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The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 
ADVICE: following a full submission 
 
Capecitabine (Xeloda®) is accepted for use within NHS Scotland for the adjuvant treatment 
of patients following surgery for Stage III (Dukes’ C stage) colon cancer. Oral capecitabine 
appears to be as least as effective as standard IV 5FU/FA chemotherapy with the 
convenience of oral administration. It should only be prescribed by oncologists. 
 
It is more expensive than IV chemotherapy regimens. However, its use may allow changes to 
service delivery that have individual patient or organisational benefits.  
 
 
Overleaf is the detailed advice on this product.  
 
 
 
Chairman,  
Scottish Medicines Consortium 
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Capecitabine 150 and 500mg 
tablets 

(Xeloda®) 
 
 
 
 
Licensed indication under review   
For the adjuvant treatment of patients following surgery for Stage III (Dukes’ C stage) colon 
cancer  
 
Dosing information under review  
21 day cycle of treatment: 1250mg/m2 twice daily for 14 days then 7 days without treatment 
 
UK launch date 
May 2005 
 
Comparator medications 
5- fluorouracil plus folinic acid; oxaliplatin in combination with 5-fluorouracil and folinic acid  
 
Cost per treatment period and relevant comparators 
Doses have been calculated using a body surface area (BSA) of 1.8m2 and costs taken from 
MIMS April 2005 and the BNF 49 March 2005.  
 

 

Drug Dose Cost of one 
cycle 

Cost of a full 
course of 
treatment 

Capecitabine 1250mg/m2 twice daily for 14 days 
of a 21 day cycle for 8 cycles 

£311 £2490 

5-Fluorouracil (FU) 
plus folinic acid (FA) 

425mg/m2 5-FU plus 20mg/m2 FA for 
5 days in a 28 day cycle for 6 cycles 
or 370mg/m2 5-FU plus 25mg FA  
weekly for 30 cycles 

£161 
 

£14 

£966 
 

£427 

 

Summary of evidence on comparative efficacy 
 
Capecitabine is a pro-drug that undergoes a three step enzymatic conversion to fluorouracil 
(FU). The initial metabolism takes place in the liver but the final conversion to 5-FU occurs at 
the tumour site. Fluorouracil acts by inhibiting thymidylate synthase which is the rate-limiting 
enzyme in pyrimidine nucleotide synthesis thus inhibiting DNA synthesis. 
 
Capecitabine has been licensed since 2001 for first line monotherapy of metastatic colorectal 
cancer. This new licence extension is for use in the adjuvant setting after complete resection 
of Dukes C colon cancer, which includes any primary tumour stage with positive lymph 
nodes.   
 
In a randomised open-label comparison, 1987 patients with histologically confirmed Dukes C 
colon cancer (which had been surgically resected leaving no macroscopic or microscopic 
evidence of residual disease) were randomised equally to oral capecitabine (1250 mg/m2 
twice daily on days 1-14 every 21 days for 8 cycles over 24 weeks) or IV 5-FU plus folinic 
acid (FA) (425 mg/m2 plus 20 mg/m2 daily on days 1-5 every 28 days for six cycles over 24 
weeks; the Mayo clinic regimen). Randomisation took place at a median of 40 days after 
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surgery in both arms of the study. The aim of the study was to show that capecitabine was at 
least equivalent to 5-FU/FA in achieving the primary end-point of disease-free survival 
defined as the number of days between randomisation and the first time when a relapse, new 
occurrence of colorectal cancer or death was recorded or the last date the patient was known 
to be disease-free. This endpoint has been shown to be predictive of overall survival benefit. 
To provide 80% power for at least equivalence (with a margin of 1.25), the primary analysis 
was to be performed after 632 events had occurred in the per-protocol population. 
Secondary efficacy end-points included overall survival, relapse-free survival, quality of life 
and treatment toxicity. Patients were formally assessed for disease status every six months 
for two years and annually, thereafter. The median follow up was 3.8 years.  For the primary 
endpoint, capecitabine provided equivalent disease-free survival to standard IV adjuvant 
chemotherapy with 5-FU/FA in all analysed populations. The upper limit of the 95% 
confidence interval of the hazard ratio was below 1.25 in all cases. For the secondary 
endpoints of relapse-free survival, capecitabine was superior to 5-FU/FA in the randomised 
population (p=0.041) and for overall survival capecitabine was equivalent to 5-FU/FA with the 
upper limit of the 95% confidence intervals of the hazard ratios ≤ 1.10. 
  
Three year disease-free, relapse-free and overall survival favoured the capecitabine-treated 
patients in both the randomised and per protocol populations. The percentage survival in the 
randomised population was 64.2% vs 60.6% for disease free survival, 65.5% vs 61.9% for 
relapse free survival and 81.3% vs 77.7% for overall survival for capecitabine vs 5-FU/FA, 
respectively.  Results for the whole population were maintained in patients ≥ 70 years. 
 

