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KEY CHALLENGES IN THE MANAGEMENT OF REFRACTORY mCRC
How the clinical context has changed



Nassau, Int J Cancer 2025 
Rossini et al, Eur J Canc 2022

THE FUNNEL EFFECT OF EFFICACY

A notable attrition rate across subsequent lines of therapy is observed, underscoring the importance of selecting the most 
effective upfront treatment and carefully planning the therapeutic sequence to optimize outcomes in mCRC management.



THIRD-LINE TREATMENT AND BEYOND IN mCRC: WHAT WE HAVE?
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al. NEJM 2019; Sartore-Bianchi A et al. ESMO Open 2020; Doebele RC et al. Lancet Oncol 2020; Andre T et al. NEJM 2020; Siena S et al. Lancet Oncol 2021; Sartore-bianche A et al. Nature 2022;
Subbiah V et al. Lancet Oncol 2022; Gupta R et al. JCO Precis Oncol 2022; Dasari et al. The Lancet 2023; Prager GW et al. NEJM 2023; Stricklet JH et al. The Lancet 2023; Fakih MG et al. NEJM 2023;
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CLINICAL PRACTICE ESMO GUIDELINES
Molecularly guided targeted therapy



Biomarkers considered in ESMO Guidelines

MOLECULAR LANDSCAPE OF mCRC

Adapted from Cremolini C, ESMO Congress 2023; Ciraci P et al. Nat Rev Clin Oncol 2024; Eng C et al. The Lancet 2024

Molecular biomarkers in mCRC

The sooner the better

Window of opportunity



CLINICAL PRACTICE ESMO GUIDELINES
RAS-Mutant (non-G12C) mCRC



M. Fakih et al. ESMO Open 2024

KEY RESULTS FROM THE MAIN TRIALS IN REFRACTORY mCRC
What are the clinically meaningful outcomes?



BRAFV600E, HER2, KRASG12C, 
MSI-H, NTRK, RET, POLE/POLD…

Mached therapy

Adapted from Ciraci P et al. Nat Rev Clin Oncol 2024.

ALGORITHM FOR SELECTION OF LATE-LINE TREATMENT IN PATIENTS 
WITH mCRC

Could these patients benefit from oxaliplatin retreatment/rechallenge?



Catani G, Salva F et al. ESMO Gastrointestinal Oncology 2025

RETREATMENT WITH OXALIPLATIN-BASED REGIMENS IN REFRACTORY mCRC
VH Experience

Among 735 patients in 3L/4L, 102 (14%) received oxaliplatin retreatment (69% in 3L; 31% in 4L)

OXL retreatment may benefit selected patients -> Optimal sequencing remains undefined and influenced by access to alternative agents



CLINICAL PRACTICE ESMO GUIDELINES
RAS Wild-Type mCRC



mPFS: 4.0 months (95% CI, 3.2-4.7 months) mOS: 13.1 months (95% CI, 9.5-16.7 months)

ANTI-EGFR RECHALLENGE EFFICACY IN RAS-WT mCRC BEFORE 2025
Pooled analysis (CAVE, VELO, CRICKET, and CHRONOS)

Ciardello D, et al. JAMA Network Open 2024



TAS-102 + BEV Vs. ANTI-EGFR RECHALLENGE IN RAS WT mCRC

TAS102 + Bev Anti-EGFR 
rechallenge

It is essential to prioritize and consider the patient's autonomy and preferences as a critical aspect of decision-making

• Previous severe skin toxicity (anti-EGFR therapy).

• Need to extend the anti-EGFR-free interval.

• No need to prioritize objective response rate.

• History of gastrointestinal toxicities.

• Easy administration. 

• Previous benefit from anti-EGFR therapy.

• Long anti-EGFR-free interval.

• Need to prioritize objective response rate (ORR).

• History of hematological toxicities.

• Contraindication to anti-VEGF therapy.



KEY RESULTS FROM RANDOMIZED TRIALS IN REFRACTORY RAS WT mCRC

ORR (%)mPFS (months)mOS (months)Patients (n)TreatmentPhaseTrial*

26.7 vs. 11.95.8 vs. 4.6
HR 0.86 (p=0.54)

17.6 vs. 15.1
HR 0.77 (p=0.005)45 vs. 42(FOLF)IRI-Cetuximab vs. 

Investigator ChoicePhase IIIFIRE41

(n=87)

9.7 vs. 3.74.64 vs. 2
HR 0.6 (p=0.1)

11.3 vs. 7.3
HR 0.8 (p=0.6)31 vs. 27Irinotecan-cetuximab vs. 

Investigator ChoicePhase IICITRIC2

(n=58)

16->0 vs. 2->184.2->2.7 vs. 2.4->3.9
(p=0.103) & (p=0.019)

11.6 vs. 11.7
HR 1.13 (p=0.44)106 vs. 107Panitumumab->Regorfenib Vs. 

Regorafenib->PanitumumabPhase IIPARERE3

(n= 213)

1. Grothey A et al. The Lancet 2013; 2. Montagut C et al. ESMO Congress 2025; 3. Germani MM et al. ESMO Congress 2025
*Ducreux M. ESMO Congress 2025 

*The majority of ongoing studies do not incorporate TAS102 + Bevacizumab as a standard-of-care comparator arm.

Proposed sequence for RAS wt refractory mCRC*



Ducreux M. ESMO Congress 2025
Mascaró P et al. ESMO Congress 2025

CRITICAL ASPECTS TO CLARIFY IN THE MANAGEMENT OF RAS WT
REFRACTORY mCRC

How to Hyper-Select Patients The Role of Relative MAF



TAKE HOME MESSAGES

• Refractory mCRC is now a biologically stratified, treatment-rich setting rather than a therapeutic endpoint

• Molecular subgroups (RASwt, BRAF, HER2, KRASG12C) define divergent therapeutic pathways with distinct

clinical implications

• Biomarker-driven selection is essential to optimize benefit, requiring dynamic molecular assessment and

precise patient stratification
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