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Incidence and mortality of OGCs worldwide

Mortality

= QOesophageal cancer
= 7th most common cancer
= 6! cause of cancer-related death

= Gastric cancer
= 5% most common cancer
= 3'd cause of cancer-related death
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Trends in 5-year relative survival for OGCs in the US
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Type of drugs approved by FDA for main Gl cancers

. . .
Pancreatic cancer Chemotherapies

Oesophageal cancer Targeted therapies

Gastric/OGJ cancer

Colorectal cancer

HCC
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Evolution of understanding the biology of OGCs

2016
2011 Subclassification of
Identification of RTK e, oesophageal
amplification — adenocarcinoma
2014 mm&rmmm ; s 2017
Gastric cancer wonr s -
mmmnm - Oesophageal
TCGA cancer TCGA
. : S e &%ﬁ:ﬂ :%“"‘é"%m

® INSTITUT - .
JULES BORDET ULBRE | [ ]
INSTITUUT m_.




Integrated genomic characterisation of OGCs

@ Cardia

\ B \"7
e b ESCC GE
[ \ » CCND1 amplification CIN inction
‘ * TP63/SOX2 amplification ) X
| « KDMBA deletion ¢ Intestinal histology !
® TP53 mutation EBV
‘l Upper oesophagus CIN *RIICRAS actvation * PIK3CA mutation
* ERBB2 amplification * PD-1 1/2 overexpression
* VEGFA amplification e EBV-CIMP
[ * TP53 mutation * CDKNZ2A silencing
f e Immune cell signalling

Mid oesophagus —s EBV
‘ e EBV-CIMP

* PIK3CA mutation

\ * PD-L 1/2 overexpression MSI
Lower oesophagus —= * Hypermutation
GEJ I MSI tati * Gastric-CIMP
il * MLH1 silencing
Proximal stomach -! * Gastric-CIMP -
" I e MLH1 silencing - * Mitotic pathways
Body/fundus —= » Diffuse histology
?giffuse histology * CDH1, RHOA mutations
Antrum/pylorus - :
A « CDH1, RHOA mutations * CLDN18-ARHGAP fusion
* CLDN18-ARHGAP fusions * Cell adhesion
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Rationale for using/investigating targeted therapies in OGCs

GENE | Amplification
% ESCC | % EAC | | | Deep deletion

IR&Gtivated Activatal

0: :0
®  INSTITUT

JULES BO
INSTITUUT

RDET

The Cancer Genome Atlas Research Network, Nature 2014; The Cancer Genome Atlas Research Network, Nature 2017

m Missense mutation
Inframe mutation

— Activation
— Inhibition

ll Epigenetic silencing m Truncating mutation

~
((Pathway 59% ESCC 76%] EAC I
ERBB2 3%l 32 % I
VEGFA 3% i 28% W | INEEW
EGFR  19%| NENEE: 5% | Ik W
KRAS 79 149
%N N % I e EBV MSI GS CIN
IGFIR 2% | 10% 0l | W
o o EGFR 1% | e k T
PTEN 9%l i 7% : bl
PIK3R1 2% 1 3% i ERBB2 17% [ P - 'k N
MET 4%/ 1 | 4% I i o | ERBB3 15% 1 1 [ | w | B [k
PIK3CA 13% = - 39 HEEN . é JAK2/PD-L1/2 6% | || COCRR R, o | | B
FGFR1 12%| | T | 4% 100 | | o | FGFR2 9% nmvm o | JIBURRUDINDS N1 N
FGFR2 0% 3% B | MET 6% NS | 80 T RO i
VEGFA 7% | | 11 I | N
ERBB2 EGFR IGF?R FGFR1 FGFR2 KRAS/NRAS 17%  ® TR | I |1 N I
3% | 32% 19%[15%) 4%|4% %lw% 12%| 4% | o%ls% RASA7 6% 1 |1 wmaoum m I IR =
« PIK3CA 24% l+|l mu -III u lh HI [ | III I 1 .
v v 9 PIK3R1 3% |III LI | 1 | [] || 1
KOR AS : . PIK. C.:\ o | pTEN 11% ||- =R IF m I | 1 | 1 | | 1 .
-14% |_' 3% 3/6 I_| RHOA mutation 1 1 Truncating mut. » Missense mut. (recurrent or in COSMIC) » Missense mut. (all other) |Amp|ification |Hom. deletion
CLDN18-ARHGAP 109 11 e 90 5
PTEN PIK3R1 Fusion ' * » » % } ’
RTK/RAS/PI(3)K
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Treatment algorithm for advanced gastric cancer

Inoperable or metastatic
gastric cancer

1St line HER-2 negative HER-2 positive

Platinum + FP-based

: : CF/CX + Trastuzumab
doublet or triplet regimen

i N Ramucirumab +/-Paclitaxel P
2nd line | Ramucirumab +/-Paclitaxel

Paclitaxel/Docetaxel/lrinotecan

3'd |ine Apatinib (China)




