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WHICH TARGETED DRUG (BEV
AFl.OR AN-HGFR?) IS BETTER |
RASNVTPATIENTS IN SECOND L
TREATMENT AFBEWR HERAPY?

Assoc. Prof. Yibunakawa St. Mariannauniv, Japan
Ass. ProfJoleenHubbard Mayo Clinic, USA
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CLINICAL CONDUFOME PATIENT conhect
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Fifs Unfit  but may be suitable Unfit

FP+/bevacizumah
GOAL
anttEGFR
' NED Cytoreducti@hrinkage Disease control (Control progression
Patients with MOLECULAR PROFILE MOLECULAR PROFILE
clearlyesectable : l l
metastases | I ! | I !
RAS RASt BRAt RASIt RAS BRAFt

Triplet +

Combination

bevacizumab bevacizumab

Reevaluation/assessment of response evefy 2 months Reevaluation/assessment of respons8 enamhg*
y 3
GOAL
Progressive . Progressive .
digease Secontine digease Secontihe
Cytoreduction
Surgery Shrinkage Disease control

VarCutseiget al. AmM@ncoAug2016 3
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A Patients who are bevacizumab naive should be considered for treatment
with an antiangiogenic (bevacizumab omaflibercept) second line

A Patients who received bevacizumab first line should be considered for
treatment with:
I Bevacizumab posicontinuation strategy
I Aflibercept or ramucirumab(in combination with FOLFIRI) when
treated in first line with oxaliplatin
I EGFR antibodies in combination with FOLFIRI/irinotecan for patients
with RAS wildtype (BRAFwild-type) disease

A Relative benefit of EGFR antibodies is similar in later lines compared
with second line

VarCutseiget al. AmM@ncoAug?016
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BEVACIZUMAB BEYOND PROGRESS (@)

(BBP)

Continuation of bevacizumab after first progression in >%
metastatic colorectal cancer (ML18147): a randomised
phase 3 trial

Jaafar Bennouna, Javier Sastre, Dirk Arnold, Pia Osterlund, Richard Greil, EricVian Cutsem, Roger von Moos, Jose Maria Viitez, Olivier Bouché,
Christophe Borg, (laus-Christoph Steffens, Vicente Alonso-Ordunia, Christoph Schlichting, Irmarie Reyes-Rivera, Belguendouz Bendahmane,
Thierry André, Stefan Kubicka, on behalf of the ML18147 Study Investigators*

connect
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G.0.N.O o
7k'/l Gruppo Oncologico del Nord Ovest Rk

A randomized study evaluating the continuation
of bevacizumab beyond progressionin
metastatic colorectal cancer patients who
received bevacizumab as part of first-line
treatment: results of the BEBYP trial by the
Gruppo Oncologico Nord Ovest (GONO).

G, Masi*, F. Loupakis?, L. Salvatore?, L Fornaro?, C. Cremolini, M. Schirripa®, E. Fea?, C.
Granetto?, L. Antonuzze?, E. Giommoni?, G. Allegrini%, S, Cupini®, C. Bon¥, M. Banzi%, 5.
Chiara’, C. Sonaglio”, C. Valsuan#, A. Bonetti?, L. Bons, A. Faloone =

1) Pea, may; I Cumes ey 3) Srenze, iy 4) Bortasans, by

NETESS 5 womo. wmy & Sagme vt my 7) Gacous, <ay. &) Loo
= DO RITETS ASTATIAT  mesieon
Firerze. Baily: 11) Universts of Psa, Baiy. e - =

CcT
CT+B

Unadjusted HR: 0.65 (95%Cl: 0.48-0.89), P=0.007
Udjusted HR: 0.70 (95% CI: 0.51-0.97), P=0.032

