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Unmet Needs in mCRC

« Except for MSI-H mCRC (~5%) treated with CPI, it is rare to completely cure
advanced disease with current available therapies

« Survival prolongation and QoL maintenance are the goals of treatment

« A fine tuning of "biologics" combinations, chemo-intensity, sequence of
therapies is the key to obtain the maximum benefit

UPER
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MSI-H mCRC, First Line, Pembrolizumab

The NEW ENGLAND
JOURNAL o MEDICINE

DECEMBER 3, 2020

ESTARLISHED 1N 1812 VoL 383 NO. 23

Pembrolizumab in Microsatellite-Instability-High Advanced
Colorectal Cancer

T. André, K.-K. Shiu, T.W. Kim, B.V. Jensen, L.H. Jensen, C. Punt, D. Smith, R. Garcia-Carbonero, M. Benavides,
P. Gibbs, C. de la Fouchardiere, F. Rivera, E. Elez, ). Bendell, D.T. Le, T. Yoshino, E. Van Cutsem, P. Yang,
M.Z.H. Farooqui, P. Marinello, and L.A. Diaz, Jr., for the KEYNOTE-177 Investigators*
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Key Eligibility Criteria
*MSI-H (PCR)/dMMR
(IHC) Stage IV CRC

+ Treatment naive
+ECOGPSOor1

+*Measurable disease
by RECIST v1.1

Pembrolizumab 200 mg Q3W
for up to 35 cycles

Investigator-Choice Chemotherapy?®

mFOLFOX6 IV Q2w
OR mFOLFOX6 + Bevacizumab® IV Q2W
OR mFOLFOX6 + Cetuximab® IV Q2W
OR FOLFIRI IV Q2W
OR FOLFIRI + Bevacizumab IV Q2W
OR FOLFIRI + Cetuximab IV Q2W

Optional crossover to
pembrolizumab 200 mg Q3W
for up to 35 cycles for
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verified PD by RECIST v1.1,
central review
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EGFR-1 iIn RAS WT, Left Sided mCRC
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Breakwater Trial: Encorafenib+Cetuximab In
BRAFmMut 1st Line mCRC

Cohort 1 (n=30) Primary Endpoint
Encorafenib 300 mg QD « Safety (frequency of DLTs) Arm B (n=235)

; (gﬁt;)grpgg v5vO'0 l;g/gﬁ QZV\ll Secondary Endpoints Encorafenib + cetuximab  [RNels
+ n -day cycles .
yey . Safety (AEs, dose interruptions/ + mFOLFOX6 ORR, DOR, and TTR by BICR

modifications/discontinuations) and by investigator

Secondary Endpoints

Cohort 2 (n=27)
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Encorafenib@00lg OD ;l;fa(l;e(;}ﬁgg;fenlb, irinotecan, oxaliplatin, Control (n=235 : Safetyy [¢]
+ cetuximab 500 mg/m? Q2W « Antitumor activity by investigator mMFOLFOX6/FOLFOXIRI/ « PROs
+ mMFOLFOX6 Q2W in 28-day cycles (ORR, DOR, TTR, PFS, OS) CAPOX = bevacizumab < Biomarkers
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Tabernero J et al. ESMO 2022. Abstract LBA26.



MSI-H and BRAFmMut 1st [ine mCRC

JSEAMARK

* Previously untreated Stage IV mCRC

* Documented BRAF V600E mutation
and MSI-H/dMMR status as
previously determined by local
laboratory assays

* Measurable disease per RECIST v1.1

QCOG PS=1

Primary Endpoint

Secondary Endpoints

Randomized Phase 2
N =104

)

—

Randomization 1:1
stratified by ECOG PS:0vs1)

[

Triplet Arm (Arm A)
Encorafenib (300 mg QD) +
Cetuximab (500 mg/m? Q2W) +
Pembrolizumab (400 mg IV Q&W up to 24 months)
5 N=52
Control Arm (Arm B)
Pembrolizumab (400 mg IV O6W up to 24 months)
N=52

PFS per investigator according to RECIST v1.1

0S, OR, DOR, Safety/tolerability, central
confirmation of BRAF/MSI status

Treat until disease
progression,
unacceptable toxicity,
withdrawal of

consentfassent, or
death, whichever
occurs first *

Safety Follow-up
Disease Follow-up

(until PD, if applicable)
Survival Follow-up
(every 12 weeks)
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Biologics Combination