HER-2

Oesophageal TCGA Gastric TCGA
ESCC 769 EACT ]

ERBB2 3%H 32% I ERBB2 17% [ [ 1, 1
SENE J Amplification = Missense mutation 1 Truncating mut. 1 Missense mut. (recurrent or in COSMIC) 1 Missense mut. (all other) |Amp|ification |Hom. deletion
— Activation
[\ % ESCC | % EAC |] I Deep deletion =Inframe mutation L L
IR&ctivated Activaié I Epigenetic silencing mTruncating mutation ©
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Successful inhibition of HER-2 in OGCs

Events Median HR(95% Cl) pvalue
. overall
TOGA trial
(months)
0-9 -
—— Trastuzumab 167 138 074(0-60-0-91) 0-0046
0-8 1 lus chemothera
. . plus chemo py
Prlmary endeInt OS o —— Chemotherapy alone 182 111
Cisplatin-5FU/X 2 %77
— (n=296) 2 064
e
_g 0.5
Treatment naive advanced 3 0.4 -
HER2+" gastric cancer E
0-34
< : isplatin-5FU/X + Trastuzumab 02
(n=298) 01
111 1 13.8
0 T T I ' !

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

‘IHC 3+ or FISH positive

mOS 13.8mvs. 11.1m

Addition of trastuzumab to CF/X T RR, PFS and OS BLIYL (95"{; g(l):4%-60—0-91)
p=0.
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Cumulative Survival
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Unsuccessful trials of HER-2 inhibitors in OGCs

— Pertuzumab group
—— Control group

ITT population JACO BS
Number of events

Median overall survival, month: 1
Stratified hazard ratio (95% Cl) 1St | I n e

p value (log-rank)

pertuzumab +
trastuzumab in

T T T
2 4 6

1.0 4,
> == CapeOx+L CapeOx+P
PEP (n=249) (n=238)
Median (95% Cl;mo)  12.2(106t014.2) 105(3.0t011.3) 1007
0.8 HR (95% CI) 0.91(0.73t0 1.12) g0
- ¢ P .3492 e»_f,
= £ 60+
= 0.6 i e
= LOGIC N
(4] ]
= A . g .
S 04+ 15t line lapatinib
— 0
1 0
- in FISH HER-2+
e
1 1 T 1 1 T T T T
0 5 10 15 20 25 30 35 40 45
. Taxane Trastuzumab
Time From Rz (n=117) emtansine 2-4 mg/kg
weekly (n=228)
Median overall survival, months (95% Cl) 8.6 (7.1-11-2) 7:9 (6:7-9-5)
Number of events 71(60:7%) 164 (71-9%)
Unstratified hazard ratio (95% Cl) weekly ~ 1.15 (0-87-1.51), p=0-86*
trastuzumab emtansine vs taxane
100+ —— Trastuzumab emtansine 2-4 mg/kg weekly
—— Taxane
80
g GATSBY
§ 60-
I
2
T 404
3
(<)
20+
0 T T T T T T
® 0 3 6 9 12 15 18
© Time (months)
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Estimated Survival Function

T T T T T T T
12 14 16 18 20 22 24

Time since randomisation (months)

T
26

. IHC/ISH HER-2+

=== | apatinib + Paclitaxel
1.0 T paclitaxel alone
(n=132) (n=129)
\ Died as a resultof any cause 98 (74%) 105 (81%)
0.8 - Median (95% CI) 11.0(95t0 145) 89(74t0 11.1)
HR (95% Cl) 0.84 (06410 1.11)
One-sided P 1044
0.6 -
TyTAN
0.4 -
2"d line
0.2 - L™ .. .
n, lapatinib in FISH
1 T T T 1 H E R = 2 +
0 5 10 15 20 25

Time Since Randomization (months)

Satoh, J Clin Oncol 2014; Hecht, J Clin Oncol 2016; Thuss-Patience, Lancet Oncol 2017; Tabernero, Lancet Oncol 2018
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VEGF

Oesophageal TCGA

Pathway59% ESCC 769 TTEACTTTTT
VEGFA 3% i 28% W 1 NN VEGFA
GENE | Ampilification = Missense mutation —
[l % ESCC | % EAC |] | Deep deletion «Inframe mutation f‘it::tlon
Wi&Gtivated ACtiVal®® ) § Epigenetic silencing m Truncating mutation + 0 O"
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1 Truncating mut. s Missense mut. (recurrent or in COSMIC) » Missense mut. (all other) |Amp|ification |Hom. deletion
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Successful trials of anti-angiogenic therapy in OGCs

