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A randomised phase III multicenter trial comparing irinotecan in combination with either the Nordic bolus 5FU and folinic acid (5FU/FA) schedule (FLIRI) or the bolus/infused de Gramont schedule (FOLFIRI), in patients with metastatic colorectal cancer
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Background: Irinotecan with FU/FA is an established regimen in metastatic colorectal cancer, however, with major uncertainties related to the mode of administration of FU. In the US, a weekly bolus schedule, the Saltz regimen, was used extensively, whereas in Europe, infused 5FU is preferred. We have compared irinotecan in combination with either the Nordic fortnightly 5FU/FA bolus schedule (FLIRI) or the fortnightly Lv5FU2 schedule (FOLFIRI).

Methods: Between August 2001 and March 2004, 567 previously untreated patients with metastatic colorectal cancer at 27 centres in the Nordic countries were randomized to either FLIRI (irinotecan 180 mg/m2 day 1, 5FU 500 mg/m2 bolus iv day 1, 2, FA 60 mg/m2 day 1,2) or FOLFIRI (irinotecan 180 mg/m2 day 1, FA 200 mg/m2 day 1, 2, 5FU bolus 400 mg/m2 day 1, 2 and infused 5FU 1200 mg/m2 per 48 hour). The dose of irinotecan, found in a preceding phase II study with the Nordic schedule (210 mg/m2) was lowered after the first 100 randomized patients to 180 mg/m2 because of a slight excess of toxicity (any grade 3-4, 49 vs 38 instances, 60 day mortality 3 vs 2) and concerns seen using the Saltz regimen in two American trials. The primary endpoint was progression-free survival with the aim to show non-inferiority (at the most 20% worse or from median 6.7 to 5.4 months,  = 0.05, 1   = 0.80).

Results: Patient characteristics were well balanced between groups. In the entire patient material, including the first 100 patients, toxicity did not differ between groups (grade 3/4 nausea/vomiting 20 vs 37, diarrhea 23 vs 31, neutropenia 19 vs 8, fever 11 vs 14). The 60 day mortality was 2.4% vs 2.3% (6 patients each in both groups). The primary endpoint, time to progression, did not differ between groups (median 9.1 months in both groups, p = 0.34).

Conclusions: Irinotecan with the bolus FU/FA Nordic schedule (FLIRI) is a convenient treatment with efficacy and toxicity comparable to the `infused' FOLFIRI regimen. Response rates and overall survival will be presented at the meeting.
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