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Assessment of Therapeutic Effectiveness 

Management 

Treatment 

CLINICAL SPECIALTY 

Gastroenterology 

Oncology 

INTENDED USERS 

Physicians 

GUIDELINE OBJECTIVE(S) 

To make recommendations on the use of raltitrexed (Tomudex) in the 

management of metastatic colorectal cancer 

TARGET POPULATION 

Adult patients with metastatic colorectal cancer for whom chemotherapy is 
indicated 

INTERVENTIONS AND PRACTICES CONSIDERED 

Raltitrexed (Tomudex) 

MAJOR OUTCOMES CONSIDERED 

 Survival 

 Progression-free survival 

 Response rate 

 Toxicity 

 Symptom improvement 
 Quality of life 

METHODOLOGY 

METHODS USED TO COLLECT/SELECT EVIDENCE 

Hand-searches of Published Literature (Primary Sources) 

Hand-searches of Published Literature (Secondary Sources) 
Searches of Electronic Databases 

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE 

1998 Guideline 

A MEDLINE, CANCERLIT and Cochrane Library (1997, Issue 4) search was done 

from January 1988 to April 1998 using the terms "colorectal cancer," "colon 
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neoplasms," "rectal neoplasms," "randomized controlled trials," "raltitrexed" and 

"Tomudex." Information provided by Zeneca Inc. was also used. The current 

report, however, relies mostly on clinical trials which have been published either 

in full or abstract form. The Physicians Data Query (PDQ) database was searched 

to find ongoing trials (both those that are actively accruing patients and those 
that have recently closed). 

2005 Update 

Entries to MEDLINE (through to January (week 4) 2005), EMBASE (1996 through 

week 6, 2005), CANCERLIT (through to October 2002), and Cochrane Library 

(through to Issue 4, 2004) databases and abstracts published in the proceedings 

of the 1999 through 2002 annual meetings of the American Society of Clinical 

Oncology have been searched for evidence relevant to this practice guideline. The 

National Cancer Institute (NCI) database of ongoing clinical trials 

(http://www.cancer.gov/search/clinical_trials/) was also searched for listings of 

relevant open trials. The most recent literature search was performed on February 
10, 2005. 

Inclusion Criteria 

Articles were selected for inclusion in the systematic review of the evidence if they 

met the following criteria: 

1. Studies that included patients with metastatic colorectal cancer in which 

raltitrexed was used and in which at least one outcome of interest (survival, 

progression-free survival, response rate, toxicity, symptom improvement and 

quality of life) was reported. 

2. Randomized controlled trials were of primary interest but phase II studies 
were also retrieved. 

NUMBER OF SOURCE DOCUMENTS 

1998 Guideline 

Three randomized controlled trials (RCTs) and one phase II study were reviewed. 

2005 Update 

Since the release of the guideline, two abstracts cited in the original guideline 

have been published in full, and one new randomized trial has been reported in 

abstract form. Three phase II studies, reported in abstract form only, have also 

been obtained. 

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE 

EVIDENCE 

Expert Consensus (Committee) 

RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE 

http://www.cancer.gov/search/clinical_trials/
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Not applicable 

METHODS USED TO ANALYZE THE EVIDENCE 

Meta-Analysis of Randomized Controlled Trials 
Systematic Review with Evidence Tables 

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE 

1998 Guideline 

Data on survival time were not available to allow pooling using standard meta-

analysis. Therefore, the median survival times of the patients in raltitrexed and 5 

fluorouracil/leucovorin (5-FU/LV) treatment arms of the randomized controlled 

trials were pooled separately and weighted according to size of the treatment 
arms using the following formula: 

weighted median survival = [m1n1+m2n2+m3n3]/N 

where: 

m=median survival within a treatment within a trial, 

n=number of subjects within a treatment within a trial, 

N=number of subjects within a treatment across trials. 

Median survival times reported in the papers and abstracts were used. To 

estimate the overall effect on response rate of raltitrexed compared with 5-FU/LV, 

the results of the randomized trials were pooled using Metaanalyst0.988 software 

provided by Dr. Joseph Lau, Tufts New England Medical Center, Boston, MA. 