EGFR
inhibitors

Aerobic glycolysis
inhibitors

Sustaining
proliferative
signaling

Proapoptotic
BH3 mimetics

Deregulating

PARP
inhibitors

Cyclin-dependent
kinase inhibitors

Evading
growth
suppressors

Immune activating
anti-CTLA4 mAb

Avoiding

Telomerase
Inhibitors

inflammatory drugs

Selective anti-

Resisting Enabling
cell replicative
death immortality
Genome aTumor 3
instability & ol
mutation inflammation
Inducing Activating
angiogenesis invasion &
metastasis
Inhibitors of Inhibitors of
VEGF signaling HGF/c-Met

Hanahan D and Weinberg RA. Cell. 2011;144(5):646-674.

UPER.



Neo-Angiogenesis in Cancer

Normal vessels

Neo-angiogenesis vessels

Maturation factors present

(eg, Ang-1)1
=] Less dependent on cell
o 2 survival factors2

s 2R \
= 2

.? +— Less permeable3

Supporting cells

// present2

Reduced integrin
« expressioni

‘E ﬁh Growth and survival
: ] = factors (eg, VEGF, bFGF)
present2

Fewer supporting

/ cells2

Preferential
expression of
o fy, o fis,
integrins1

Griffoen AW and Molema G. Pharmacol Rev. 2000;52(2):237-268; Blau HM and Banfi A. Nat Med. 2001;7(5):532-534; Jain RK. Nat Med. 2001;7(9):987-989
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The Angiogenesis Pathway Is Extremely Complex

PIGF

/ VEGF-B \ . VEGF-A VEGF-E VEGF-C/D
Aflibercept 2N l
< /\
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Regorafenib /
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* I et
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; ; Proliferation, migration Proliferation
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®
Modified from Lavacchi D et al. Int J Mol Sci. 2023;24(6):5840. .PER
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AVEX trial: FP Monotherapy Plus Bev,

a Long-Lasting Standard

100
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5 combination chemotherapy with
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100— — Bevacizumab plus capecitabi
HR 079 (95% C1 0:57-1-09)
80 p=018
£
3 60+
=
T 01
3
27 =
0 T T T

T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Time (months)

S ®
Cunningham D et al. Lancet Oncol. 2013;14(11):1077-1085 .PER
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IPD-Based Metanalysis: FOLFOXIRI/Bev vs

Doublets/Bev

1.0 No. Events Median OS
(months)
Control 851 591 245
0.8 m—— Experimental 846 527 28.9
-g_ HR, 0.81; 95% Cl, 0.72 to 0.91;
= P < .001 (stratified by trial}
= 06
[3=]
=
o . .
o
5 04 Metanalysis of 5 random studies
v
° N= 1697
0.2 -
Study or FOLFOXIRI + Bev Doublet + Bev HRIV,
5y OS 22 . 3% VS 10 7% Subgroup LogHR SE Total Total  Weight, %  Fixed, 95% Cl HR IV, Fixed, 95% CI
CHARTA -0.1972  0.1433 121 121 17.6 0.82 [0.62 to 1.09] —
0 12 24 36 48 60 72 OLIVIA -1.0498 0.4222 4 39 2.0 0.35[0.15 to 0.30]
. STEAM -0.1708  0.2534 93 95 5.6 0.84[0.51to 1.39] —_—
Time {manths) TRIBE -0.1791  0.1039 252 256 335 0.84[0.68 to 1.02] —a
No. at risk: TRIBE2 -0.2009 0.0935 339 340 413 0.82 [0.68 to 0.98] =
CD"”‘?' 851 677 87 169 55 9 4 Total (95% CI) 846 851 1000  0.81[0.7210 0.81] *
Experimental 846 704 446 190 60 15 2 Heterogeneity: 42, 4.09; df = 4; P=.39; I> = 2% T T T T T T
; 01 02 05 1 2 5 10

Test for overall effect: Z = 3.47; P = .0005
Favors FOLFOXIRI + Bev Favors doublet + Bev

®
Cremolini C et al. J Clin Oncol. 2020; JC02001225. JPER



To Make a Long Story Short... First-Line Treatment

Doublet FU/LV

= .-" +
Anti-EGFR Anti-EGFR

6 months maintenance

RAS/BRAF WT,
LEFT-SIDED

-

Doublet/Triplet FU/LV or CAPE

I B-lE-V I B-I;V

4-6 months maintenance

REST of THE
WORLD
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And in second line?