Patients Comparison Endpoint Outcomes HR / p value
REGARD" 2nd line advanced Ramucirumab (0N 52m HR 0.776
GC/GEJ BSC 3.8 m p=0.047
RAINBOW’ 2nd line advanced Paclitaxel + Ramucirumab (0N 9.6 m HR 0.807
GC/GEJ Paclitaxel 7.4 m p=0.017
APATINIB" >3rd line advanced Apatinib (ON) 6.5m HR 0.709
(China) GC/GEJ BSC 4.7 m p=0.0149
* Also statistically significant improvement in PFS
° Also statistically significant improvement in RR and PFS
A Also statistically significant improvement in DCR and PFS
INSTITUT - .
IJNUSLTIIETSULBJCT)RDET Fuchs, Lancet 2014; Wilke, Lancet Oncol 2014; Li, J Clin Oncol 2016 e ===




Survival (probability)

Progression-free survival (%)
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Unsuccessful trials of anti-angiogenic therapy in OGCs

Survival Rate (%)

1.0 L . .
= Fluoropyrimidine-cisplatin + placebo
0.9 Fluoropyrimidine-cisplatin + bevacizumab
0.8
0.7 4 HR =0.87
0.6 - (95% ClI, 0.73 to 1.03)
P=.100
T - AVAGAST
0.4
037 15t line -
027 ; —
014 bevacizumab
I I I : I: I 1 I I
0 3 6 9 12 15 18 21 24
Time Since Start of Study (months)
1009 —— Ramucirumab plus fluoropyrimidine/cisplatin
—— Placebo plus fluoropyrimidine/cisplatin
HR 0-753 (95% Cl 0-607-0-935)
80 Log-rank p=0-011
60
404
RAINFALL
204
1stline
0 T T T T T T
0 6 8 10 12 1
. ramucirumab
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Ohtsu, J Clin Oncol 2011; Shen, Gastric Cancer 2015; Fuchs, Lancet Oncol 2019; Kang, ESMO 2019

Survival probability

100 1 -
90 1 ---
20 —
70 - s
L}
60
50
- AVATAR
20 dndomb=
- VAV AN/ -y
1stline ]
10 4 -
bevacizumab
0 4
3 5 9 12 18 21 2 27
Study Month
100
Median Patients HR
follow-up with event  Median 0S (95% Cl) p value
80 - —— Rivoceranib 13.7months 250 (81.2%) 5.8 months 0.93
) 0.4850
— Placebo 121 months 119 (78.3%) 5.1 months  (0-74-1.15)
60
_______________________ 5.8 months
5.1 months :
40 - '
; ANGEL
20 - i :
B 3" line
0 S , . apatinib

3 6 9 12

15

Time from randomization (months)




EGFR

Oesophageal TCGA Gastric TCGA

Pathway59% ESCC el EAC ]
EGFR 19%| 15% | Ik B EGFR 1% | fpm

1 Truncating mut. s Missense mut. (recurrent or in COSMIC) 1 Missense mut. (all other) |Ampl'rﬁcation | Hom. deletion

GENE | Amplification = Missense mutation L
— Activat
[I % ESCC | % EAC |] | Deep deletion © Inframe mutation Iniilt:iatli |c:1n
Ii&ctivated Activaid Il Epigenetic silencing m Truncating mutation ©
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Prognostic and predictive role of EGFR Iin OGCs

1,04

.

—EGFR amplification
--f"'No EGFR amplification

Tumor Growth Curve
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e \/ehicle

0,8 e Cetuximab

g

GAO0152

Tumor Volume (mm3)
ks
g 8

0,64

o
N
o

31 36 41 a6 51 56
Days after Tumor Inoculation

.y
0.4- Bacosen o 2000 e \/€hicCl€
"""""""""""""" E wilhe Cetuximab
- 600
N =170 E
£ 1200
GAO0075 =
S aw
0,24 5
E a00
]

N=28

o

26 31 36 41 46 51 56 61 66 71 76 81 86
Days after Tumor Inoculation

Estimated probability of recurrence-free survival

log-rank P = 0.026

o F ST b k0 an EGFR amplified GC PDX models
Time from diagnosis (months) are addicted to EGFR signalling

EGFR amplification is
negatively prognostic
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Unsuccessful trials of anti-EGFR agents in OGCs

100 — Capecitabine-cisplatin plus cetuximab (286 events;
median progression-free survival 4-4 months [95% Cl 4-2-5.5])
90 - — Capecitabine-cisplatin (269 events;
median progression-free survival 5-6 months [95% CI 5-1-5.7])
80
Stratified HR 1-09 (95% Cl 0-92-129; p=0-32)
g 704
E
g 60 -
g EXPAND
& 50
c
9 t 1
2 40 S
. 1stline
o
. cetuximab
20
10
0 T T T T T T T T T T T || T 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from randomisation (months)

100 — EOC
— mEOQOC+P
Hazard ratio 1:37 (95% Cl 1-07-1-76; p=0-013)
80—
g REAL 3
3 %0
g t
z 1stline
g 40+ .
S panitumumab
20+
0 T T T T 1

T
0 6 12 18 24 30 36
Time from randomisation (months)

—— Placebo, median 3-67 months
—— Gefitinib, median 3.73 months

COG
HR 0-901 (95% Cl 0.743-1:094)
2nd Ilne Log-rank test p=0-293

gefitinib

0

3

T T T 1
6 12 18 24 -J




HER-2, EGFR and VEFG: still useful therapeutic target?