100 — Chemotherapy alone (n=410) 104
— Bevacizumab and chemotherapy (n=409) 09
i Unstratified hazard ratio 081 (95% 1 0.6-0.94) z "
# p=0.0062 {log-rank test) 3 7
5 6o Stratified hazard ratio 0-83 (95% C1 0-71-0.97); 3 o5
: p=0.0211 (log-rank test) S o
ﬁ 4[]_ E 04

g 3
5 i_', 0.3
204 o2
0.1
0 | : 00 —n]

b

CcT 92
CT+B 92

Follow-up time (months)

58 31 9 2 1 0
65 47 28 8 2 0

Bennours al. Land®hca2013Maset al AnrfOncak015
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MAIN ELIGIBILITY CRITERIA

Inclusion
A Patients 118 years with hisnCRA ogi
A Eastern Cooperative Oncology Group (ECOG) RR0

APD (11 measurable |l esion accordin
l nvestigator, documented by CT or
treatment

A Previously treated with BEV plus standard firstine CT, not candidates
for primary metastasectomy

r : ™
Exclusion

A Diagnosis of PD >3 months after last BEV administration
A Firstline patients with PFS in first line of <3 months
\A Patients receiving <3 consecutive months of BEV In firdine )

ML18147 (Arnold D et al. ASCO 2012) 7
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é _ _ ) Ramucirumab+ FOLFIRI
Patients with mCRC (n=536) PD

who progressed after 1L
bevacizumal oxaliplatin

and fluoropyrimidine
(n=1,072) FOLFIRI -
\ / (n=536)
Primary endpoint: OS Secondary endpointPFS
100 — Ramucirumab plus FOLFIRI 100 Median (months)
90 —— Placebo plus FOLFIRI 90 Ramucirumab group 57 (95% Cl 5:5-6-2)
- Median (months) Placebo group 4-5 (95% Cl 4.2-5.4)
Ramucirumab group 13-3 (95% C112-4-14.5) g 80 _
s 704 Placebo group 117 (95% C110-8-127) 3 704 Hazard ratio 0-793 (95% (1 0-667-0-903)
= 60 6o Log-rank p<0-0005
§ Hazard ratio 0-844 (95% Cl 0:730-0-976) a
3 50 Log-rank p=0-0219 £ 507
T 40 g 40
S 30+ & 304
g
20 £ 20
10 104
0 I I I I I I I I I I I I I 1 0 T I 1
0 3 6 9 12 15 18 21 24 ZF 30 33 36 39 42 o 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Tabernest alLanceg®nca?015



VELOUR TRIAL

—

Aflibercept/FOLFIRI

1.62 (6.57 to B.48)
13.50 (1252 to 14.95)
2558 (22.01 to0 31.70)

4 N
Patients with mCRC
who progressed after 1L
oxaliplatin and
fluoropyrimidine tbev
(n=1,226)
\, J
Placebo/FOLFIRI
03 Kaplan-Meier estimates, months
1.0-% (95.34% CI)
" 25% quartile 6.83(6.14t07.59)
Median 12.06 (11.07 to 13.11)
75% quartile 21.03(18.92 to 22.80)
= 0.8+ HR (95.34% Cl) = 0.817 {0.713 to 0.937); log-rank P =.0032
2Z
5= 0.6 1
i
=0
T2 04
QL O
} —
o
0.2
= Aflibercept/FOLFIRI
Placebo/FOLFIRI

oo am

0 3 6 9
Time (months)

12 15 18 21 24 27 30 33 36 39

Progression-Free Survival

(probability)

GI@
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Aflibercept + FOLFIRI
= PD
(n=612)
Placebo + FOLFIRI
- —»| PD
(n=614)
Placebo/FOLFIRI  Aflibercept/FOLFIRI
1.0-L. % PFS Kaplan-Meier estimates, months
) (95% CI)
Median 467 (4.21 10 5.36) 6.90 {6.51 ta 7.20}
0.8 - HR (95 %C1) = 0.758 (0.661 to 0.869); log-rank P < 0001
0.6
0.4
0.2 = Aflibercept/FOLFIRI
< Placebo/FOLFIRI
"‘_‘--._-...._.—|
0 3 9 12 15 18 21 24 27 30

