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Background

Patients (pts) with high-risk stage Ill colon cancer have poor outcomes, with a 3-year disease-free survival (DFS) of approximately 65%,
highlighting an unmet need. The IDEA collaboration established 6 months of oxaliplatin-containing doublet chemotherapy as the standard
in this subgroup. These findings provide a strong rationale for evaluating intensified adjuvant strategies such as mFOLFIRINOX in high-risk
pts.

Methods

From May 2017 to June 2023, in this academic phase Ill trial (PRODIGE for France, CCTG for Canada and GONO for Italy), 795 pts with RO-
resected pT4 and or N2 colon adenocarcinoma were randomized 1:1 to mFOLFIRINOX (oxaliplatin 85 mg/m2, leucovorin 400 mg/m?,
irinotecan 180 mg/m2, and 5-FU 2.4 g/m? over 46 h) or mFOLFOX6 (oxaliplatin 85 mg/m?, leucovorin 400 mg/m2, 5-FU bolus 400 mg/m?

followed by 5-FU 2.4 g/m? over 46 h) every 2 weeks for 12 cycles. Pts were followed for 5 years after completion of adjuvant chemotherapy.
The primary endpoint was 3-year DFS, analysed in the intent-to-treat population.

Results

Overall, 398 pts were allocated to mFOLFIRINOX and 397 to mFOLFOX6. Median age was 59 (19-75); 39.7% were female, 52.8% had pT4
disease, 72.2% pN2 disease, and 25.3% both pT4 and pN2. At a median follow-up of 55 months (I1QR, 42.6-65.9), 284 DFS events had
occurred, 146 with mFOLFIRINOX and 138 with mFOLFOX6. Three-year DFS was 65.6% versus 66.3% (HR 1.07, 95% Cl 0.84-1.36; p=0.61)
and 3-year Overall Survival (0S) was 91.2% versus 86.7% (HR 0.85, 95% CI 0.61-1.21; p=0.37) for mFOLFIRINOX versus mFOLFOX6. 0S
data remain immature. No statistically significant treatment-by-subgroup interaction was observed across prespecified subgroups. Grade
>3 adverse events occurred in 62.2% versus 62.1%. Grade >3 diarrhea (15.6% vs 3.8%) and fatigue (7.3% vs 1.8%) were more frequent
with mFOLFIRINOX, whereas grade >3 neutropenia was less frequent (18.0% vs 23.9%); G-CSF use was 37.8% versus 19.1%.

Conclusions

Among the high-risk stage Ill colon cancer, adjuvant chemotherapy intensification with mFOLFIRINOX did not improve DFS compared with
mFOLFOX6. These findings highlight the need for novel adjuvant strategies beyond empirical intensification based on TNM stage alone.
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