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List of genomic alterations level
I/II/III according to ESMO- ESCAT in
metastatic colorectal cancer
(mCRC)
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Management of stage IV unresectable mCRC in first-line therapy
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Several genomic alterations beyond RAS and BRAFV600E mutations drive 
primary resistance to EGFR monoclonal antibodies in metastatic

colorectal cancer (mCRC) 

PRESSING panel: 
-HER2/MET amplifications
-ALK/ROS1/NTRK1-3/RET fusions -
-PIK3CA mutations

Ann Oncol 2017



PRESSING-2 panel: 
-NTRKs, ERBB3, NF1, MAP2K1/2/4, 
AKT2 pathogenic mutations; 
-PTEN/NF1 loss; 
-ERBB3, FGFR2, IGF1R, KRAS, ARAF, and 
AKT1-2 amplification; and 
-EGFR rearrangements. JCO Precision Oncology 2022



¿¿Puede la hiperselección molecular 
ayudar en la decisión terapéutica más allá 

de la lateralidad??
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Study Design



Co-occurring gene alterations in left- and right-
sided tumors



Number of genetic alterations ctDNA
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Subgroup analysis of overall survival by gene alteration 
in the overall population
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Survival outcomes in the left-sided population
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Survival outcomes in the right-sided population 

Subgroup N
Panitumumab

 + 
mFOLFOX6

Bevacizumab
 + 

mFOFLFOX6 
Hazard ratio (95% Cl)

Log-rank
P-value

P-value for interaction



Progression-free survival in ctDNA-analyzed 
population
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Response rates Curative resection rates



-In hyperselected patients with no gene alterations, OS tended to be longer with panitumumab than with 
bevacizumab regardless of primary tumor sidedness. 

Overall: mOS 41.3 vs 34.4 months, HR, 0.75 (95% CI: 0.62–0.92)

Left-sided: mOS 42.1 vs 35.5 months, HR, 0.76 (95% CI: 0.61–0.94)

Right-sided: mOS 38.9 vs 30.9 months, HR, 0.82 (95% CI: 0.50–1.35)

-OS was similar or inferior with panitumumab vs bevacizumab irrespective of the primary tumor sidedness in 
patients with any of these gene alterations

-Negative hyperselection using ctDNA analysis rather than tumor sidedness may identify appropriate patients 
for first-line panitumumab over bevacizumab 

-Response rates and curative resection rates are both better in hyperselected cohort

These results warrant further validation in additional cohorts

Conclusions Paradigm

Nat Med. 2024; 30(3): 730–739.



CONCLUSIONES

-Debemos avanzar en ofrecer estudios de caracterización molecular de los
pacientes de mCRC mas allá de RAS/RAF

-La biopsia liquida es un método validado para su implementación en la
practica clínica

-La mejor selección molecular de los pacientes nos aporta una valor añadido
para optimizar la selección del tratamiento y redunda en mejoras de PFS, OS,
RR y resecciones curativas de nuestros pacientes.
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