Results were expressed as odds ratios (with 95% confidence intervals [CI]) such 

that estimates <1.0 favor 5-FU/LV and >1.0 favor raltitrexed. Data were analyzed 
using the random effects model. 

2005 Update 

Survival data from one randomized controlled trial were added to the pooled 

analysis of response rates. The pooled median survival rates were also 
recalculated using the updated data. 

METHODS USED TO FORMULATE THE RECOMMENDATIONS 

Expert Consensus 

DESCRIPTION OF METHODS USED TO FORMULATE THE 
RECOMMENDATIONS 

The Gastrointestinal Cancer Disease Site Group was most interested in addressing 

the observed inferior outcome with raltitrexed in one trial. Note was made of the 



5 of 10 

 

 

fact that only one of the three studies showed a significant difference that was not 

in favor of raltitrexed. To address this, the results of the three randomized 

controlled trials (RCTs) were pooled. There was general agreement that raltitrexed 

appears to be as effective as 5-fluorouracil plus leucovorin (5-FU/LV) but is 
associated with lower rates of stomatitis and leukopenia. 

Results of a Canadian cost-comparison study were reviewed. See the "Cost 
Analysis" field. 

The Gastrointestinal Cancer Disease Site Group felt that raltitrexed is a safe and 

convenient alternative to 5-FU/LV in the treatment of symptomatic metastatic 

colorectal cancer. The use of raltitrexed should be considered where there are 

concerns about toxicity with standard 5-FU/LV, such as in older patients and 

females. Its use may also be preferred where the greater ease of administration is 

an advantage, such as for patients living a long distance from a treatment facility. 

Because of its convenient scheduling, raltitrexed may allow for more efficient use 
of institutional resources. 

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS 

Not applicable 

COST ANALYSIS 

Results of a Canadian cost-comparison study were reviewed. This was a 

retrospective study of 60 patients from six institutions who participated in the 

North American trial. Patients were evaluated for pharmacy, nursing, physician 

and hospital costs. Overall health care costs were similar for patients treated with 

raltitrexed or 5-fluorouracil plus leucovorin (5-FU/LV). The higher drug acquisition 

costs of raltitrexed were offset by lower administration costs (pharmacy time and 

nursing administration time). In addition, there were lower hospitalization rates 

for patients treated with raltitrexed. Costs incurred directly by patients were 
significantly lower with raltitrexed. 

METHOD OF GUIDELINE VALIDATION 

External Peer Review 
Internal Peer Review 

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION 

The following describes the external review activities undertaken for the original 

guideline report. 

Practitioner feedback was obtained through a mailed survey of 63 practitioners in 

Ontario. The survey consisted of items evaluating the methods, results and 

interpretive summary used to inform the draft recommendations and whether the 

draft recommendations should be approved as a practice guideline. Written 

comments were invited. Follow-up reminders were sent at two weeks (post card) 

and four weeks (complete package mailed again). The results of the survey were 
reviewed by the Gastrointestinal Cancer Disease Site Group. 
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The final practice guideline was approved by the Gastrointestinal Cancer Disease 
Site Group and the Practice Guidelines Coordinating Committee. 

RECOMMENDATIONS 

MAJOR RECOMMENDATIONS 

 For patients with previously untreated metastatic colorectal cancer in whom 

chemotherapy is indicated, a combination of 5-fluorouracil (5-FU) plus 

leucovorin (LV) and irinotecan is now the standard treatment regimen. 

 For patients with previously untreated metastatic colorectal cancer where 

monotherapy with fluoropyrimidines or other thymidylate synthase inhibitors 

(e.g. 5-FU/LV or capecitabine) appears appropriate, it is reasonable to offer 

raltitrexed as a therapeutic option. Suitable patients would include those for 

whom toxicity from 5-FU is a concern (such as patients who are over 60 years 

in age or women), or for whom the more convenient administration schedule 

of raltitrexed is important (one visit for raltitrexed every three weeks versus 

five daily visits with 5-FU every four weeks). 

 At this time, there is insufficient evidence to make a recommendation for or 
against the use of raltitrexed in patients who progress on 5-FU/LV. 

