
Dissecting advanced CRC: Therapeutic Opportunities 
Elena Elez MD PhD
Colorectal Cancer Group (PI)
Medical Oncology Department
±ŀƭƭ ŘΩIŜōǊƻƴ LƴǎǘƛǘǳǘŜ ƻŦ hƴŎƻƭƻƎȅ ό±ILhύ



Declaration of Interests
Elena Elez MD PhD

Personalspeakerhonoraria from Organonand Novartis; and personal advisory board honoraria from Amgen, Bayer,
Hoffman-LaRoche,MerckSerono,Sanofi,PierreFabre,MSD,andServier; and to havereceivedtravel andaccommodations
expensesfrom Amgen,ArrayBiopharma,Bristol-MyersSquibb,MerckSerono,Roche,SanofiandServier.

Institutional researchfundingfrom AmgenInc,ArrayBiopharmaInc,AstraZenecaPharmaceuticalsLP,BeiGene, Boehringer
Ingelheim,BristolMyersSquibb,Celgene,DebiopharmInternationalSA,F. Hoffmann-LaRocheLtd, GenentechInc,HalioDX
SAS,HutchisonMediPharmaInternational,Janssen-CilagSA, MedImmune, Menarini, Merck HealthKGAA,Merck Sharp&
Dohme,Merus NV, Mirati, Novartis FarmacéuticaSA,Pfizer,PharmaMar, SanofiAventis Recherche& Développement,
Servier,TaihoPharmaUSAInc.

Non-remunerated roles as Coordinatorof the SEOM+MIR Sectionof Residentsand YoungAssistantsof the Sociedad
Españolade OncologíaMédica(SEOM),Speakerof the ESMOStudentsCourseof the EuropeanSocietyfor MedicalOncology
(ESMO),andVolunteermemberof the ASCOAnnualMeetingScientificProgramCommittee.



The Treatment Paradigm of CRC need to change 

Treatment algorithms in CRC do not incudeany tool with the capability to mitigate 

three main landmarks of the disease

TUMOR HETEROGENEITY CLONAL EVOLUTION HOST INTERACTIONS



2D-GUIDED DECISIONS

The patient The Molecular profile 

The Tumor Location

What about sex, 

gender or age of 

onset?

Whats happens in 

subsequents lines of 

treatment?

Do we have to care about 

M1 locations?



BRAFV600EMetastatic Colorectal Cancer

Å BRAFV600E mCRCrepresentsan entityof its ownwithClinicalparticularities

andprognosticandpredictiveimplications

Å BRAFhavereshapedthe overallprognosisof this patientpopulationby the

identificationof thereboundupregulationof EGFRthatcouldbe overcomeby

combiningananti-EGFRagent.

Å In MSS population,encorafenib-cetuximabis the gold standardin the

second/thirdlinesettings. InMSI-BRAFV600E mCRCPD1 inhmustbeprioritized

Å Thebestfirst-line treatmentstrategyremainsto be determinedparticularlyin

MSSBRAFV600Etumors(ongoingtheBREAKWATERstudy)

Å GiventheimmunogenicnatureofBRAFtumorscurrentstrategiesareevaluating

the combinationof immunecheckpointinhibitorswith BRAFinhibitorswith

promisingpreliminaryresults.

Elez E and Ros J. Nat Med. 2023 Feb;29(2):307-308Tabernero J, Ros J and Elez E 10.1200/EDBK_349561American Society of Clinical Oncology Educational Book42 (May 3, 2022) 254-263



KRAS Mutated Metastatic Colorectal Cancer

KRASG12Dinhibitor MRTX1133

Hallin J et al. Nat Med.2022 Oct;28(10):2017-20182022)
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HER2 Amplified Metastatic Colorectal Cancer

Phenotype

VERBB2+ <5% 1-3 

VEnriched in RASwt 1-3

VNo evidence about differences sex

VRectal and left-sided tumors

VCNS M1 avidity

Biomarker role HER2amp

- Prognostic3: controversial

- Negativepredictive4-7: antiEGFR?

*Controversial,lackofprospectivedata

-Positivepredictive: DualantiHER2 treatment

*Not approved

Identifying ERBB2+: specific criteria for mCRC

IHQ3+: Intense circumferential, 

basolateral /lateral Ó50% cells 
IHQ2 + or 10-50% cells IHQ3+Ą 

ISH (+ if ERBB2/CEN17 Ó2 )

IHQ 3+ or ISH + means HER2 is amp/overexpressed 8
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V NTRKfusionsoccurin0.2%to2.4%ofcolorectalcancers

V NTRKrearrangementsmore frequentlyoccurredin elderly

patients,withright-sidedtumors,RAS/BRAFwildtype,andMSI-

high(P<.001) cancers.

V PatientsbearingNTRKfusionshaveshorteroverallsurvival

(15.6 months)thannegativepatients

V NTRKfusionshavebeenassociatedwithprimaryresistanceto

antiïepidermalgrowthfactorreceptoragents

V Both Larotrectinib and entrectinib have demonstrated efficacy in 

mCRC.

Fusions In Colorectal Cancer: NTRK

Pietrantonio F et al, J Natl Cancer Inst.2017 Dec 1;109(12), Cocco E et al. Nat Rev Clin Oncol.2018 Dec;15(12):731-747, Hong DS et al. Lancet Oncol 2020 Apr;21(4):531-540, Garrido-laguna I Et Al Et Al. Ann Oncol Vol 33, suppl 4, S370-S371



Å POLE/ŭ-mutantcolorectalcancersdisplayincreased

lymphocyteinfiltrationandeffectorcytokines

Å POLE proofreadingdeficiencypredicts antiïPD-1

efficacyinmismatchrepairïproficienttumors

ÅOnlytumorsharboringselectivePOLEpathogenicmtin

the DNAbindingor catalyticsite of the exonuclease

domainobtainRRtoantiïPD-1monotherapy

Rousseau B et al Cancer Discovery 2022, Domingo E, Lancet Gastroenterol Hepatol2016, GarmezyB et al JCO PO 2021

IN THE SPOTLIGHT: POLE/ȺMutations in Colorectal Cancer

Pathogenic somatic POLE/ŭmutations are detected in <1% of colorectal cancers and are mutually 

exclusive with MMR-D: younger at diagnosis, more male, right-sided tumors.


