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Anti-EGFR en primera línea de CCRm:  
entre la lateralidad y la selección molecular



FIRST LINE
Selecting an appropriate upfront treatment is a 

cornerstone in the therapeutic pathway of mCRC patients
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Primary tumour location has emerged as a crucial driver in the 
treatment algorithm of mCRC
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Corroborates the role of the primary tumour location in the choice of the upfront therapy for RAS wt mCRC patients, 
leading to strongly recommend anti-EGFRs in left-sided tumours and to prefer bevacizumab in the right-sided

In terms of ORR: the suboptimal activity of anti-EGFRs in right-sided patients. 
 ¿¿¿These results challenge the recommendation provided by the latest version of the ESMO guidelines ???
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 Patients with RAS and BRAF wild-type mCRC and a primary 
tumor located in the left colon are considered suitable candidates 

for first-line anti-EGFR treatment in combination with 
chemotherapy

Despite this SELECTION of patients, 
resistance to anti-EGFR agents still exists…..
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Higher rate of PRESSING positivity in right-sided 
tumors (37.9%) versus left-sided ones (22.3%; p =.07).
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A modest proportion of hyperselected mCRC has 
intrinsic resistance potentially driven by even rarer 

genomic alterations 
15% (28% R-13% I)
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13% RAS mut 
7% BRAF V600E mut
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ctDNA characterization might improve selection for anti-EGFR.

ctDNA is regarded as an exquisite tool for the detection of these additional biomarkers of resistance, by 
comprehensively capturing heterogeneity together with a higher sensitivity for minor clones
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Hyperselection rather than tumor sidedness may identify appropriate 
patients for first-line antiEGFR

Liquid biopsy performed at baseline, may refine the molecular selection of 
patients with highest likelihood of benefit from EGFR blockade as 

compared with tumor tissue profiling alone



CMS classification may provide a path toward identifying patients with metastatic CRC who are most likely to!
benefit from specific targeted therapy as part of the initial treatment
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Right-sided RASwt tumors showed a higher 
prevalence of CMS1 (27% versus 11%) and a 
lower prevalence of CMS2 (28% versus 45%) 

than left-sided RASwt tumors
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Both AREG/EREG overexpression and molecular hyperselection are emerging as 
the most promising biomarker-enrichment strategies to further refine the 

personalization of EGFR inhibition in mCRC

Patients with right-sided and high AREG/EREG expression do exist and represent a relatively small molecular subgroup at 
risk of being neglected and who may still derive a benefit from the upfront use of anti–EGFR-based therapies.
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