CLINICAL ALGORITHM(S) 

None provided 

EVIDENCE SUPPORTING THE RECOMMENDATIONS 

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS 

The recommendations are supported by randomized trials and meta-analyses. 

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS 

POTENTIAL BENEFITS 

Four randomized controlled trials (RCTs) of raltitrexed compared with 5 

fluorouracil (5-FU) plus leucovorin (LV) were reviewed. Results of two trials have 

been published in full and two in abstract form. Reports of all four RCTs presented 

data on time to disease progression; three of these trials demonstrated that 

median time to disease progression was significantly shorter for raltitrexed 

compared with 5-FU/LV. The median survival times were not significantly different 

between raltitrexed and 5-FU/LV in three of the RCTs, but one trial showed that 

median survival time was significantly shorter with raltitrexed. The weighted 

median survival time from four RCTs with published survival data was 10.2 

months for raltitrexed compared with 11.2 months for 5-FU/LV. A pooled analysis 

of response rates using data from 1965 patients in four RCTs revealed an odds 

ratio of 0.95 (95% confidence interval, 0.76 to 1.19; p=0.66) demonstrating no 
significant difference in response rates between raltitrexed and 5-FU/LV. 

POTENTIAL HARMS 
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Data on toxicity from one of the randomized controlled trials (RCTs) indicate lower 

rates of leukopenia and stomatitis for raltitrexed compared with 5 fluorouracil (5-

FU). 

QUALIFYING STATEMENTS 

QUALIFYING STATEMENTS 

Care has been taken in the preparation of the information contained in this 

document. Nonetheless, any person seeking to apply or consult the practice 

guideline is expected to use independent medical judgment in the context of 

individual clinical circumstances or seek out the supervision of a qualified clinician. 

Cancer Care Ontario makes no representation or warranties of any kind 

whatsoever regarding their content or use or application and disclaims any 

responsibility for their application or use in any way. 

IMPLEMENTATION OF THE GUIDELINE 

DESCRIPTION OF IMPLEMENTATION STRATEGY 

An implementation strategy was not provided. 

IMPLEMENTATION TOOLS 

Patient Resources 

For information about availability, see the "Availability of Companion Documents" and "Patient 
Resources" fields below. 

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT 

CATEGORIES 

IOM CARE NEED 

Living with Illness 

IOM DOMAIN 

Effectiveness 

IDENTIFYING INFORMATION AND AVAILABILITY 

BIBLIOGRAPHIC SOURCE(S) 

Gastrointestinal Disease Site Group. Germond C, Maroun J, Zwaal C, Wong S. Use 

of raltitrexed (Tomudex) in the management of metastatic colorectal cancer. 

Toronto (ON): Cancer Care Ontario (CCO); 2005 Feb 10. 13 p. (Practice guideline 
report; no. 2-17). [22 references] 
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http://www.cancercare.on.ca/pdf/pebc2-17s.pdf
http://www.cancercare.on.ca/pdfmedicationinfo/Raltitrexed.pdf
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DISCLAIMER 

NGC DISCLAIMER 

The National Guideline Clearinghouse™ (NGC) does not develop, produce, 
approve, or endorse the guidelines represented on this site. 

All guidelines summarized by NGC and hosted on our site are produced under the 

auspices of medical specialty societies, relevant professional associations, public 

or private organizations, other government agencies, health care organizations or 

plans, and similar entities. 

Guidelines represented on the NGC Web site are submitted by guideline 

developers, and are screened solely to determine that they meet the NGC 

Inclusion Criteria which may be found at 
http://www.guideline.gov/about/inclusion.aspx . 

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the 

content or clinical efficacy or effectiveness of the clinical practice guidelines and 

related materials represented on this site. Moreover, the views and opinions of 

developers or authors of guidelines represented on this site do not necessarily 

state or reflect those of NGC, AHRQ, or its contractor ECRI Institute, and inclusion 

or hosting of guidelines in NGC may not be used for advertising or commercial 
endorsement purposes. 

Readers with questions regarding guideline content are directed to contact the 
guideline developer. 
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