“Insanity is doing the same thing
over and over again and
expecting different results” JACOB  LOGIC

TyTAN GATSBY

EXPAND REAL 3
COG

AVAGAST AVATAR
RAINFALL ANGEL
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Mind the intratumour HER-2 heterogeneity in OGCs

And the impact that this may have in terms of treatment outcomes

% cells

<10%

10-30%

31-79%

HER2 % of positive cells in IHC 3+ patients from TOGA trial

280%

% patients

3%

27%

31%

39%

Survival outcome according to HER-2 heterogeneity in TOGA trial

Chemo Chemo + T
& {7 % stained cells mOS mOS HR 95 % CI
5! AT oo IHC 2+
b :
o % HERZ; diffuse 1+
: .”‘t*.‘.‘,?.. g R 8 7] 0 % to <30 % 11.7 114 0.83 0.50-1.41
A, g0t OV S
>30 % to 100 % 9.2 12,5 0.66 0.36-1.18
IHC 3+
0 % to <30 % 13.6 18.0 0.71 0.40-1.25
: >30 % to 100 % 12.3 17.9 0.55 0.37-0.81
olole
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HER-2 Is not a static biomarker
Something to consider when investigating anti-HER-2 strategies beyond progression

Pre-trastuzumab (HER2+)

..'-"-‘Fc > P et
A

= HER-2 status changes post trastuzumab therapy
(up to 32% of HER-2 positive tumours become
HER-2 negative following anti-HER-2 treatment,
more common in IHC2+ vs IHC3+)

H&E ‘ HER2 IHC ERBB2 FISH

. Pre-treatment (n=88 patients) Post-treatment (n=49 patients)
= Non-HER-2 biomarkers HER2 100% I, 78% e ———
T EGFR 7% [ 12% | Ok
become important o % g o E—
when HER-2 changes GFIR 3% | 12% o
MET 2% l 8% |} il
KRAS 8% | | B 14% | || |-
PIK3CA 8% g — 10% . P
MTOR 0% 4% = ]
PTEN 1% ; 8% ] -
SMAD4 14% I.I — 27% III IIII I Il_
‘u’ Genetic Alteration I Amplification I Deep Deletion B Missense Mutation B Inframe Mutation B Truncating Mutation
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Bypassing HER-2 heterogeneity: trastuzumab deruxtecan

SIDREY LRI ST Classical ADC Antibody-drug Bystander killing effect
q conjugate (ADC)
mode of action /

Drug payload .
I'e Release of drug payload from the antibody

. after antigen binding before internalization

Release of drug payload into the

(#] ADC binding to intercellular space due to a high
HER2 receptor . drug membrane permeability
: g)rl:te:i:ﬁ;:rs ke "°’T° Internalization Drug payload release after linker
l 9- " by endocytosis cleavage by lysosomal enzymes
o]
= A high drug-to-antibody ratio
3 5 s i tit | effi
Conjugation chemistry 4 Cytotoxic effect nereases antitumora etiicacy
The knket i t5d tei id OHO induced by drua pavioad despite a low HERZ antigen
f'ﬁ\ i et[t;sgonnec RA IO Cysieing fesidue Proprietary Payload (DXd| y g pay density on tumor cells
of the antibody DX-8951 derivative
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Bypassing HER-2 heterogeneity: trastuzumab deruxtecan

= Dose expansion phase | trial (n=44)

=  OGJ/Gastric cancer, HER-2 3+ or 2+/ISH+ Randczlgnliisse'l'c:l\ﬁ)\r(]egpe\s”'l'tlg% glr;gomg
* Median number of prior therapy 3 (2-5) >3rd line trastuzumab deruxtecan vs
= 100% prior trastuzumab investigator’s choice

= 55% prior irinotecan

100

80 RR: 43% - DCR: 80% 90 Median PFS: 5.6 m
80- Median DOR: 7 m

70

60—

size from baseline (%)

50

40

Progression-free survival (%)

30

20+

Change in tumour

10

-100- 0 6 12 18 24 30

: Time since treatment (months)
0: : L4

® INSTITUT - .
JULES BORDET , ULBR | [}
INSTITUUT Shitara, Lancet Oncol 2019 -

iris




Intratumour heterogeneity in OGCs —the case of FGFR2

SHINE Trial

(
22nd |ine advanced GC
with FGFR2 polysomy or
amplification
.
Primary endpoint PFS
O
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AZD4547
(n=41)