Time (months)

Van Cutsem E, CGlinOnca2012;30(28):34996



BEV VS. RAMAFAIN SECOND LINE

ECOG 3200 TML18147
n=829 n=820
<bevnaive> <bevprogressors
: FOLF@éews.
Regimen FOLFOX Clbews. CT

Responsera 22.7% vs. 8.6% 5% vs. 3%

Progression  7.3mvs.4.7m > /mVs.4.dm
freesurvival HR 0.61 HR 0.68

' p<0.0001
Overall 12.9mvs. 10.8m 11:&1VS.9.8m
survival HR 0.75 AR BEL

' p=0.0062

GI@

connect
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cbanbels | RAISE -
n-343¥ n=1072 n=373
<O;<abev <Oxabev <Oxabev
progressoers progressers progressers
FOLFHREWS. FOLFHRAM vs. FOLFHRAFIvsS.
FOLFIRI FOLFIRI FOLFIRI

55%vs.2.9% 13.4%vs.12.5% 11.7% vs. 8.4%

5./mvs.4.5m
6.2m vs. #12 HR 0.79 o.Tm vs 3.9m
p=0.0005 -
13.3myvs. 11.7m
12m vs. 10m HROg4  MZOMYS LM
p=0.022 -

beybevacizumab; €U-Grinotecaraliplatimranramucirumatilibaflibercept

Bennoure alLancet Oncol 2013;132%ubicket al. ASE® 2014 #520 10
Tabernest alLancet Oncol 2015;16508 Tabernero et al. ESMO 2011



SAFETY SUMMARY, GRADE 3 o @&
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ML18147 ML Subgroup RAISE VELOUR

Chemo Chemo+Bev FOLFIRI FOLFIRBev FOLFIRI+PEOLFIRI+RAMFOLFIRI+PIEOLFIRAFL

Grade >3 (%)

n=409 n=401 n=174 n=169 n=528 n=529 n=605 n=611

Neutropenia 13 16 NR NR 23.3 38.4 29.5 36.7
Fatigue 2 3 NR NR 7.8 11.5 NR NR
Diarrhea 8 10 NR NR 9.7 10.8 7.8 19.3
Mucositis 1 3 NR NR 2.3 3.8 5.0 13.8
Abdominal pain 3 4 NR NR 3.6 3.4 3.3 5.4
Thrombocytopenia NR NR NR NR 0.8 3.0 1.6 3.4
Vomiting 3 3 NR NR 2.5 2.8 3.5 2.8
Nausea 3 3 NR NR 2.7 2.5 3.0 1.8
Anorexia 2 1 NR NR 1.9 2.5 1.9 3.4
Anemia NR NR NR NR 3.6 15 4.3 3.8
Constipation NR NR NR NR 15 0.9 1.0 0.8
Hypertension 1 2 0 1 2.8 10.8 1.5 19.3
Bleeding <1 2 <1 3 1.7 2.5 1.7 3.0
Proteinuria -* <1* 0 <1 0.2 3.0 1.2 7.8
VTE 3 5 5 7 2.1 4.2 6.2 7.8

ATE 1 <1 0 <1 1.1 0.8 0.5 1.8
Glperforation <1 2 <1 2 0.6 1.7 0.4 0.5

Bennourket dlancet Oncol 2013;132%ubick§, et al. ASG(2014 #520;

Tabernedp et dlancet Oncol 2015;16508) *Arnold, eB@linOncadB0, 2013 pplabstCRA3503) 1
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M .  COLON CANCER

