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ABSTRACT
Background
Metastatic colorectal cancer (mCRC) most frequently occurs in elderly patients
(pts), but these are less frequently treated with chemotherapy (CT) than younger
ones. Subgroup analyses from previous trials suggested that pts between 70 and
74 years of age, who are well enough to meet eligibility requirements for phase III
trials, derive similar benefits as younger pts. We report the results of the planned
interim analysis of a phase III trial in elderly pts with mCRC receiving a 5FU-based
CT, with or without irinotecan.
Methods
Elderly pts (75+) with previously untreated mCRC were randomly assigned to
receive a 5FU-based CT, either alone (FU arms: LV5FU2 or simplified LV5FU2) or in
combination with irinotecan (IRI arms: LV5FU2-CPT11 or FOLFIRI). Stratification
criteria were: center Charlson index (0 vs 1-2 vs 3+), Karnofsky index (100 vs 9080 vs 70-60), previous adjuvant CT, sex, age (< 80 vs.  80 yrs), alkaline
phosphatases (≤ 2N vs. > 2N). Primary endpoint was progression free survival
(PFS). It was required to observe 240 progressions or deaths and to include 282
pts to demonstrate an improvement of PFS from 9 to 12 months (33% increase) in
the IRI arm with bilateral 5% type I error and a power of 80%. Secondary
endpoints were overall survival, safety, tumor response, Spitzer QOL index and
geriatric evaluation.
Results
Between 06-2003 and 08-2007, 196 pts were randomized and 142 pts with at least
8 weeks of follow-up were retained for interim analysis (FU: 75, IRI: 67). Median
age: 79.5 years [range: 74-91]. Age ≥80: FU 48%, IRI 49%. Karnofsky index 6070/80-90/100 (%) FU: 29/51/19, IRI: 25/61/10. Charlson index 0/1-2/3+ (%) FU:
48/43/7, IRI: 63/33/3. Metastatic sites FU/IRI (%): liver 77/84, lung 39/46,
peritoneum 15/18, lymph nodes 27/24. Tumoral response (best response observed
after 2 evaluations) OR/SD/PD/NE (%) FU: 18/51/25/5, IRI: 31/57/9/1. Maximal
toxicities by patients observed during cycles 1 to 4 are presented in the table.
There was no toxic death. All pts received at least one dose of chemotherapy. Pts
having received ≥75% of the CT dose during cycles 1 to 4 FU/IRI (%): bolus 5FU
81/67, continuous 5FU 80/87, irinotécan -/87.
Conclusions
A phase III trial specific to elderly patients with mCRC is feasible. Preliminary
results suggest that patients aged of 75+ years can be treated with standard CT

regimens with manageable toxicity.
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