Paclitaxel
(n=30)

INSTITUUT Van Cutsem, Ann Oncol 2017

Probability of progression-free survival

— AZD4547 80 mg b.i.d. 2 weeks on/1 week off
—— Paclitaxel 80 mg/m?
* Indicates a censored observation

Median PFS
AZD4547 1.8 m
Paclitaxel 3.5 m
HR 1.57

Time since randomization (months)

4
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Intratumour heterogeneity in OGCs —the case of FGFR2

SHINE Trial
AZDA4547
-~ (n=41)
>2nd |ine advanced GC
with FGFR2 polysomy or
amplification
\ Paclitaxel

(n=30)

Primary endpoint PFS

01::0
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AZDA4547

Paclitaxel

Best FISH FISH H- FISH FISH
response
L-amp amp L-amp H-amp
CR (%) 0 0 0 0
PR (%) 0 0 1(10%) 2 (40%)
SD (%) 1(11%)  2(25%)  3(30%) 2 (40%)
PD (%) 8 (89%) 6 (75%) 6 (60%) 1 (20%)
2D
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ULB g | | |
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Intratumour heterogeneity in OGCs —the case of FGFR2

21 269 316
= RMH FGFR trial (n=9) b -1 - -4 w
= Refractory, FGFR2 amplified OGC patients )
treated with AZD4547 .
= QObjective response in 3/9 patients § o E hLI
8 &K
Baseline 6 Months ’ - 4
Mean duration of response 6 months
4 [
| | W
> o ho# . y
o vy
{203 e
L 4 L4 ’ -

- .
JULES BORDET _ @ .
INSTITUUT Pearson, Cancer Discov 2016 H_




Intratumour heterogeneity in OGCs —the case of FGFR2

RMH
FGFR

Trial
12/135 (9%)
amplified

% amplified | ) 49 27% 28% 37% 44% 94% 99% 99%

cells

AZ
SHINE
Trial

% amplified
cells

0: :0
®  INSTITUT

<
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Anti-EGFRs in OGCs: missing out on a good opportunity

Progression-free survival (%)

L 2

Subgroup analysis of the EXPAND trial

100 — Capecitabine-cisplatin plus cetuximab (286 events;
median progression-free survival 4-4 months [95% Cl 4-2-5.5])
90 — — Capecitabine-cisplatin (269 events;
median progression-free survival 5-6 months [95% CI 5-1-5-7])
80
Stratified HR 1-09 (95% Cl 0-92-1-29; p=0-32)
70 =
60
50
40
30
20 —
10 1
0 T T T | T T I T T | ll | 1
0 3 6 12 15 18 21 24 27 30 33 36 39 42
Time from randomisation (months)
@
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Lordick, Lancet Oncol 2013

Subgroup by
EGFR IHC score

<150 (n=715)
2150 (n=59)

<160 (n=720)
=160 (n=54)
<170 (n=728)
=170 (n=46)
<180 (n=732)
=180 (n=42)
<190 (n=740)
=190 (n=34)
<200 (n=745)
=200 (n=29)
<210 (n=749)
2210 (n=25)
<220 (n=754)
=220 (n=20)

<230 (n=756)
2230 (n=18)

Median PFS Hazard ratio
(months) (95% CI)

44vs 586 == 1.17 (0.97-1.41)
5.7 vs 4.5 1 0.67 (0.33-1.36)
44vs5.6 HPH 116 (0.97-1.40)
G.5vs 4.2 = 1 0.70(0.34-1.44)
44vs 56 -@— 1.7 (0.97-1.41)
5.5 vs 4.2 1 0.62 (0.28-1.35)
44vs 56 8= 1.17 (0.97-1.41)
.5 vs 4.1 . 1 062(0.27-1.42)
44vs 56 8=  1.17(0.97-1.41)
5.5 vs 4.1 1 054(0.22-1.29)
44vys56 @~ 1.16(0.96-139)
6.0vs 42 i 052 (0.20-1.34)
44vs56 @  1.16(0.96-1.39)
7.5vs 4.3 . i 0.41(0.13-1.26)
44vs 56 @  1.16(0.97-1.40)
7.5vs4.1 ¢ i 0.29 (0.09-0.96)
44vs 56 -  1.16(0.97-139)
7.5vs 4.1 b 1 0.31 (0.09-1.03)

| | | | L1 11 | |
0.1 0.5 1.0 20
Benefit CT + cet Benefit CT

D
- .
|
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Anti-EGFRs in OGCs: missing out on a good opportunity
Subgroup analysis of the COG trial