CONTINUUM OF CBREMOTHERAPY FOR ADVANCED OR METASTATIC DISEASE: (PAGER&t BFpR2ED

COLC
Prior Subsequent Therapy 2 OF 10
oxaliplatibased Irinotecan + (cetuximab or Regorafenib

chemo panitumumab)* or

FOLFIRI (bevacizumab [preferred] (KRAS/NRAS WT only) Trifluridine + tipiracil

or zivaflibercept or ramucirumab) or

or P Regorafenib l

. . . | or
Irinotecan (bevacizumab [preferred] 1 o o _
or zixaflibercept or ramucirumab) l’rnﬂundme + tipiracil (F)Qregorafenlb**
(Nivolumady pembrolizumab)* Trifluridinetipiractt
(dMMRISH only) or
Previous — See Subsequent therapy—— Clinical trial
Oxaliplatin FOLFIRI + (cetuximab _ Boct ;
based therapy—es—9f panitumumab)* Regorafenib est supportive care
- "] (KRAS/NRAS WT onl o

Y"_'th‘t)Ut gr SINRAS only) _| Trifluridine + tipiracil
irinotecan "

Irinotecan + (cetuximab or lumady broli b)*

or panitumumab)* (Nivolumatr pembrolizumab)

(KRAS/NRAS WT only) (AMMRMSH only)

or See Subsequent theragy——

(Nivolumaty pembrolizumajp)* » See Subsequent therapy *if neither previously given

(AMMRISH only) | **if not previously given

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinlzitatisiaRaidietsasicialip encourpged.  See footnotes €33 of 10

Version 1.2017, 11/23/16 © National Comprehensive Cancer Network, Inc. 2016, All rights reserved. The NCCN

Guidelines® 12



National

Comprehensie. NCCN GUIDELINES VERSION 1.2018

M .  COLON CANCER

CONTINUUM OF CBREMOTHERAPY FOR ADVANCED OR METASTATIC DISEASE: (PAGE 2 of 10)

COLC
Subsequent Therapy 2 OF 10
Irinotecan + (cetuximab or Regorafenib
panitumumab)* or
FOLFIRI (bevacizumab [preferred] ngAS/NRAS WT only) Trifluridine + tipiracil
or ziraflibercept or ramucirumab) Regorafenib l
or _,
. . or
Irinotecan (bevacizumab [preferred] 1 o o .
. . +
or zivaflibercept or ramucirumab) 'cl)'rrlflundlne tipiracil (I;\’regorafenlb**
(Nivolumadr pembrolizumab)* Trifluridinetipiracit
(dMMRISH only) or
. — See Subsequent therapy—— Clinical trial
Previous FOLFIRI + (cetuximab i i of
Oxaliplatin cetuxima - B i
baseg therapy or panitumumab)* Sregorafenlb est supportive care
without Trifluridine + tipiracil

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinlzitatisiaRaidietsasicialip encourpged.  See footnotes €33 of 10

Version 1.2017, 11/23/16 © National Comprehensive Cancer Network, Inc. 2016, All rights reserved. The NCCN
Guidelines® 13
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TML BEV
1 stline PFS (m) N HR(95% C|)
o 09 449 o 0.89(0.73 -1.09)
S
>9 369 o 0.73(0.58 -0.92)
04 06 1 2
— —)
Favors BEV FavorsChemo
VELOURA(l) RAISE RAM
HR . HR
(m) N 95%Cl) (prior BEV) (m) RAM Placebo (95% CI)
_ 0.681
p |PFS-1stine .o 0.67 p|<® 125 129 ey (0.524 -0.886)
PFS:<9 (0.46 -0.97) ——
E = . 0.833
. 06 411 407 (0.721 -0.962)
S |PFS-1stline . 0.56 S ,
PFS: 09 (0.39 -0.82) T 05 1016
FavorsRAM FavorsPIaceboHR
OS-1stline .. 0.82 - (m) RAM Placebo (95% CI)
o | PFs:<9 (0.58 -1.18) 0.855
_ | ol <6 125 129 1 (0.644 -1.134)
S OS-1§t line 201 0.75 S —eo— 0.855
PFS: 09 (0.52 -1.08) | | | | 06 411 407 (0.726. -1.007)
0 1 2 05 10 16
FavorsAfl FavorsPlacebo FavorsRAM Favors Placebo