The standard is... to switch chemo!

FOLFOX

|

FOLFIRI

UPER



What Can We Do if First Line Doublet + Anti-EGFR?

Switch chemo and add antiVEGF!

(indirect evidences from E3200 and VELOUR trials,
anti-EGFR registrative trials, head-to-head trials)
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What Can We Do if First Line Doublet+BEV?

Switch chemo and continue antiVEGF!

(evidence from TML, VELOUR, RAISE trials)
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How to Sequence Later on?

SELECTION!

(...1f possible)
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"Targeted" Options in Later Lines

v HER2+: 3%, trastuzumab + lapatinib/pertuzumab/tucatinib, trastuzumab deruxtecan
v Rearrangements: 1%, larotrectinib, entrectinib

v MGMTmet: 20%, temozolomide + nivo-ipi

v RAS wt ctDNA: ? (superimposed to others), anti-EGFR rechallenge

v KRAS G12C: 3%, sotorasib + panitumumab, adagrasib + cetuximab

— About 70% of patients has NO targets
UPER



If You Can Offer Third-Line Treatment..

REGORAFENIB

CORRECT trial

TAS-102

RECOURSE trial

Mursbrar st risk

mOS 5.0 vs 6.4 mos Grothey A etal. L t. 2013;381(9863):303-312 (REEiE Yo RS
. rothey A et al. Lancet. ; :303-312; .
HR: 0.77 Mayer RJ et al. N Engl J Med. 2015;372(20):1909-1919. HR: 0.68



A New "Sunlight” on the Third-Line Setting

The NEW ENGLAND JOURNAL of MEDICINE Overall Su rViVaI

‘ ORIGINAL ARTICLE

Hazard ratio for death, 0.61 (95% Cl, 0.49-0.77)
P=0.001

Trifluridine—Tipiracil and Bevacizumab
in Refractory Metastatic Colorectal Cancer

Gerald W. Prager, M.D., Julien Taieb, M.D., Ph.D., Marwan Fakih, M.D.,
Fortunato Ciardiello, M.D., Ph.D., Eric Van Cutsem, M.D., Ph.D.,
Elena Elez, M.D., Ph.D., Felipe M. Cruz, M.D., Ph.D., 104

Percentage of Patients
S
1

L ey, TS

FTD-TPI " teeeoeooe-

Lucjan W)"I"WiCZ, MD, PhD, Danul Stroyakovskiy, MD, PhD, 0 T T T T T T T T T T T T T T T T T T T 1
Zsuzsanna Pédpai, M.D., Pierre-Guillaume Poureau, M.D., Gabor Liposits, M.D., 0 12 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20
Chiara Cremolini, M.D., Ph.D., lgor Bondarenko, M.D., Ph.D., ‘ Month
. . . ; No. at Risl
Doml.mk P. Modest, MD' Ka.rlm A. Benhad]|, M.D., Nadia Amellal, M.D., FTD-TPI plus bevacizumab 246 244 239 230 217 203 183 160 149 131 119 104 B8 69 52 37 24 13 2 O O
Catherine Leger, M.Sc., Loick Vidot, M.Sc., and Josep Tabernero, M.D., Ph.D., FTD-TPI 246 247 230 205 184 163 143 120 108 05 85 76 €3 44 24 16 10 5 2 1 0
for the SUNLIGHT Investigators™ P . F S . I
w109
90 = Hazard ratio for disease progression or death, 0.44 (95% Cl, 0.36-0.54)
P P<0.001
=
- . . . . - 2 704
Trifluridine Tipiracil o
rd I' E 50
3" line 3 w0
mCRc § 304
& 204
10 ._ a
0 ' -—--—l =
- T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 [ 7 2 9 10 11 12 13 14 15 1s 17 18
Month
No. at Risk
FTD-TPI plus bevacizumab 248 242 198 179 153 128 99 89 70 61 52 43 25 18 13 7 4
FTD-TPI 246 236 147 109 74 56 36 29 19 12 & & 2 2 1 1 O

Prager GW et al. N Engl J Med. 2023;388(18):1657-1667.