Overall Survival

1.00 -
Subgroup Events/No. HR (95% Cl) === Placebo - median OS = 1.70 months
All patients - Gefitinib - median OS = 4.17 months
Unadjusted 317/340 4 0.88 (0.70 to 1.10) £ 075 4 HR, 0.21; 95% CI, 0.07 to 0.64; P = .006
=
©
EGFR FISH status _g
FISH negative 212/233 -+ 0.90 (0.69 to 1.18) QL_ 0.50 -
FISH positive 57/59 —— 0.59 (0.35to 1.00) =
>
Classification >
FISH negative ~ 212/233 -+ 0.90 (0.69 to 1.18) a 9257
Polysomy 36/38 - 0.66 (0.34 to 1.30)
Amplified 21/21 —_— 0.21 (0.07 to 0.64)
I I I I I
: ———— 0 6 12 18 24 30
S S 88w Time From Random Assignment (months)
o o
Favors Gefitinib Favors Placebo
01;0 o
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INSTITUUT Petty, J Clin Oncol 2017 Hol
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Beyond HER-2, VEGF and EGFR




Other randomised phase lll trials of
targeted therapies in OGCs

Patients Setting Comparison 1° endpoint Outcome  HR - p value
RILOMET-1 609 1st line ECX + Rilotumumab PFS 8.8 HR 1.34
(100% MET pos) ECX 10.7 p=0.003
METGastric 562 1stline FOLFOX + Onartuzumab oS 11.0 HR 0.82
(100% MET pos) FOLFOX 11.3 p=0.24
GAMMA-1 432 1stline FOLFOX + Andecaliximab oS 12.5 HR 0.93
FOLFOX 11.8 p=0.56
GOLD 643 2" line Paclitaxel + Olaparib OS 8.8 HR 0.79
(15% ATM neg) Paclitaxel 6.9 p=0.026
BRIGHTER 714 2" [ine Paclitaxel + Napabucasin OS 6.9 HR 1.01
Paclitaxel 7.4 p=0.86
GRANITE 656 >2nd |ine Everolimus oS 5.4 HR 0.90
Placebo 4.3 P=0.124
DO o
¢ INsTITUT Catenacci, Lancet Oncol 2017; Shah, JAMA Oncol 2017; Shah, ASCO 2018; Bang, Lancet Oncol 2017; -_-
Netroor TPET shah, GIASCO 2019; Ohtsu, J Clin Oncol 2013 m moE




Other randomised phase lll trials of
targeted therapies in OGCs

Patients Setting Comparison 1° endpoint Outcome  HR - p value
RlLOMET-lQ 609 1st line ECX + Rilotumumab PFS 8.8 HR 1.34
(100% MET pos) ECX 10.7 p=0.003
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Randomised phase Il trials of targeted
therapies in 0GCs: anything promising?

Patients Setting Comparison 1° endpoint Outcome HR - p value

STARGATE 195 15t line CX + Sorafenib PFS 5.6 HR 0.92
CX 5.3 p=0.609

FAST 161 1stline EOX + Zolbetuximab PFS 7.5 HR 0.44

(100% CLDN18.2) EOX 5.3 p<0.0005
NCT00982592 124 15t line FOLFOX + Vismodegib PFS 7.3 HR na
FOLFOX 8.0 p=0.64

PaFLO 87 15t line FLO + Pazopanib 6m PFS 31.4% HR 0.93
FLO 25.9% p=NS

ZAMEGA 64 1stline FOLFOX + Aflibercept FOLFOX 6m PFS 60.5% HR 1.11
57.1% p=0.72

NCTO01238055 107 2" line Docetaxel + Sunitinib TTP 3.9 HR 0.77

Docetaxel 2.6 p=0.206

SHINE 71 2" line AZD4547 PFES 1.8 HR 1.57
(FGFR2 amplified) Paclitaxel 3.5 p=NS

INTEGRATE 152 2"9/3" line Regorafenib PFS 2.6 HR 0.40

Placebo 0.9 p<0.001

® INSTITUT : : : } : ; ) et
JULES BORDET K.ang, ESMO 2014; Sahin, GI ASCO 2019; Cohen, ASCO 2(?13, Thuss-PaUence, ASCO 2015; Cleary, Cancer 2019; m =-=
INSTITUUT Yi, Br J Cancer 2012; Van Cutsem, Ann Oncol 2017; Pavlakis, J Clin Oncol 2016 [ |
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Randomised phase Il trials of targeted
therapies in 0GCs: anything promising?