VarCutset et al, Targacol2016pubDOI 10.1007/s113P804029.
Tabernedoet al, Lan@g1cql2015, 16:4998
GiantonBJ et al , JCO, 2007, 253348%nnourket al, LanGatca013, 14: P97

14



POTENTIAL BIOMARKERS IDENTIFIED I%I?@TH
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IL-8 may be a predictive & prognostic biomarker

Qverall Survival

TR, =i CowlEd i Potentially Predictive Markers (HR <0.7, interaction p<0 01)
R ™ 20 pg/ml High 0.63 0.0004 0.022
3 MIF 0.3ng/ml High 0.67 0.003 0.087
2” VEGF 142 pg/ml High 0.64 0.0013 0.056
£ 5 prognostc - Sy VEGFR2 4.2 pg/ml High 0.69 0.0082 0.157
EEEE I e T VEGFR3 35 ng/ml High 0.69 0.0061 0.177
e SPD 7.7 ng/ml Low 0.60 0.0003 0.003

15 E 25
Time (month)

Progression Free Survival _ ]
@ — LSLowlF 67 mo HR-0523.p-0203) Potentially Prognostic Markers (HR >1, p<0.01 on both control and ZT arms)

= IL-B Low(F+ZT 8.3m

| - m:gm”s‘?;"n”mmmm} Control treated ZALTRAP treated
f. Biomarkell Median

E 20 pg/mi 4.481 <0.001 2.3189 <0.001
=] CRP 9.4ug/ml 2.7732 <0.001 2.5535 <0.001
g, NRP1  160ng/ml  2.0324 <0.001 2.104 <0.001

ANG2 3.9ng/ml 15447 0.002 1.8293 <0.001

ao
1

, , , < - , *_ograngvalues were adjusted for ¥BBR2 and VERHall below levels of significance for interaction
’ Timeﬁmonthfﬂ

Sims TN, et al. ASICZD15 #799 15



TUMOR GROWTH INHIBITION INDUCE Iﬁ%
AFLIBERCERIOCURRED MORE FREQUE
PDX MODELS COMPARE

(

\_

o

E
; £
mﬂ}
55
B>
=

E

=1

abs.

Median
tumor volume (mm3)

O 800
G 600
S 400

1,800
1,603:
1,403:
1,203:
1,003:

200 ¥
0

CXF2163

0 5

500
450 A
400
350 4
300 4
250 4
200 +
150
100 4

50 1

10 15 20 25
Days after randomization

CXF2048

Aflibercept more active than bevacizumab j

T T T
5 10 15
Days after randomization

Phenotype A

\

’ CXF2070 !

——— 71—
0 5 10 15
Days after randomization

CXF2069
2,500
& 2,000
£
g E
= g 1,500 4 |
c = ] r T
g3
T > 1,000 4
=3 | ]
£ ]
2 500
i
4] — T 7T 7T T —
4] 5 10 15

Days after randomization

Phenotype B
i Aflibercept not more active than bevacizumab ‘

BEWACHZUMAB e

—#- Control; 10 mL/kg/day s.c.;
days 0, 3,7,10, 14,17, 26

—— Aflibercept; 25 mg/kg/day s.c.;
days 0, 3,7,10, 14, 17, 26

-k Bevacizumab; 25 mg/kg/day i.\
days 0, 3, 7,10, 14,17, 26

Chiron M, et\ddiCanca@rhef014



WHICH ANMEGF DRUG IS BETTERY, @

connect

POWERED BY COR2ED

A 4 trials have reported a gain in OS by the addition of an antiangiogenic
compound, irrespective of the various firsfline regimens

