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OBJECTIVES
Primary Objective
The primary endpoints are RFS (recurrence-free survival) and duration of survival. The primary
objective of the trial is to investigate whether Tomudex is equivalent to bolus 5-FU+LV with respect to
recurrence-free survival (RFS) and duration of survival, in patients with Dukes’ Stage C colon cancer,
who have had a curative resection within the last 56 days.
Secondary Objectives
The secondary objective of the trial is to compare the safety profiles of Tomudex and 5-FU + LV and to
explore the effect of different doses of 5-FU on toxicity.
However, because the trial was terminated prematurely, the effect of dosing of 5-FU in relation to
treatment toxicity was not analyzed and this secondary objective is thus not presented in the present
report.

METHODS
Study Design
This trial is a randomized parallel group multicentre international intergroup phase III trial.
Treatment regimen
Patients will be randomized between either of:
Standard arm:
Leucovorin 20 mg/m² i.v. bolus, followed by 5-fluorouracil 425 (or 370) mg/m² i.v.
bolus Both drugs given on days 1 to 5, repeated on day 29 to 33 and so on for 6
cycles (24 weeks). Day 1 to day 28 is one cycle.
Experimental arm:
Tomudex 3.0 mg/m² 15 minutes i.v. infusion given on day 1, repeated on day 22 for 8
cycles (24 weeks). Day 1 to 21 is one cycle.
Stratification for: Institution
Primary endpoints: RFS and duration of survival
Secondary endpoints: Safety
Sample Size
Both primary endpoints have been used for the calculation of sample size. Assuming the 5-year
survival for Dukes’ C patients in the control arm (5-FU + LV arm) to be 67% (Wolmark et al., 1993),
Tomudex will be judged to be equivalent (not inferior) if the relative risk of death for patients on
Tomudex was significantly less than 1.25 using a one-sided hypothesis test at the 0.05 level of
significance (i.e. the upper one-sided 95% confidence limit for the hazard ratio must be less than 1.25).
This corresponds to a 5-year survival for the Tomudex arm significantly greater than 60.62%. Based
on a one-sided power of 90%, a total of 703 deaths are needed before performing the final analysis. If
we further assume 2 years of recruitment and 3 more years of follow-up, a total of 2514 patients
should be randomized between the 2 arms. This number will be further increased by 10% for any
possible loss to follow-up. This adds up to a total of 2765 Dukes’ C patients to be randomized.
For RFS, the same number of events, that is, 703 recurrences or deaths whichever occurs first, will be
sufficient to test the equivalence (non-inferiority) of Tomudex to bolus LV-modulated 5-FU with respect
to RFS. The same definition of equivalence will be used, that is, a hazard ratio significantly less than
1.25 using a one-sided hypothesis test at the 0.05 level of significance and a power of 90%. This
analysis will be performed when these 703 events are reported. Assuming the 3-year RFS estimates in
the control arm to be 67% (Wolmark et al., 1993), these 703 events are expected to be observed
approximately one and half years after closing the trial to patient entry, assuming a 2-year recruitment
period.

Target patient population
All randomized patients will be analyzed in the arm to which they were allocated by randomization.
All patients who are eligible, randomized before or on January 15, 1999 and have started the allocated
treatment (at least one dose of study drug) are included in the primary analysis of the study (RFS and
duration of survival). The patients who joined the trial after January 15. 1999 are excluded from this
population to guarantee that all patients included had completed treatment by July 16. 1999, when the
trial was prematurely closed.
A patient will be considered Eligible if he/she did not have any major deviation from the study selection
criteria as listed in the protocol chapter 3.
Among the eligibility criteria, the patients are required to have a Dukes’ Stage C colon cancer with a
curative resection within the last 56 days.

Duration of treatment

Criteria for evaluation
Efficacy Endpoints
Recurrence-free survival is the time from randomization to recurrence or death, whichever occurs first.
Patients without the event of interest are censored at the time of most recent follow-up visit.
Recurrence-free survival duration is therefore the number of days elapsed between the day or
randomization and the minimum of the date of recurrence, the date of death or most recent follow-up
visit.
Duration of survival is the time from randomization to death. Patients without the event of interest are
censored at the time of most recent follow-up visit. Overall survival duration is therefore the number of
days elapsed between the day of randomization and the minimum of the date of death or most recent
follow-up visit.
Safety
All patients that received at least one dose of assigned chemotherapy will be evaluable for safety of
the treatment, irrespective of eligibility. Patients who received CTs that differed from those assigned
according to randomization schedule will be excluded from entire safety analyses with explanations.
They will be described separately.

Patient population

Results
The trial data provided a median follow-up of 4 years up to the cut-off date of July 16, 2003 on all
patients in the intent-to-treat population.
The data analysis reflected the trial history, with a per protocol population that excluded the patients
who may not have finished the complete treatment (lasting 6 months in theory) by the date when the
trial was prematurely terminated.
The results indicated that there were differences in side effects between the two groups, but the
toxicity observed is consistent with published results: the hematological and gastrointestinal toxicity
was higher in the 5FU/LV arm whereas liver toxicity (transaminases) was higher in the Tomudex
group. The number of fatal serious adverse events was also higher in the Tomudex arm (20 vs 8), but
did not relate to significant survival deficit for the Tomudex arm. Indeed, with 5% risk of a false positive
conclusion, the results are within the boundary of non inferiority for overall survival.
The efficacy results in the per protocol population however show that Tomudex is not equivalent to
5FU-LV as regards recurrence-free survival.
The possibility of cross-over to other drugs after trial closure, especially in the ITT population, may
artificially inflate the risk of erroneously claiming non inferiority.

As with any comprehensive clinical trial programme, individual studies may include both approved and
non-approved treatment regimens, including doses higher than those approved for clinical use. Before
prescribing Tomudex™ (Raltitrexed), Healthcare Professionals should view their specific country
information.

