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Background

Rechallenge with anti-EGFR agents is a promising strategy in mCRC to prolong the continuum of care of RAS/BRAF wild-type (wt) mCRC
patients (pts). ctDNA profiling before rechallenge enables molecular selection by excluding molecular alterations of acquired resistance.

Methods

CITRIC trial is a multicentre, randomized, phase II trial that enrolled RAS wt mCRC, with benefit from 1L anti-EGFR containing regimen, a
second anti-EGFR-free line, and RAS, BRAF and EGFR ectodomain (ECD) wt in ctDNA at molecular screening before 3L. ctDNA was analysed
using the Oncomine™ Colon cfDNA Assay. Pts were randomized 1:1 to cetuximab (CET) + irinotecan (IRI) (Arm A) vs investigator’s choice
(IC) excluding anti-EGFR agents (Arm B). Primary endpoint was ORR per RECIST v1.1; secondary endpoints: DCR, PFS, OS, and safety;
exploratory endpoint: extended ctDNA analysis with MSK ACCESS.

Results

Between August 15 2020 and February 5 2024, 114 pts were molecularly screened by ctDNA. RAS/BRAF/EGFR-ECD mutations were detected
in 28 pts (25%). 58 pts were randomized to CET+IRI (N=31) or IC (N=27). IC included FTD TPI + bevacizumab (BEV) (N=7); FTD TPI (N=8);
fluoropyrimidine +/- BEV (N=11); regorafenib (N=1). Pts characteristics were balanced between arms. Efficacy endpoints are shown in the
table. Adverse events occurred with the expected frequency and grade in both treatment arms. Adhoc analysis by treatment arms showed
statistically significant higher DCR (77% vs 57% vs 40%; p<0.05) and PFS (4.8m vs 3m vs 2.2m; p=0.02) with CET+IRI vs FTD TPI + BEV vs
other. ctDNA hyperselection discriminated for PFS in pts treated with CET+IRI (negative 4.9m vs positive 2.8m), but not in IC arm
(p=0.01).Table: LBA33

Cetuximab + irinotecan Arm A;
N=31

Investigator's choice Arm B;
N=27

Overall response rate, No (%) 95%
CI 3 (10) 2.7-23.7 1 (3.7) 0.2-16.4 p=0.6

Disease control rate, No (%) 95% CI 24 (77) 61.7-88.9 12 (44) 28.1-61.8 p=0.01



mPFS, months 4.8 2.7
HR, 0.6; 95%CI, 0.35-1.03
p=0.06

mOS, months 11.4 7.4 HR, 0.8; 95% CI, 0.44-1.57 p=0.6

Cetuximab + irinotecan Arm A;
N=31

Investigator's choice Arm B;
N=27

Crossover rates after trial treatment discontinuation were 82.3% in Arm A (14/17) and 68.8% in Arm B (11/16); data cutoff: July 18, 2025;
median follow up: 8.7 months.

Conclusions

In ctDNA molecularly selected pts, rechallenge with CET+IRI demonstrated clinically meaningful increase in efficacy compared to IC.
Hyperselection panel helps refining treatment selection and may be considered in future rechallenge strategies.
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