A Patients who are fastprogressorson first-line bevacizumab containing

regimens should be considered for treatment withaflibercept or
ramucirumab

NEED CERTAIN BIOMARKERS TO USE MORERHOPEBGANTI
FOR SECANRE TREATMENT AFTER BEVACIZUMAB

17



ANALYSIS OF PLAH®® EXPRESSION I;gb?
RAMUCIRUMAB-ICACY IN THE RAISE T ect
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High VEGFD (1 pb/thl Low VEGFD (<115pg/mL)
Ramucirumab + Placebo + Ramucirumab + Placebo +
FOLFIRI FOLFIRI FOLFIRI FOLFIRI
(n=270) (n=266) (n=176) (n=172)

Median, months (95% Cl)  13.9(12.515.6) ~ 11.5(10.k12.4) Median, months (95% CI) ~ 12.6 (10.714.0)  13.1 (11.817.0)

Y 2.4 month ~

Y -0.5month

HR (95% CI) 0.73(0.660.89) HR (95% Cl) 1.32(1.02-1.70)
P-value (likelihood ratio) 0.0022 P-value (likelihood ratio) 0.0344

104 1.0

0.9 _ 0.9 1
= g 0.8 4
z 08 >
‘(?-’ 07 4 § 0.7 1
? 06 g 0.6 4
g 05 4 3 o5
S o4 g 041
% 03 4 E 03
o 02 o 024
« 8 Ramucirumab S 8 Ramucirumab

0.1 4 0.1

o]0 Placebo 00 4 0 Placebo |

(IJ t:) 1I0 lI5 ZIO ZIS 3IO 3I5 4I0 (Il é lIO 1I5 2I0 ZIS 3IO 3I5 4I0
Time Since Randomization (Months) Time Since Randomization (Months)

Tabernero J, et al: ESM0O2017 abstract555 18



RANDOMIZED PRIALS TO EVALUAT(I;:I@
BEVACIZUMAB VS-EEGHRIAB connect
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SPIRIT(i=182)

Pani+
FOLFIRI (n=91)

PRODIGHEH&133)
Bev +

FOLFIRI (n=91) Cetr mFOLFOX6/

FOLFIRI (n=67)

WJOG6210G-120)

Bev + mFOLFOX6/
1st Bev FOLFIRI (n=65)

Pani+
FOLFIRI (n=60)

Bev +
1st Bev FOLFIRI (n=60)

Hecht JR, eCéilhColorectal Cancer. 2015; 14QShtarK, et al. 2016 ASEZB7Bennouna J. et al. ESMO 2017 #4770 19



RANDOMIZED PRIALS QEXLINBEYV GI@
VSANTFEGFRIABPFES connect
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SPIRIT(R=182) (primary) PRODIGHD&132) (primary)

1004
90 — Bev 9.2mogn=91) 5 o al at 4 )
S : - rogression free survival at 4 months
S 2ol - Pani7.7mos (n=91)
= 60
= HR=1.01. n=0.97 Arm A (Bev) Arm B Cel
g 50 P n=65 n=67
S 404
& 301
20 PFS at 4 month 80.3% 66.6%
101 95% IC (68.09%488.3%) | (53.6%476.8%)
0 1' 2I 3I 4l SI SI Tl BI 9I 1(') 11' 1ZIZ1;31:11I51EE1'? 1;31;32'02!1 2I22;32A2I52I62;'2;32£IJ3:)3!| 3,!2

Progression-free Survival (Months)
Subjects at risk

Panitumumab 91796661 53413633282823221714129 7 5 3 3 3 3
Bevacizumab 9185746354494341332920161411 9 7 77 3 1 10

Progression-Free Survival
33111111100
0000O0O0CO0CQODOOO

WJOG6210G:120) (secondary) * etan PFS 71 monts

- (95% Cl: 5.7 - 8.2)
1001 — B OV 59m0$n=58) o Cet (Arm B, n=67)
—~ - S— Median PFS 5.6 months
N i — / % 14.2—-0.
S 80 — Pani6.0mos (n=59) B Slakz-osp)
c L HR 0.710 (95% CI: 0.495-1.018)
o — — =g !
= 0] HR=1.14, p=0.498 \ p=0.0622
o
8 40 03
& 02
204 o1
D - - : . . I ; : : Il 3 : 0 - | 10 XSTMMZD -} 30 35
0 3 [ 9 12 15 18 21 24 27 30 33(months)
) Time
Mo. at Risk
FOLFIRI+Pmat 50 43 28 17 7 4 4 2 1 1 1 1
FOLFIRI + Bmab 53 45 pei:3 20 T 3 1 1 1 1 i ]