Patients Setting Comparison 1° endpoint Outcome HR - p value

STARGATE 195 1stline CX + Sorafenib PFS 5.6 HR 0.92
CX 5.3 p=0.609

FAST @ 161 1st line EOX + Zolbetuximab PFS 7.5 HR 0.44
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NCT00982592 8 124 1st line FOLFOX + Vismodegib PFS 7.3 HR na
FOLFOX 8.0 p=0.64
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CLDN18.2: a potential new therapeutic target

Paracellular
pathway

FAST trial
Rand phase Il trial 15t line EOX +/- zolbetuximab (n=161)

1.0

——— EOX (84)
— EOX+IMAB362 800/600 maim2 (77)

mPFS 4.8 vs. 7.9 mo
HR 0.47
P=0.0001

0.94

0.8+

0.7 4

Ongoing phase lll trials
GLOX: 1st line CAPOX +/- zolbetuximab
SPOTLIGHT: 1st line FOLFOX +/- zolbetuximab

Gastric
tumour
type (n=817)

Any positivity

22+ in >40%
of tumour cells

Al 81% 50%
Diffuse 89% 60% 0 20 40 60 80 100 120
e B 34 9 2 1 0 0
ns
Intestinal 73% 43% i 40 18 " 9 3 0

49%

30%

Time to Event (weeks)
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R
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Immunotherapy




Rationale for using/investigating immunotherapy in OGCs
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Summary of phase lll trials of iImmunotherapy in OGCs

Setting Patients

Comparison

Endpoint

KEYNOTE-062 1stline OGJ & gastric Pembro PFS/OS bPembrO non inferiOélg/)XC(';/éS 0
> Pembro non superior to >
(CRe=1) PembéIO:;)-(CF/X Pembro + CF/X non superior to CF/X
KEYNOTE-061 2"d line OGJ & gastric Pembro PFS/OS Pembro non superior to Paclitaxel
(CPS21) Paclitaxel
ATTRACTION-3 2" |ine Oesophageal SCC Nivolumab OS Nivo superior to Paclitaxel/Docetaxel
(PD-L1 unselected) Paclitaxel/Docetaxel
KEYNOTE-181 2" ine Oesophageal & OGJ Pembro oS Pembro superior to CT in CPS210)
(PD-L1 unselected)  Investigator’s choice CT Pembro non superior to CT in SCC
Pembro non superior to CT in all pts
JAVELIN >3 line OGJ and gastric Avelumab oS Avelumab non superior to
GASTRIC 300 (PD-L1 unselected) Paclitaxel/Irinotecan FeglliEpe flineuzesin
ATTRACTION-2 23" line OGJ and gastric Nivolumab OS Nivo superior to Placebo
(PD-L1 unselected) Placebo
L J \ 4 2
oLee BORDET Tabernero, ASCO 2019; Shitara, Lancet 2018; Kato, Lancet Oncol 2019; Shah, ASCO 2019; Bang, Ann Oncol 2018; m E:E

INSTITUUT

Kang, Lancet 2017
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PD-L1 expression and benefit from immunotherapy in OGCs

Setting Patients Comparison HR HR HR

Any/CPS<1/ CPS21/ CPS210/
PD-L1<1% PD-L1 21% PD-L1 210%

KEYNOTE-062 1stline OGJ & gastric Pembro vs CT 0,91 0,69
(CPS=1) Pembro + CT vs CT 0.85 0.85
KEYNOTE-061 2"d line OGJ & gastric Pembro vs CT 0.82 0.64
ATTRACTION-3 2"d line Oesophageal SCC Nivolumab vs CT 0.69 0.69
(PD-L1 unselected)
KEYNOTE-181 2dline  Oesophageal & OGJ Pembro vs CT : 0.67
(PD-L1 unselected)
JAVELIN >3 |ine OGJ and gastric Avelumab vs CT
GASTRIC 300 (PD-L1 unselected)
ATTRACTION-2  23"line OGJ and gastric Nivolumab vs BSC
(PD-L1 unselected)
01::0 <
¢ oLee BORDET Tabernero, ASCO 2019; Shitara, Lancet 2018; Kato, Lancet Oncol 2019; Shah, ASCO 2019; Bang, Ann Oncol 2018; vie BT

INSTITUUT Kang, Lancet 2017 .
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PD-L1 expression and benefit from immunotherapy in OGCs
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Better biomarkers for immmunotherapy in OGCs

CIN

* Intestinal histology

* TP53 mutation

* RTK-RAS activation

EBV
* PIK3CA mutation
* PD-L1/2 overexpression
* EBV-CIMP
* CDKN2A silencing
* Immune cell signalling

GS
» Diffuse histology
* CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion

MSI
* Hypermutation
* Gastric-CIMP
*MLH1 silencing
* Mitotic pathways
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Kim, Nat Med 2018
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Combination treatment: anti-angiogenic + anti-PD-1 agents
Potentially extending the benefit of immunotherapy to MSS tumours

40

Colorectal cancer Gastric cancer
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REGONIVO/EPOC 1603 trial
= Phase | trial in Japan (n=50)

