OVERVIEW OF GASTRIC
& ESOPHAGEAL
CANCERS

Winter Cancer Symposium
March 2022

hmed Zakari. MD

ssociate Professor University of Central Florida, College of
edicine
dical Director, Gastrolntestinal Cancer Program
entHealth Cancer Institute

|

="
—
—_—
—
—
——
——
LR
——my
—




Real Life stories !!

Case 1: John

62 y/o AA male with HTN,
HLD, previously smoker
with dysphagia, 10 Ib
weight loss

EGD/EUS : TAN1 Esophageal
Ca: SCC

Staging Scans: No mets

ECOG : 0-1

Case 2 : Beth

58 y/o WF with Mild
obesity, HTN, GERD

Presented dysphagia, wght
Loss 10-12lbs

EGD/EUS: T3N2 Esoph Ca,
Adeno. Heur2 (-), PDL1 CPS
2

Staging Scans/PET scan: No
distant Mets

Increase uptake GE Junction



OVERVIEW OF GASTRIC
& ESOPHAGEAL CANCERS

= Review of the Genomics of Esophageal and Gastric
cancer

= Mutidisciplanary approach Localized & Locally advanced
Esoph and Gastric cancer

=™ Case Presentation

= Management of advanced Esoph. And Gastric cancers
beyond cytotoxic agents




Genomic Profiling for Esoph. &
Gastric Cancers

CIN: Chromosomal instability

= Most common subtype
= Increasing incidence
= Increasing gradient from distal to proximal stomach
= TP53 mutations
= Whole-genome doubling
= RTK/RAS/cell-cycle gene amplifications
(e.g., ERBB2, EGFR, KRAS, CCNE1, CCND1/2/3, CDK®6)
* VEGFA amplification common in EAC

GS: Genomically stable

* Most are Lauren diffuse type

= Non-cohesion, invasion, dissemination
* CDH1 and RHOA mutations

* CLDN18-ARHGAP26/6 fusions

MSI: Microsatellite instability

EBV*: Epstein—Barr virus

* Hypermutation

= Hypermethylation

* MLH1 silencing

* ARID1A, RNF43, PIK3CA, KRAS mutations
* Elevated immune signatures

» Sensitive to immune checkpoint blockade

= Hypermethylation

= CDKNZ2A silencing

* PIK3CA, ARID1A, BCOR mutations

* PD-L 1/2 overexpression

= Prominent immune signatures

« Sensitive to immune checkpoint blockade




Pharmacogenomic for
systemic Therapy
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Options to Navigate for Esophag. Adeno
& GE cancer

Printed by ahemed zakari on 2/21/2022 5:12:57 AM. For personal use only. Not approved for distribution. Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved

National PN . e
comprehensive NCCN Guidelines Version 2.2022 N
gg{‘v‘;g;k, Esophageal and Esophagogastric Junction Cancers " Discussion
TUMOR PRIMARY TREATMENT OPTIONS FOR MEDICALLY FIT PATIENTS
CLASSIFICATIONS
cT1b-cT2,NO
low-risk lesions: See Surgical Outcomes Afte
o wed > Esophagectomy/48 > Esophagsctomy (ESOPHAS
differentiated)®
Preoperative chemoradiation (category 1)*Y:PP Respon men
(preferred) — " (ESOPH-14)
cT2NO < xy
it s 5 Definitive chemoradiation
(high-risk lesions: (only for patients who decline surgery) » Eollow-up
Adeno- LVI, 23 cm, poorly B e > (See ESOPH-18)
carcinomas( ™| gifforentiated) | | o
cT1b-cT2N+ or Perioperative
cT3-cT4a,Any N chemotherapy* ——* Esophagectomy®4t48 —s| g0 o\ vical Outcomes
or
F (ESOPH-16)
Preoperative dtu,
chemotherapy* — Esophagectomy®%t%9Q ——
Definitive chemoradiation™Y _ See Response Assessment
or "~ (ESOPH-14)
cT4bP * | Consider chemotherap( alone in the setting of invasion
of trachea, great vessels, vertebral body, or heart*
See Palliative Management (ESOPH-19)




Pivotal Trial Chemotherapy-Radiation for
Esophag Cancer: CROSS Trial

Neoadjuvant Chemoradiotherapy: CROSS Trial

Surgery
N=188
414 Gy +
Carboplatin/Paclitaxel === Surgery
N=178

* pCR: 49% in SCC group and 23% in AC group
* RO resection rate: 88% v. 59% for ITT groups

