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Metastatic CRC: Do We Really Personalize Therapy?

Capecitabine ““") Irinotecan

Oxaliplatin Bevacizumab Cetuximab

7
|

IR L  Aflibercept Panitumumab

Y

L4

TAS-102 ~_| Ramucirumab

RAS Chemo ~ Chen

mutation anti-VEGF anti-\
Oxaliplatin

N/

Bevacizumab

Chemo +
wild typ anti-VEGF

Left-sided Oxaliplatin
cancers Chen

a Cetuximab
only wild type ant -\ ——. O 1AS-10

A

RAS

wild type Cligre

anti-v

Oxaliplatin

Capecitabine

Bevacizumab

-

Van Cutsem et al. Ann Oncol 2016



What You See Is Not Always What You Get

BECAUSE (?)

What You Don’t See is More Important Than What You See



HETEROGENEITY in RESPONSE to THERAPY in mCRC
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TUMOR BURDEN ADD SUBSTANTIAL INFORMATION ON TREATMENT OUTCOME

Outcome according to metabolic response & Baseline MATV
Combined analysis of 2 studies: SoMore (NCT01290926) & RegARd-C (NCT01929616)
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Both pre-therapeutic metabolic assessment of tumor burden (MATV)
AND dynamic metabolic assessment of response after 1 treatment course
independantly predict the outcome of patients

Woff et al. SNMMI 2019



Survival Probability

BODY MASS COMPOSITION AS A PROGNOSTIC FACTOR

Product-Limit Survival Estimates
With Number of Subjects at Risk
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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

Proteomic subtype

CIMP-H1 CIMP-H2 CIMP-L1 CIMP-L2 CIMP-Neg
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Colon Cancer is More Than 1 Disease: Metagenomics
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RAS-Mutated MSS mCRC
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RAS mutations, deciphered

BRAF mutant

RAS mutations in cancer
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RAS... the undruggable protein
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RAS™ ... Context-Specific Signaling Patterns

Table 1. Significant differences in phosphoprotein changes between tumor types

NSCLC vs. CRC + PDAC CRC vs. NSCLC + PDAC PDAC vs. NSCLC + CRC
Drug (target) Increased Mot increased Decreased Notdecreased Increased Notincreased Decreased Notdecreased Increased MNotincreased Decreased Mot decreased
AZD5363 RB IR STATS IR
(AKT) SRC
Everolimus SRC MEK RB C-MET
(m-TOR) S6K IRS1
Gefitinib m-TOR IRS1
(EGFR)
Luminespib MEK PTEMN IGFIR B-Catenin C-KIT
(HSPOO) IRS1
Pictilisib m-TOR CHK1 GSK3B PRAS40
(PIZK) MEK CHKZ AKT
PTEM
Trametinib PDGFRB B-Catenin
(MEK) SRC CHKZ
Vemurafenib FGFR1 m-TOR CHK1 PRAS40D
(BRAF) HER3 C-KIT
IR
STATS

NOTE: Changes in phosphorylation of proteins that were increased or decreased upon exposure to different drugs but were significantly different frorm cells derived from different tumor types, i.e., NSCLC, CRC, and PDAC

upon logistic regression corrected for multiple testing.
marns ERK2 MOK1
. RET GSK3B GSK3A

RAF1
ERK1 P53 JUN

JNK1 HSP27

PN ‘ AMELD aoc

Inherent differences in dynamic signaling output
within KRASM cancer cells

CHK2

Stewart et al. Mol Cancer Ther 2019



RAS™ and Immune Environment
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Binimetinib+Nivolumab +/-Ipilimumab in MSS RAS™ chemorefractory mCRC
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Extended RAS/BRAF wild-type CRC




CRCAssigner subtypes (pre-Consensus Molecular Subtypes)
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CRCAssigner subtypes (pre-Consensus Molecular Subtypes)
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TA-Ness signature: Subtypes within subtypes

Response to anti-EGFR therapy
(discovery cohort)
= The TA-ness signature
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MSI-H as positive predictive biomarker for immunotherapy
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Nivo+ Ipi in MSI-H CRC
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BRAF mutations

BRAF V600E




BRAF-MEK-EGFR inhibition in BRAFV600E mCRC

BEACON study
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V600E is not the only BRAF mutation in mCRC

2% mutations in CRC
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CONCLUSIONS: One Size Does Not Fit All

The Path to Improvement in ColoRectal Cancer Passes Through

e Better Understanding of Tumoral Biology and Environment

e Better Definition of Response to Therapy