= Gastric and colorectal cancer
= 98% MSS

= Median prior therapies: 3 (2-8)
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(MSS 33%) (all responders were MSS)
. . . . -60
" 98% had prior antl'anglogemc # MSI-H (all other patients were MSS) 4 Anti-PD-1/PDL-1 refractory
therapy 80
= 14% had prior PD-1/PD-L1 -5 S
inhibitors -100
80
1.00- —— Colorectal: Median 6.3 months
b —— Gastric: Median 5.8 months
9 40
by 0.75
£ 20
g \ éoso
g o
2 40
(5]
0 0.25
0: :0 -80
® INSTITUT
JULES BORDET -1000 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 0~00_ ! ! T T T T
INSTITUUT FUkUOka, ASCO 2019 Time since first dosing (Weeks) 0 3 6 9 12 15

Time (months)
SIS



The ideal scenario

Biomarker screening and molecularly matched therapies

Patients with metastatic GC

b

Enrolled for VIKTORY screening
56.4% at the time of 1st-line chemotherapy
43.6% during or at the time of failure to 1st-line chemotherapy

b

Tumor pathologic—-genomic profiling:
1) Targeted tumor sequencing
2) NanoString (MEK signature)
3) IHC panel: MMR, EBV status, PD-L1, c-MET
4) Serial ctDNA sequencing

¥

Biomarker D:
MET amp

2

Biomarker A1: Biomarker A2 Biomarker B:
RAS mt MEK TP53
high or low mutation

Arm 2: PII
_ Arm 4: Pl
Adavo_:erllb + Savalitinib
paclitaxel
Arm 4-1: PlI
Savolitinib +
docetaxel

JULES BORDET )
INSTITUUT Lee, Cancer Discov 2019

Biomarker F:
All negative

Arm 6: Pl
Vistusertib +
paclitaxel

Arm7: Pl
Capivasertib +
paclitaxel

Arm 8: PI
AZDGB738 +

paclitaxel

Survival probability

Survival probability

1.00 -

0.75 -

0.50 4

0.25 -

0.00 -

1.00 1

0.75 1

0.50 1

0.25 1

0.00 1

Progression-free survival

AN

P < 0.0001

— Conventional chemotherapy (n=266)

Biomarker-driven treatment (n = 105)

15 20
Time

Overall survival

25

P <0.0001

— Conventional chemotherapy (n = 266)

Biomarker-driven treatment (n= 105)
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Inter-tumoral lesions genomic heterogeneity
A cautionary note and useful insight for future drug development and trial designs

PANGEA Trial
28 patients Treatment assignment

No discordance between
primary and metastasis
requiring change in
treatment assignment

Biomarker discordance
between primary and
metastasis led to treatment

8 4 Distant reassignment
Circulating ( /\ Metastasis
Plasma DNA ,, | N ® \

J [ /&S ——— Primary
Guardant 360 Foundation Medicine
targeted sequencing targeted sequencing
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Inter-tumoral lesions genomic heterogeneity

Genomic profiling of ctDNA may help to address inter-tumoral lesion heterogeneity

PANGEA Trial Metastasis cfONA

. PANGEA1 TP53 NGS
28 patients EGPR Me

MET  NGS [ avp ][ awp |

PANGEA2 TP53 NGS [ R175H || R175H [ R175H |

KRAS NGs (NN N R

ERBB2 NGS [ nec | (IDRUEE DEE

ERBB2 IHC/FISH [CNEG | NEGENN |

PANGEA3 TP53 NGS [ NeRi7sH [Ri7sH][ [ R175H |

ERBB2 NGS D (vEc || [ nea |
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EGFR IHC/FisH [INEESE | [ |
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In 88% of cases where discrepant genomic alterations between primary tumour and

. metastasis were found, results were concordant between metastasis and ctDNA
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B missense mutation [l amplification/overexpression

M insertion M fusion [ | indeterminate

NGS: next generation sequencing MS: mass spectom
IHC: immunohistochemistry FISH: fluorescent in situ hybridization
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The genomic complexity of OGCs

Another cautionary note and useful insight for future drug development and trial designs

Ploidy
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Patients Cell models
RAS
ar B RTK co-amplifications
S Downstream amplifications
AKT . e .
1 | || 1|| L| MTOR Single RTK amplification
u A> "0350%0
Patients v@o "o o%zé\\* B None
GISTIC/relative Whole-genome duplication Ogr @ Qg? ©
copy number score B Ves No >
| | Cell models
-2-10 1 2

Co-amplification of RTKs and/or downstream mitogenic activation is almost ubiquitous!
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Conclusions

Targeted therapies are an important component of the therapeutic
algorithm of advanced OGCs and will possibly shape the treatment
paradigm of early stage tumours

Lack of optimal, biomarker-driven patient selection, intratumour
heterogeneity and genomic complexity of OGCs are likely responsible for
the failure of unsuccessful trials and should be kept in mind when
designing future studies

ctDNA-based genomic profiing and combination target treatment may
represent successful strategies to pursue in future clinical trials
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