366 Esophageal and
GEJ Cancer Patients

75% adeno

Primary Endpoint:
Median OS

Van Hagen, N Engl ) Med 2012




Neoadjuvant Chemoradiotherapy: CROSS Trial

100+ Neoadpuvant dhemaoradiotherapy 9 N 40 :(((r\:::::;: t(f'vmadm':;:ypph::m'y
== Surgery some s SCC, surgery alone
90 90+ — AL surgery akone
] 3yr05=47% v.33% . AC S yr OS = 43% v. 34%
\ MS: 49 mos v. 24 mos
" . |HR 086, p=0003) -
> 604 ‘\\\ g 60 ) % MS=82mos
3 2
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Months Months  Shapiro, Lancet Oncol, 2015




. Ten-Year Outcome of Neoadjuvant
= Chemoradiotherapy Plus Surgery for Esophageal
- Cancer: The Randomized Controlled CROSS Trial
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FIG 3. Kaplan-Meier estimates of overall survival stratified by tumor histology. AC, adenocarcinoma; SCC,
FIG 2. Kaplan-Meier estimates of overall survival. squamous cell carcinoma.




erioperative Chemotherpay FLOT4

(The Lancet 201 9)\

100 — ECEOK ,
\ —wr* Modern trial

04 \\ S y7 05=45% v. 36% * 716 pts with GEJ and gastric
cancers randomized

* Perioperative FLOT4 v. ECF/ECX

o Mszasmosé “*:;“ * RO resection: 85% v. 78%

204

HRO77(95% 0, 063094
Log-rank pvalues0.012

survival (%)

Overall

0 0 % % 8 ) n
Al-Batran S, Lancet, 2019




Overal survival (")

100+

FLOT

"\
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eiop ChemoRx Trial Vs Chemo-RT

CROSS

100 - SCC necadjuvant chemoradiotherapy phus surgery
AC, necadpuvant chemoradiotherapy phus surgery
v SCC surgery alone
90+ e AC, sUrgery alone
804 Syr0S=43%
70 -
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Al-Batran S, Lancet, 2019; Van Hagen NEJM, 2012; Shapiro, Lancet Oncol, 2015




eiop ChemoRx Trial Vs Chemo-RT

Location CROSSS Trial FLOT4 Trial
- Esophagus .............. 74% e 0%
GE Junction .............. 22% i, 56%




POET TRIAL:
eoadj. ChemoRx Vs ChemoRadiation

* Locally advanced GE junction cancers

R
Cis/5-FUlLeu Surge

354 Planned GEJ Cancer A x 15 wks
Patients N
100% adeno g
Primary Endpoint: OS M
!
Z
E

Cis/5-FU/Leu 30 Gy/15 fx + _
Cis/Etoposide Sugery

Stahl, M. et al. J Clin Oncol; 2009




POET TRIAL:
Neoadj. ChemoRx Vs ChemoRadiation

* (Closed early due to poor accrual, only 126 of 354 patients

EENCTENCTETT

pCR rate 1.9%* 14.3%* 03 o 0
Norate  317%  644% <05 S
R1resection 15.4% 4.1% <05 5.

Jyear0S  28% 47% 07 ;

5 year 0S 24.4% 39.5%
Median 0S  21.1 mos 30.8 mos

0S HR 0.65 055 ‘ .f-:f:‘f:i};'f?::?: ..::-;:: iu:il;ﬁ ''''''
PFS HR 0.64 03 tEAIAO R UMD
LRR 38% 21%

Local PFS HR 0.37 01

*Improved survival in pCR patients: MS not reached, 5 yr OS = 88% Stahl M, J Clin Oncol, 2009; Stahl M, € J Cancer, 2017




NEOAegis TRIAL
Neoadj. ChemoRx Vs Chemo-RT

Neoadjuvant trial in Adenocarcinoma of the Esophagus and EG Junction
International Study

R

EC(OJF(X) o ECIOJF(X) ot

e
Cancer Patients g
100% adeno .
Primary Endpoint: OS y
| 414Gy +
4 LY
é Carboplatin/Paclitaxel

Peri-op Chemo CROSS p-value

pCR 5% 16% 0.001
RO 82% 95% <0.001

LN negative 44.5% 60% 0.004
Reynolds JV, Proc ASCO, 2021




NEOAegis TRIAL

Neoadj. ChemoRx Vs Chemo-RT

Conclusion

Overall Survival

ony \\‘ HR: 1.02 (074'142)

:
5 .| 3yrsurvival:
Chemo: 57%
CROSS: 56%
——
No evidence that peri-operative chemotherapy is unacceptably inferior to multimodal therapy,
notwithstanding greater proxy markers of local tumor response in the CROSS arm
No significant difference in severity of complications or post-op mortality, no negative effects of pre-op
chemoradiation
Data support equipoise Reynolds JV, Proc ASCO, 2021



How Can We optimize our Treatment
Options after Surgery for Esoph. & GE
Junction Cancers?

