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'5 A classical case of mMCRC in 2017
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CONTINUUM OF CARE

Locoregional therapy:
toolbox: surgery, Hipec,
RFA, Radioembolisation,...

Today’s
discus-
sion
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! |LEUVEN Metastatic colorectal cancer

v early: SymO004, dabrafenib, vemurafenib
encorafenib, trametinib, binimetinib,
nivolumab, pembrolizumab, atezolizumab,
cobimetinib, napabucasin, alpelisib,
bispecific antibodies (eg: RO6958688:
antiCD3-CEA, crossMab RG7716 ...),
vantictumab, cabozantinib
(nintedanib, MABp1, tremelimumab ....)
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Dual anti-HER2 therapy with
lapatinib + trastuzumab

Figure 1| Proposed landscape of molecularly targeted treatments for metastatic
colorectal cancer. The schematic summarizes the biomarker-based treatment options

available and the typical proportions of patients in each biomarker subgroup.
FOLFOXIRI, 5-fluorouracil, folinic acid, oxaliplatin, and irinotecan; MSI, microsatellite
instability; mut, mutant, PD-1, programmed cell-death protein 1; wt, wild type.
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BEST PRACTICE

European Society for Medical Oncology

Table 7. Systemic therapy choices according to the Zurich treatment algorthm for patients with unresectable metastatic disease (excluding those with ohgometastatic disease)

Category Fit paticts

Trement goal Cytoced e ton (tumonr shnnkage) Disease contmol jccatrol of progresion)
Molscolar peofile RAS wt RAS me BRAF mt RASwt RASme BRAF mt
Third Ine
Preforred choice (s) - CT doublet = FGFR anthody — Rego aafeniib o 1viflu idive) Regorfn b e riluridine’ CTdoubler - EGFRamcibody  Regonfenib or Regorn fenib or
or tipiracil tipiracil orinnotecen + ctuximeb tritfuridine'ti piradl trifhuridine'ti piracil
irinotecsn + cotu clonah
Second choice EGFR antbody monctherapy EGIR antibody monotheray
Third chatce Regnmfentb or trelaridine/ Regaeatentd or miflundne

aperacil tipeaal

Van Cutsem E, Cervantes A, Arnold D et al, ESMO Consensus 2016
Ann Oncol, July 2016
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Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index

IN[O®INE Cancer Table of Contents
Network? Colon Cancer Discussion
CONTINUUM OF CARE - CHEMOTHERAPY FOR ADVANCED OR METASTATIC DISEASE:! (PAGE 2 of 10)
Subsequent Therapy
Irinotecan? + (cetuximab or Redgorafenib2?
panitumumab)*8-8.17-19 or C
FOLFIRI'® £ (bevacizumab' [preferredf-ﬁ (KRAS/NRAS WT only) Trifluridine + tipiracil?®
or ziv-aflibercept’®1% or ramucirumab?>15) or .
or Regorafenib |
Irinotecan? t (bevacizumab'® [preferred)®® or 20 >
+
or ziv-aflibercept!®1% or ramucirumab!®16) 1‘:|flur|d|ne tipiracil | Regorafenib~20
) i _ or
(Nivolumab or pembrolizumab)* _ N 30
o (dMMR/MSI-H only) ';;lﬂurldme + tipiracil
See Subsequent therapy —=——— Clinical trial
i or
Previous FOLFIRI'? + (cetuximab Best supportive care?!
EH"ET’:'"' or panitumumab)*6-8,17-19 Regorafenib?’ |
ased therapy or »
without | |IKRASINRAS WT only) | Trifluridine + tipiracil?’ |
irinotecan : 10 i I or
e e (Nivolumab or pembrolizumab)®
or panitumumab) (dMMR/MSI-H only)
(KRAS/NRAS WT only)

—— See Subsequent therapy <———

or

(Nivolumab or pembrolizumab)* = See Subsequent therapy
(dMMR/MSI-H only) |

*if neither previously given
**if not previously given

See footnotes COL-C 6 of 10

Note: All recommendations are category 2A unless otherwise indicated.
Climical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

COL-C
20F 10

Wersion 1.2017, 1123116 & National Comprehensive Canoer Metwork, Inc. 2015, All rights reserved. The NCCH Guideiines® and s Tlustrabon may nof be reproduced In any form without S express writhen permission of NCON®.
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curonean society o mecical ooty 1 ADN@ 42 Drivers for first-line treatment

Treatment
Tumour characteristics Patient characteristics
characteristics

Clinical presentation:
Tumour burden Age Toxicity profile

Tumour localisation

Flexibility of treatment

Tumour biology Performance status administration

RAS mutation status Organ function Socio-economic factors

Comorbidities, patient attitude,

BRAF mutation status .
expectation and preference

Quality of life

Patient and treatment characteristics become even
more relevant in later lines

Van Cutsem E, Cervantes A, Arnold D et al, ESMO Consensus 2016
Ann Oncol, July 2016
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l

