X-ACT study compared oral capecitabine with 
bolus 5-FU/LV alone. The evidence indicated that in pa-
tients with Stage III colon cancer, oxaliplatin combined 
with an infusional de Gramont schedule of 5-FU/LV 
(FOLFOX4) was more effective in preventing and  
delaying disease recurrence than infusional 5-FU/LV 
alone (de Gramont regimen). Serious adverse events and 
treatment discontinuations due to toxicity were more 
evident with oxaliplatin-based regimens (FOLFOX4 
and FLOX) than infusional or bolus 5-FU/LV alone 
(de Gramont and Roswell Park). Oral capecitabine was 
at least equivalent in disease-free survival to the bolus 
Mayo Clinic 5-FU/LV regimen for patients with resect-
ed Stage III colon cancer. Capecitabine was superior 
to the Mayo Clinic 5-FU/LV regimen regarding safety 
and tolerability, but other less toxic 5-FU/LV regimens 
were not compared. Cost-effectiveness analysis indicat-
ed that capecitabine was dominating and saved about 
GBP 3320 per patient compared to the Mayo Clinic 
5-FU/LV regimen, while adding 0.98 quality-adjusted 
life years (QALYs) over a 50-year model time horizon. 
Oxaliplatin combined with 5-FU/LV (FOLFOX4) is 
estimated to cost an additional GBP 2970 per QALY 
gained compared to the de Gramont 5-FU/LV regi-
men and demonstrated superior survival outcomes at 
marginal costs. Uncertainty analysis suggests that both 
interventions may be cost effective at thresholds of GBP 
20 000 and GBP 30 000. Indirect comparison suggests 

that use of FOLFOX4 in place of the Mayo Clinic  
5-FU/LV regimen would cost an additional GBP 5777  
per QALY gained. An incremental cost-effectiveness 
ratio (ICER) is estimated to be about GBP 13 000 per 
QALY gained from treatment with FOLFOX4 compared 
to capecitabine. If the Mayo Clinic and de Gramont 
5-FU/LV regimens are assumed to be equivalent in 
effectiveness, the ICER of FOLFOX4 in comparison 
with capecitabine may be greater than GBP 30 000 per 
QALY.

Recommendations
The evidence suggests that both capecitabine and FOL- 
FOX4 are clinically effective and likely to be considered 
cost effective in comparison with 5-FU/LV regimens 
(Mayo Clinic and de Gramont schedules).

Methods
The search included 10 electronic databases (incep-
tion to January 2005) supplemented by hand searching 
relevant articles, sponsor and other submissions of evid- 
ence to the National Institute of Health and Clinical 
Excellence, and conference proceedings. A systematic 
review and meta-analysis of clinical efficacy evidence 
and cost-effectiveness review and economic modeling 
was undertaken. A new model was developed to assess 
the costs of the alternative treatments, the differential 
mean survival duration, and the impact on health- 
related quality of life. Probabilistic sensitivity analysis 
addressed the likelihood that each of the interventions 
was optimal.

Further	research/reviews	required
Further research is suggested into the effectiveness, 
tolerability, patient acceptability, and costs of different 
oxaliplatin/fluoropyrimidine schedules in the adjuvant 
setting; effects of treatment duration on efficacy, adverse 
events, resource data collection, and reporting; sub-
groups benefiting most from adjuvant chemotherapy; 
and methods of estimating mean survival.
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