Hecht JR, eCéilhColorectal Cancer. 2015; 14QShtarK, et al. 2016 ASEZB7Bennouna J. et al. ESMO 2017 #4770 20



RANDOMIZED PRIALS QEXLINBEYV GI@
VSANFEGFRIABOS connect

SPIRIT(h=182) (secondary) PRODIGHD&132) (secondary)

] —— Bev 21.4m@e=91) 1001 —— Bev15.8mogn=65)
(=] .
S 801 - Pani18.0mogn=91) S Cet 10.4mogn=67)
> 704 ~
= 60- T =0.0750
7 HR=1.06, p=0.75 > p=v.
© 504 S 0.50
2 40 5
@ 307 D s
204
101
||||||||||||||||||||||||||||| 0-00 ! ! ! j j ! T !
02 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 0 3 6 9 “ih 15 18 21 24
Overall Survival (Months) Number at risk momis
Subjects at risk AmA 65 63 55 39 34 27 24 20 14
Panitumumab 9183 78 70 68 64 56 49 42 36 31252120 1613118 7 5 2 1 1 1 1 1 0 0 0 0 AmB 65 55 45 33 24 21 15 13 8
Bevacizumab 9187 8582 757262 57 50 46 4135302422128 5 5 3 1 1 0 0 0 0 0 0 0 0

WJOG6210G120) (primary)

1901 — Bev 13.4m@s=58)
S 80 — Pani 16.2mogn=59)
c
S 60 HR=1.16, p=0.499
T

201

D T T T T T T T T T

0 6 12 18 24 30 36 42 48  54(months)

) Time
Mo. of patients at Rizk
FOLFIRI + Pmak 50 £l 24 1 4 1 1 1] o
FOLFIRI + Bmalk 58 14 22 ] 5 2 1 1 ]

Hecht JR, eCéilhColorectal Cancer. 2015; 14QShtarK, et al. 2016 ASEZB7Bennouna J. et al. ESMO 2017 #4770 21



RANDOMIZED PRIALS ORPINE G|@
BEWS. ANNHGFRIABSUMMARY connect
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-———->

Pani+FOLFIRI

SPIRITT fibpe i
Bev+FOLFIRI 9.2 P= 21.4 P= 19
Pani+FOLFIRI 6.0 HR=1.14 16.2 HR=1.16 46.2

WJIOG6210G Dy D
Bev+FOLFIRI 5.9 p=L. 13.4 P=L. 5.7
PRODIGELS  CetrChemo 5.6 oo 10.4 oA 32.3
ACCORD22 ... chemo 71 158 P00 o6

NO SURVIVAL BENEFIT-BEFGEMABEOMPARECBRY

BUT BETTER RESPONSE RATE

Hecht JR, eCéinColorectal Cancer. 2015; 148Q5h2ark, et al. 2016 ASEEB7Bennouna J. et al. ESMO 2017 #4770 29
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SUBSEQUENT THERAPY ANALYSIS &3 THE FIRE
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IT SEEMS THAT THE SEQUENTIAL APPLICEGERIAFEANNH FOLLOWED BY BEC
LINE ANVEGF THERAPY ACHIEVES MORE FAVORABLE RESULTS THAN THE R

Modest DP, et@lilDncad2015 23
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A There is a similar relative benefit when antiEGFRnAb s used in later

lines compared with 2ndline, which was confirmed in a recent
randomized trial

A EGFR inhibitors may be considered for patients with RAS wilype
disease, especially
I when a higher response rate is desired

I for patients who are fastprogressorson first-line bevacizumab
containing regimens
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