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STANDARD STRATEGY

15T LINE THERAPY FOR STAGE IV CRC PATIENTS NOT ELIGIBLE FOR SURGERY

1) 5-FU = CAPECITABINE
2) OXALIPLATIN

3) IRINOTECAN Anti-VEGF = Bavacizumab (RASMYT)
4) MAbs <
Anti-EGFR = Cetuxmab / Panitumumab (All RASWT)
5) Combination therapy:
* FOLFOX/XELOX
- SAMPLES ALREADY STORED
} MADbs

* FOLFIRI - OUTCOMES ALREADY KNOWN
* FOLFOXIRI




Anti-EGFR antibodies
+ chemotherapy
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What have we learnt so far?

Left-sided

More common in men

Familial adenomatous polyposis

Right-sided

differences’
MUTYH-assoclated polyposis
PIK3CA mutation
BRAF mutation

dMMR/MS
CIMP-high

Low AREG-EREG expressions

CMS1 (immune) R
L)
Poorer prognosis

Molecular
differences’?

KRAS mutation

High AREG-EREG expression

TP53 mutation

Prognostic
impact!

Better prognosis

1. Lee GH, et al. Eur J Surg Oncol 2015;41:300-308; 2. Stintzing S, et al. E J Cancer 2017;84:69-80;
3. Tejpar S, et al. JAMA Oncol 2017;3(2):194-201; 4. Venook AP, et al. ASCO 2016 (Abstract No. 3504).
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Proposed Landscape of
Molecularly Targeted
Treatments for mCRC

HER2+ MSI
5% 5%

BRAFMt
8%

Anti-PD1 antibodies

No specific treatment
Chemotherapy + bevacizumab

—

Dual anti-HER2 therapy with
lapatinib + trastuzumab

FOLFOXIRI + bevacizumab
BRAF inhibition + MEK inhibitors + anti-EGFR antibodies

Punt C, et al. Nat Rev Clin Oncol. 2017;14:235-246.
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Locoregional therapy; 1oolbox
surgery, HIFEC, RFA

3 monihs radioembaodization, ¢« Classlcal Case Of
5 manths MCRC in 2018:
flest dine indoection .
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The 1ist line treatmentdecision is the one that counts
most: The proportion of patients receiving therapy
declines over treatment lines
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IUS-wide cohort (n=4877)! wFIRE-3 (n=592)"

1. Abrams TA, et al. J Nati Cancer Inst 2014;106:djt371; 2. Modest D, et al. J Clin Oncol 2015;33:3718-3726.
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THE NEW STEPS OF CRC THERAPY

Endpoints:
ALGORYTHM
oS
PFS1&2
favert

REVERT (taRgeted thErapy for adVanced colorEctal canceR paTients)
Call identifier: H2020-SC1-2019-Two-Stage-RTD
Topic: SC1-BHC-02-2019 - Systems approaches for the discovery of combinatorial therapies for complex
disorders
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STUDY DESIGN — retrospective phase

Non Responders (PFS < 6mo)
FOLFOX <

Responders (PFS > 6mo)
Both in RAS/RAF mut and WT

Non Responders (PFS < 6mo)
FOLFIRI <
Responders (PFS > 6mo)

BACKBONE
CHEMO

Non Responders (PFS < 6mo)

Anti-EGFR
Responders (PFS > 6mo)

in RAS/RAF WT

Non Responders (PFS < 6mo)
Anti-VEGF < Responders (PFS > 6mo)

STUDY DESIGN — ML outcome — prosp. phase

FOLFOX responsive =) FOLFOX

FOLFIRI responsive » FOLFIRI
CHEMO-RESPONSE >
>

Anti-EGFR responsive = Anti-EGFR
Anti-VEGF responsive =3 Anti-VEGF

VIY-ESSSII S So—> Both Anti-EGFR and —> Anti-EGFR
\ VEGF responsive
Both anti-EGFR and . Anti-VEGF

VEGF resistant
10
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Study endpoints

Primary endpoint

Progression Free Survival (PFS), including PFS1 and PFS2, defined as the time from enrolment to the first
documentation of objective disease progression (defined as per RECIST 1.1 criteria) or death due to any
cause, whichever occurs first.

Secondary endpoints
1. Overall survival (OS) defined as the time from enrolment to the date of death due to any cause.

2. Response Rate (RR), defined as the percentage of patients, relative to the total of enrolled subjects,
achieving a complete (CR) or partial (PR) response, according to RECIST 1.1 criteria, during the phases of
treatment.

3. Early Tumour Shrinkage (ETS), defined as the percentage of patients, relative to the total of the enrolled
subjects, achieving a >20% decrease in the sum of diameters of RECIST target lesions.

4. Quality of Life (QoL), will be measured using the EORTC QLQ-C30 questionnaire.
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March 215t FIRST PATIENT ENROLLED
ClinicalTrials.gov PRS

Protocol Reguatration aved Results Syatem
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