Summary of evidence on comparative safety 
 
No new safety concerns emerged during the trial of adjuvant therapy with capecitabine. Its 
safety profile was consistent with that known previously.  As capecitabine is converted to 5-
FU its toxicity profile is qualitatively similar although quantitatively different. The incidence of 
serious adverse events in both treatment groups was similar (capecitabine 18% versus 5-
FU/FA 19%) with three treatment-related deaths in the capecitabine arm and four in the 5-
FU/FA arm. Diarrhoea, nausea and vomiting, stomatitis and alopecia were significantly more 
common in 5-FU/FA patients but hand and foot syndrome was significantly more common in 
capecitabine patients (p<0.0001).   There were more withdrawals due to adverse effects in 
the capecitabine group (11%) than in the 5-FU/FA group (8%) with 32 withdrawals due to 
hand and foot syndrome in the capecitabine group compared with four in the 5-FU/FA group 
and six withdrawals due to stomatitis in the capecitabine group compared with 16 in the 5-
FU/FA group. Grade 3 or 4 neutropenia was significantly less common in the capecitabine 
arm compared with the 5 - FU/FA arm while grade 3 and 4 hyperbilirubinaemia was more 
common with capecitabine.  
 

Summary of clinical effectiveness issues 
 
Dukes C colon cancer can be cured by resection alone in a substantial proportion of patients 
and a large number will survive five years or more regardless of whether they receive 
adjuvant therapy. However, most patients are offered adjuvant chemotherapy and therefore it 
is important that patients are able to make an informed decision based on the known 
potential benefits in stage C disease, coupled with knowledge of the potential side-effects. A 
number of trials using different 5-FU/FA regimens have shown that adjuvant treatment after 
resection of Duke’s C colon cancer is beneficial in terms of disease free and overall survival. 
As well as the perceived benefits in convenience, including reduced hospital visits and not 
requiring IV access the company has cited the more tolerable adverse event profile of 
capecitabine over 5-FU/FA therapy. In the one trial in the adjuvant setting, capecitabine was 
compared with the Mayo clinic regimen of 5-FU/FA with a given five days every 28 days; 
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however alternative regimens including a weekly regimen of 5-FU/FA and infusion using the 
de Gramont regimen have been shown to be as effective as the Mayo clinic regimen but 
better tolerated. It is not possible to assess whether, if capecitabine was compared with 
these regimens, the tolerability advantage of capecitabine would still be maintained. 
 

Summary of comparative health economic evidence 
 
The manufacturer submitted a cost-utility analysis that was based on extrapolation from the 
main randomised control trial.  The submission suggests that capecitabine dominates the 
alternative chemotherpy regimens used in Scotland (i.e. it saves resources and yields more 
QALYs). 
 
The study was well-designed and was notable for the range of comparators used (four 
different 5-FU/FA regimens).  The justification for not using a Markov model was unclear but 
it is not obvious that this decision introduced significant bias. The analysis had the advantage 
of being based on a well-designed randomised control trial, and used literature values to 
convert this into QALYs.  While the extrapolation method was clearly stated, the details of 
how it was put into practice were not and it is not clear how this extrapolation was carried 
out. The costs of delivering the chemotherapy regimens were detailed and clearly set out.  
The longer-term costs are less clearly described but play a smaller role in the final result. The 
submission included an extensive sensitivity analysis that showed the capecitabine 
continued to be cost saving under a range of circumstances. 
 
The finding that capecitabine frees up resources and leads to better outcomes seems to be 
robust and the economic case is demonstrated. 
 

Budget Impact 

 
The manufacturer estimated that there will be 654 newly diagnosed cases of colon cancer 
each year at stage C.  They estimate an impact on the drug budget of £1.6m offset by 5 
FU/FA savings of 0.3M. The manufacturer’s figures are based on all patients switching, 
which based on experts responses seems plausible.  
 
The manufacturer also provides figures suggesting savings on hospital costs (including 
disposables such as syringe, cannulae, etc) from switching from 5FU/FA to capecitabine 
would be £273k per annum. This does not include resources released such as bed days or 
clinic slots.  
 
Finally, a survey of UK oncologists suggests only 73% of patients are currently treated and 
there may be some patients who are not currently given chemotherapy but would be offered 
capecitabine. Although it has not been possible to quantify this situation, it will result in a 
reduction in the overall projected savings.  
 
In summary there will be some savings, or release of funds, in the hospital budget but an 
increase to the drug budget of at least £1.3 M.  
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Guidelines and protocols 
 
Adjuvant therapy is recommended in a number of guidelines in colorectal cancer including 
the National Institute of Clinical Excellence (NICE) Improving Outcomes in Colorectal Cancer 
– Manual Update plus an appraisal in development Colorectal Cancer (adjuvant) - oxaliplatin 
and capecitabine (expected date of issue May 2006), Scottish Intercollegiate Guideline 
Network (SIGN) No.67 Management of Colorectal Cancer and Guidelines for the 
Management of Colorectal Cancer 2001 issued by the Asssociation of Coloproctology of 
Great Britain and Ireland. 
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Advice context: 

 
No part of this advice may be used without the whole of the advice quoted in full.  

 
This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 
Tuesday 17 June 2005. 
 
Drug prices are those available at the time the papers were issued to SMC for consideration.   
 
The undernoted references were supplied with the submission.  Those shaded grey are 
additional to those supplied with the submission. 
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