Active treatment in later lines primarily reserved for “fit”
(ECOG 0-1) patients
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l& Regorafenib and trifluridine/tipiracil
LEUVEN in refractory mCRC:

-8 Regorafenib 160 mg
-8 Placebo -@— Regorafenib 160 mg
~#- Placebo

HR 077, 95% C10-64-0-94, p=0-0052

HR 049, 95% C10-42-058, p<0-0001

Overall survival (3)

Progression-free survival (%)

T T
6 8

. Months after randomisation i
Number at risk Number at risk

Regorafenib 03 Regorafenib
Placebo R Placeho

A Overall Survival
100

A Overall Progression-free Survival

90

80

Hazard ratio for death, 0.68 {95% Cl, 0.58-0.81)
P<0.001

Hazard ratio for progression or death, 0.48 (95% Cl, 0.41-0.57)
704 P<0.001 by log-rank test
60
504

40|

Overall Survival (%)

30

Progression-free Survival (%)

20

10
Placebo

0-

0

Months since Randomization

No. at Risk

TAS-102 137 64 No. at Risk
Placebo 47 24 9 TAS-102 534

Placebo 266
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Grade 23 adverse events (%)

. CORRECT | CONCUR | CONSIGN  RECOURSE
7 s
(:2)
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LEUVEN Correlate with Long PFS?

All Patients Long PFS*
(n =505, 100%) (n =98, 19.4%)
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Previous treatment lines on or after diagnosis of metastatic disease
125

Previous targeted treatment
No previous targeted treatment
Previous anti-VEGF but no previous anti-EGFR treatment
Previous anti-EGFR but no previous anti-VEGF treatment
Previous anti-VEGF and previous anti-EGFR treatment
Any previous targeted treatment (anti-VEGF or anti-EGFR, or both) 122

0-65(0-43-0-99)
046 (0-27-0-77)

031(0:19-053)
099 (0-48-2.03)
080 (0:38-1:68)
048 (0-22-1.08)
078 (051-1-19)
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Table 2 Overall Survival

Survival n |Months| P

Response on size criteria 3 1060 | .45
Stable disease or progressive disease on sze| 39 8.38
Response or stable disease on size criteria 25 9.89
Progressive disease on size criteria 17 6.44
Response on densily criteria 24 9.59
No response on densily criteria 18 7.04

Figure 1 Baseline (A) and week 8 (B) CT displaying the o
onset of cavitation at week 8 in two patients treated with Response on corrected density criteria 22 9.09
regorafenib. Upper: the arrow highlights single tumour W
metastases with cavitation. Lower: cavitation in multiple No [esponse on corrected dEﬂSﬂ}f Criteria 20

lung metastases.
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CORRECT

CM$S1
9%

Overall survival Progression-free survival

Molecular subtype n Hazard ratio 95% ClI Hazard ratio 95% Cl

CM$S1 - 6 0.290-4 690 0.850 0

CMS2 0.486-1.249 0.387-0.842

CMS3 0.399-2.749 0.112-0.737

CMS4 0.358-1.261 0.286-0.814

All samples 0.572-1.12 0.401-0.698
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Figure 3. Incidence of treatment-related AEs and hematological abnormalities by cycle during the first 6 cycles

Diarrhea Nausea

m Migsing
mizade 3
Grade 2
Grade 1
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m Migsing
mizade 3
Grade 2
Grade 1

incidence iz calcuated in ongoing patients, a.g., at cpcle m, X% of patients had
refated dismfioa, neusea o wormiting among the petients who ndsted cydle m
Values sre cited &2 mizaing when an AE iz reporiad but the grade iz not provided,

Table 3. Median times to nadir for grade >3 hematological abnormalities and median time to grade =3
non-hematological adverse events in RECOURSE (over the whole treatment duration)
Adwverse event (grade 23)

I Median (range) time to nadir, days
Hematological adverse event
Anemia

69 (9-442)
Meutropenia 63 (17-448)
Thrombocytopenia

92 (9-388)
Non-hematological adverse events
Diarrhea

38 (14-74)
Mausea 36 (2-167)
Vomiting 35 (12-38)
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Figure 1. Kaplan—Meier analysis of OS by occurrence of HFSR (all grade) at any Figure 3. OS in the FID/TPI group with (A, B, C) or without (D) grade 3 or 4 neutropenia in treatment cydles 1 (A), 2 (B),
time, regorafenib-treated patients 2nd >3 (O) compared with oo Litar

— Pagabe 909 Censonsd - placabo — FITP  oed Corsored - FIDTA

-~ - HF5R (n=235) Neutropsnis onset at oyl 1 B Neutropenis onst at cych 2
— No HFSR (n=270)
o censored

Probabiity of savivil

Madign 05
HFSA: 9.5 monthe

No HFSR: 4.7 monthe
HR (955 ClI) 0.41 (0.32, 0.53) Ma neutropenia onset

§
§
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MNumissr at rigk

HFSR 235 228 167
Mo HFSR 270 224 155

Prebacilty of suvival

HFSR, hand—foot skin reaction; OS, overall survival.
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