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RAF INHIBITION
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Near 20% of the patients in both arms (doublet and triplet) are still alive after 27 
months

Tabernero J, JCO 2021

CAN WE IMPROVE PATIENT SELECTION



• Not all patients respond the same, some responses are short and the role of the triplet has not 

been established yet

• The integration of tumor burden features1,2 as well as novel biomarkers like cfDNA BRAF MAF3

could help to better define subgroups of patients with particular prognostic characteristics and 

potential therapeutic implications 

BRAFV600E CRC: Caveats and Pitfalls

Overall Survival Multivariate Model

Interaction test p-value = 0.21

Overall Survival Univariate Model

1. Loupakis F et al. European Journal of Cancer 118 (2019) 121-130, 2. Ros J et al. J Clin Oncol 38: 2020 (suppl; abstr 4112), 3. Elez E et al. ESMO GI LBA-3



median BRAF V600E VAF: 7.4 (0–71.8), High VAF: ECOG 1, Liver M1, CEA>5, PCR>10

ORRs were greater, independent of VAF, in the triplet and doublet arms compared with the 
chemotherapy arm

Kopetz S et al. J Clin Oncol 40, no. 4_suppl (Feb 01, 2022) 162-162

BEACON BASELINE ctDNA ANALYSIS



BEACON BASELINE ctDNA ANALYSIS

In all treatment arms, OS was longer in patients with

low VAF than those with high VAF

BRAFV600E was predominantly clonal in patients

with detectable BRAF V600E (≥0.3 VAF) by ctDNA

genomic profiling
Kopetz S et al. J Clin Oncol 40, no. 4_suppl (Feb 01, 2022) 162-162
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ctDNA: Analytical Validity

The amount of input cell- free DNA affects the ability to detect rare variants.



Cescon D et al. Nature Cancer 2020

ctDNA: Analytical Validity



Hong DS, et al. Cancer Discov 2016, Oddo D, Clin Can  Res 
2016

Acquired resistance to target therapy combinations can 

be overcomed by vertical MAPK pathway suppression 
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TARGETING RESISTANCE



MET amplification is identified as a mechanism of resistance to EGFR and BRAF combination in BRAF -mutated CRC. Switching from 
EGFR to MET inhibition (maintaining BRAF inh), resulted in clinical benefit after the occurrence of MET-driven acquired resistance.

Oddo Brit Jour Can 2017

TARGETING RESISTANCE
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DEVELOPMENTAL THERAPEUTICS



DEVELOPMENTAL THERAPEUTICS
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Precision Therapy Umbrella Study Pragmatic Trial Design

ctDNA: 100% potential

Cescon D et al. Nature Cancer 2020



PD1 inh based treatment

Encorafenib-cetuximab

QT+antiangiogenic agents:

FOLFOX-BEV/FOLFIRI-Aflibercept

TAS102/Regorafenib
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NGS TESTING + CLINICAL TRIAL