..and Finally...Some FRESCO!

Fruquintinib versus placebo in patients with refractory
metastatic colorectal cancer (FRESCO-2): an international,
multicentre, randomised, double-blind, phase 3 study

Hiruid Masa®, Saoa Lanasdi®, Rog Ganis- Carbovarn, Eleag Eliz, Takayibi Foshina, Alberta Sobaing, fames Yao, Péar Gania-Aloaas,

Jurdit Kocsis, Amtanio Cubille Gracan, Andrea Sartore-Bienchi, Taref Satoh, Wiolzine Randnon, Vel Tomasek, Geoff Chong, Andrew Scott Paulson,
Toshykd Moswis, Jeremy fones, Tibor Csdszi, Chvora Cremokni, Francois Giyringhelk, Ardomaon Shemil, Howord 5 Hooheter, Jofin Erouss,

Al Bagsar, Mackal Dvergiie, Arneli Evng, Louneacs Faugiras, Shelan Kasper, Eric Van Codsim, Dirk Amokd, Shiani Masda, Thss Vang

Willizrm B Schelman, Manek Kasio, Jinsep Tabemenst, Cathy Eng, an bebal[ of the FRESC0-2 Study brestigaters

Fruquintinib 5 mg PO, QD
(3 weeks on, 1 week off)
+

Patient Eligibility
« Prior treatment with fluoropyrimidine-, oxaliplatin-
and irinotecan-based chemotherapy, an anti- BSC
VEGF biological therapy, and, if RAS wild type, (N=458)

an anti-EGFR therapy

« Progression on, or intolerance to, TAS-102
and/or regorafenib

« Prior treatment with an immune checkpoint
inhibitor or BRAF inhibitor if indicated

Placebo 5 mg PO, QD
(3 weeks on, 1 week off)

Fruquintinib group  Placebo group Treatmenteffect Two-sided
(n=461) (n=230) p value
Time-to-event endpoints
Overall survival, months 7-4(6:7-8-2) 4-8 (4.0-5.8) 0-66 (0-55-0-80) <0.0001
Progression-free survival, 37(3-5-38) 1.8(1-8-1.9) 0-32(0:27-0-39) <0-0001
months
Antitumour activity endpoints
Best overall response*
Complete response 0 0
Partial response 7(2%) 0
Stable disease 249 (54%) 37 (16%)
Progressive disease 139 (30%) 143 (62%)
Not evaluable 6 (1%) 1(<1%)
NAT 60 (13%) 49 (21%)
Objective response rate 7 (2%, 0-6-3-1) 0 (0%, 0-0-1-6) 2% (0-4-2-7) 0059
Disease control rate 256 (56%, 50-9-601)  37(16%,11-6-21.5) 39%t (32.8-46-0) <0-0001
Duration of response, months
Median 107 (3-9-NE) 0 (NA)
Range 2:1-16.9§ NA

Dasari A et al. Lancet. 2023;402(101395):41-53.
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Survival OQutcome

Overall Survival Progression-Free Survival
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Events/patients Median overall survival (months) Events/patients Median progression-free survival (months)
Frugquintinib group  Placebo group Fruguintinibgroup  Placebo group Fruguintinib group  Placebo group Fruguintinib group  Placebo group
Previous VEGF inhibitors PreviousVEGF inhibitors
Yes 3061445 167/221 ‘ 74 49 Yes 3771445 206/221 - 37 19
Na 11/16 6/9 100 35 No 15/16 719 — 1 59 16
Previous trifluridine-tipiracil or regorafenib Previous trifluridine-tipiracil or regorafenib :
Trifluridine-tipiracil 165/240 88121 77 51 Trifluridine-tipiracil 210/240 121 —— 36 19
Regorafenib 25/40 12/18 102 82 Regorafenib 29/40 16/18 B — : 36 19
Both 127/181 7391 ; 37 18

68 44 Both 153/181 86/a1 ——

Dasari A et al. Lancet. 2023;402(101395):41-53.




Safety Profiles

Fruquintinib?

