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Metastatic CRC: path to personalized therapy?
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Colon Cancer is More Than 1 Disease: Molecular Landscape
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Colon Cancer is More Than 1 Disease: Molecular Landscape
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Colon Cancer is More Than 1 Disease: Metagenomics
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COMPLEX REALITY
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MOLECULARLY SEGMENTED CRC: RASmut
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RAS mutations, deciphered
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RAS... the undruggable protein
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CODEBREAK 101 trial: Sotorasib + Panitumumab
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KRYSTAL-1 trial: Adagrasib in KRASG12¢ mut mCRC
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Extended RAS/BRAF wild-type CRC




Rationale behind rechallenge with anti-EGFRs
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anti-EGFR treatment holiday

Study Design N pts Treatment Median anti-EGFR ORR

strategy interval (range)
Santini, 2012 Prosp 39 Cmab = Cmab 6.0 mos (2.0 - 12.0) 54%
Tsuji, 2016 Prosp 34 Cmab = Cmab nr 3%
Nogueira, 2016 Retrosp 15 Cmab = Cmab 7.7 mos (1.6 - 30.0) 13%
Tanioka, 2017 Retrosp 14 Cmab = Cmab 13.1 mos (6.0 - 37.1) 21%
Cremolini, 2018 Prosp 28 Cmab = Cmab nr 21%
Tsuji, 2018 Prosp 24 Pmab = Pmab nr 8%
Osawa, 2018 Prosp 33 Cmab = Cmab >4.0 mos 16%

Goldberg ESMO open 2018



The CHRONOS trial cDNA to guide rechallenge with anti-EGFR
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MOLECULARLY SEGMENTED CRC: HER2 amplification
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HER2-Oriented Therapies in HER2 amplified mCRC
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MSI-H as positive predictive biomarker for immunotherapy
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Immunotherapy in MSI-H CRC
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Pathologic tumor regression (%)

Combination immunotherapy early stage CRC: NICHE trial

PCR 67% - Major Path response 95

- i --
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p = 0.056
o o
n=32

N totals 97 patients in the per protocol population for whom Lynch status was
available at data cut-off
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Chalabi et al. ESMO 2022
Chalabi, Nat Med 2020



Dostarlimab alone in locally advanced MSI-H Rectal Cancer
Radiological Responses
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Temozolomide in glioblastoma:

hypermutation phenotype upon progression
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The ARETHUSA trial: Temozolomide priming for MSS mCRC
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MAVYA trial: TMZ and Ipi/Nivo MSS-MGMT hypermethyl mCRC
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BRAF mutations

BRAF V600E




BRAF-EGFR inhibition in BRAFV600E mCRC: Beacon
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Encorafenib/cetux + Nivolumab in BRAFm V600E MSS CRC
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ORR (95% Cl) DCR (95% Cl)

500 (28-72)  96% (77-100)
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(3,7-5,4) (7,5-11,0)

*historical comparison without scientific value

Russo et al Science 2019
Morris et al. ASCOGI 2022, Abs #12



Histology-agnostic and Histology-tuned Developments in CRC
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CONCLUSIONS

One Size Does Not Fit All