Regorafenib?

Trifluridine/tipiracil®

Hypertension 23 4NN 0 O Grade 1.2
Proteinuria 16 A | ER W W Graces
Hand-foot syndrome 13 d | AR
Rash NR ST 20
Asthenia/Fatigue 42 2 I 0 038
Decreased appetite 25 ] | K 27
Diarrhea 21 4 I 7 ] 27
Nausea 17 1 I 14
Anemia NR I3 4
Thrombocytopenia NR .Z] 10
Neutropenia NR=overall incidence <15% NR O
50 25 0 25

1. Dasari A et al. Lancet. 2023;402(101395):41-53; 2. Grothey A et al. Lancet. 2013;381(9863):303-312;
3. Mayer RJ et al. N Engl J Med. 2015;372(20):1909-1919.

. Grade 1-2
B Grade3




Was Efficacy of Antiangiogenic Strategy iIn

Late Line Expected?

Resistance to antiangiogenesis therapy: multiple mechanisms of escape

Platelets
PDGF 4
Fibrinogen 4

Vitronectin 4
Factor V 4
Laminin-8 4
Factor IX 4
Multimerin 4
Gas6 4

IGF-1 4
VEGF 4

FGF 4

Endothelial Cells PDGF

)}1"\ o PDGF 4 Pericytes
. /‘I' VEGF 4 VEGF 4
y
'_’\ - ‘ Vascular Stability 4 Vascular Stability 4
= DLL4 4

HGF 4 Plasminogen 4
MIP-1-a. 4 PAI-1 4

RANTES 4 U-PA 4

IL-8 4 Osteonectin 4
GRO-a. 4 HRG 4
ENA78 4 MMP-4 4

MCP3 4 Thrombospondin-1 4
APO-1 4 EGF 4

Tumor Cells

p53 ¥ PHD 4
PIGF 4  PDGF 4
VEGF 4 MCP- 4
APO-1 4 SDF-1 4

IL-1B 4
|GFBP3 4 APO-2 4 HIF1-a 4
cDYOL 4 FGF 4 Glut-1 4
Ephrin 4 AldoA 4
AKT 4

White Blood Cells

Tie-2 4 @

Ba 4 o

VEGF 4 .

Fibroblasts

CD11b 4 @

Bottsford-Miller JN et al. J Clin Oncol. 2012;30(32):4026-4034.

MET 4
PI3k/Akt/MTOR 4
EGF 4

IGF-1 4

IL8 4

GCSF 4
Osteopontin 4

Retraction of vessels toward tumor
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Continuous Relevance of VEGF-Mediated Signal
VEGF is expressed from the early to the late phase of disease

el

Tumor growth

.
Adapted from Folkman: Cancer. Principles and Practice of Oncology 2005. PER
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Advanced Lines Treatment Algorithm Proposal

Third line Fourth line Fifth line

mCRC with or without oncogenic drivers

Before 2023 FTD/TPI — Regorafenib

Regorafenib —s FTD/TPI

®
Lonardi S and Pietrantonio F. Nat Rev Gastroenterol Hepatol. 2023. Online ahead of print. JPER



Advanced Lines Treatment Algorithm Proposal

Third line Fourth line Fifth line
| | |
| |1 |1
mCRC with or without oncogenic drivers
FTD/TPI — Regorafenib
Before 2023 —
Regorafenib — FTD/TPI
B mCRC without oncogenic drivers
FTD/TPI + Fruguintinib Regorafenib
bevacizumab (regorafenib) (fruguintinib)
mCRC with oncogenic drivers (e.g. KRAS®2® mutation)
After2023 | o pp) g:;gfjg :::’iﬁf" Fruquintinib
bevacizumab pa-nitumumab) (regorafenib) Standard of care
SUNLIGHT
Targeted therapy * FTD/TPI £ « FTD/TPI _
(e.g.sotorasib+ —»  bevacizumab - p o intinib FRESCO-2
panitumumab) * Fruquintinib « Regorafenib CodeBreaK 300
= Regorafenib

®
Lonardi S and Pietrantonio F. Nat Rev Gastroenterol Hepatol. 2023. Online ahead of print. JPER



VEGF Pathway Inhibition..

From the playby ROBERT BOLT
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