Neoadjuvant Assess
) Surgery 3 Pathologic
Therapy Response

» Studies of adjuvant chemotherapy have not shown any survival
benefit

* Most patients unable to tolerate chemo after esophagectomy

* Need to deliver adequate systemic therapy upfront and tailor it
to the tumor biology
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Adjuvant nivolumab in resected esophageal
or gastroesophageal junction cancer following
neoadjuvant chemoradiation therapy:

first results of the CheckMate 577 study

Ronan J. Kelly," Jaffer A. Ajani,? Jaroslaw Kuzdzal,® Thomas Zander,* Eric Van Cutsem,’

Guillaume Piessen,® Guillermo Mendez,” Josephine Feliciano,? Satoru Motoyama,’ Astrid Liévre, "
Hope Uronis,"" Elena Elimova, "2 Cecile Grootscholten,' Karen Geboes,' Jenny Zhang, " Lili Zhu,
Ming Lei, "> Kaoru Kondo,'> James M. Cleary,'® Markus Moehler!’

'The Charles A. Sammons Cancer Center at Baylor University Medical Center, Dallas, TX, USA; 2The University of Texas MD
Anderson Cancer Center, Houston, TX, USA; 3Jagiellonian University, John Paul Il Hospital, Cracow, Poland; “University
Hospital of Cologne, Cologne, Germany; University Hospitals Gasthuisberg, Leuven and KULeuven, Leuven, Belgium;
SUniversity of Lille, Claude Huriez University Hospital, Lille, France; Fundacion Favaloro, Buenos Aires, Argentina; ®Johns
Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD, USA; Akita University Hospital, Akita, Japan; '°CHU
Pontchaillou, Rennes 1 University, Rennes, France; '"Duke Cancer Institute, Durham, NC, USA; "Princess Margaret Cancer
Centre, Toronto, ON, Canada; "*Netherlands Cancer Institute-Antoni van Leeuwenhoek Hospital, Amsterdam, Netherlands;
"UZ Gent, Gent, Belgium; '3Bristol Myers Squibb, Princeton, NJ, USA; '®Dana Farber Cancer Institute, Boston, MA, USA;
'7Johannes-Gutenberg University Clinic, Mainz, Germany

Presentation number LBA9




CheckMate 577 study design

CheckMate 577

* CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial®

Key eligibility criteria

+ Stage II/IIl EC/GEJC n=532 Nivolumab

* Adenocarcinoma or squamous cell g 240 mg QQW x 16 weeks Primary endpoint;
carcinoma N =794 then 480 mg Q4W + DFSe

* Neoadjuvant CRT + surgical resection
(RO,® performed within 4-16 weeks Secondary endpoints:
prior to randomization) . 08

* Residual pathologic disease Plaraba * OSrateat 1, 2, and
- 2ypT1or 2 ypNi : QW x 16 weeks 3 years

* ECOG PS 0-1 n =262 then Q4W

Stratification factors

+ Histology (squamous vs adenocarcinoma)

Total treatment duration
of up to 1 yeard

+ Pathologic lymph node status (z ypN1 vs ypNO)
* Tumor cell PD-L1 expression (2 1% vs < 1%¢)

* Median follow-up was 24.4 months (range, 6.2-44.9)
+ Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

ClinicalTrials.gov number, NCT02743494; ®Patients must have been surgically rendered free of disease with negative marging on resected specimens defined as no vital tumor present within 1 mm of the
proximal, distal, or circumferential resection margins; “< 1% includes indeterminate/nonevaluable tumor cell PD-L1 expression; “Until disease recurrence, unacceptable toxicity, or withdrawal of consent;
*Assessed by investigator, the study required at least 440 DFS events to achieve 91% power to detect an average HR of 0.72 at a 2-sided a of 0.05, accounting for a pre-specified interim analysis; The study

will continue as planned to allow for future analysis of 0S; fTime from randomization date to clinical data cutoff (May 12, 2020). 5




Checkmate 577 DFS

CheckMate 577
Disease-free survival
100 o= Nivolumab Placebo
(n=532) (n=262)
Median DFS, mo 22.4 11.0
80 - (95% Cl) (16.6-34.0)  (8.3-14.3)
g HR (96.4% C1) 0.69 (0.56-0.86)
32 P value 0.0003¢
< 60 -
®
v Nivolumab
I.L 1YOlu
A 40 -
20 - Placebo
0 1 1 1 T I 1 I | 1 I I I 1 | 1
0 3 6 9 12 15 18 21 24 2@ W 33 36 3 4. A5
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 B 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

* Nivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling in median DFS
versus placebo

*Per investigator assessment; “6-month DFS rates were 72% (95% Cl, 68-76) in the nivolumab arm and 63% (95% Cl, 57-69) in the placebo arm; “The boundary for statistical
significance at the pre-specified interim analysis required the P value to be less than 0.036. 8




CALGB 80803: PET-Directed Therapy

Induction Chemo:
modified FOLFOX6 days

1,15,29

T3/4 or N+
Esophageal/GE)
Adenoca
PET Scan
pre-treatment

N=129

Induction Chemo:
Carboplatin/ Paclitaxel

PET responders: 2 35% decrease
FOLFOX in SUV: continue initial chemo +
R-57% || concurrent RT (50.4 Gy in 28 fx)
NR-30%
4:/-{' ..l\
- / " Surgical resection 6
PET Scan day weeks post-RT
36-42

A

days 1,8,22,29
Carbo/Taxol
N=128 | R.50%
NR-38%

.\-
N §
P——— — ——————

: cross-over to alternative chemo +
concurrent RT
(50.4 Gy in 28 fx)




I Gastric & Gastroesophageal
Cancers

CALGB 80803 (Alliance)—Survival Analysis

« PET directed combined modality treatment for esophageal cancer
* FOLFOX = PET = FOLFOX/RT (R), Carbo/Taxol/RT (NR)
» Carbo/Taxol = PET = Carbo/Taxol/RT (R), FOLFOX/RT (NR)

« Positive improvement in pCR rate in non-responders (1" endpoint)

Suggestion that switch therapy may improve outcomes in an appropriately selected population

Median Overall Survival 4-year Survival Rate

27.6 months 41.9%
30.9 months 37.6%
39.6 months 44.7%
50.3 months 52.7%

Suggestion that induction chemotherapy may contribute in an appropriately selected population

Goodman KA et al, ASCO 2018

- : Slidas ana ha progany
Gastrointestinal of the acetos st
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ALLIANCE Trial
PET Directed Combined Modality

Pathologic Complete Response Rates

Induction Induction
mFOLFOX n=129 Carbo/Taxol n=128
PET Non- Responder PET Responder
64/128

39/ 129
Concurrent Concurrent
Carbo/Taxol Carbo/Taxol

pCR: 7/37 pCR: 7/56 pCR: 7/41
(18.0%) (14.1%) (20.0%)

Efficacy criteria met for both induction arms

PET Non-Responder

49/128

Concurrent
FOLFOX




ALLIANCE Trial

PET Directed Combined Modality
( Goodman et al JCO 2021)

A CALGB 80803: PET Response-Adapted Therapy for Esophageal Cancer
100 4
. Nonresponder B
.
90 — — = = Responder
L + Censored patient
- 100 Response group
CP nonresponder
2 %0 = = = CP responder
by - = FOLFOX nonresponder
E 60 4 L T s — — - FOLFOX responder
= + Censored patient
£ 50 s M
3 2
£ =
= g
&
30 - 50
3
]
20 )
10 4 0
——r———r—r—r T T T T T T T T T 2
0 2 4 8 8 10 12 14 18 18 20 22 24 28 2B 30 32 34 38 3B 40 42 44 45 4B 50 52 54 58 58 &0
0S Time (months) "
No. at risk:
Nonresponder 89 7 66 s 4 40 39 38 37 n AL
Responder 138 124 m 7 s a2 ke 67 63 53 33 LIS S S B B S S S S S S B S S S B B S S S SR S B SN S S B S S
0 2 4 6 8 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60
Median Hazard Ratio Survival Estimates .
_Responder Event/Total 195% C1* 195% C1® 195% C1* P 08 Time (months)
.1085° No. at riske
Nonresponder 53/89 27.4(19.4t0 NE)  1.34(0.94 10 1.92) 24 months: 56.8 CP nonrespondar 50 4 B ® % 2 z B n 3
(47.410 68.2) CP respandar [ 5 @ a ] u £ E] ] u 5
months: 39.1 R
(301 to 50.9) FOLFOX nanresponder 33 u b 7 n ” i 15 “ 2 8
Responder 70138 48.8(33.2 to NE) Reference 24 months: 67.1 FOLFOX respondar 72 6 &8 % 5 “ L Ly B 2 a
(59.6 10 75.6)
60 months: 48.7
(40.9 to 58.1)




ALLIANCE Trial

CP = FF 29/50 26.6
Non-Responder

CP > CP 37/64 38.7
Responder

FF > CP 24/39 28.7 61.5
Non-Responder

FF = FF 33/72 NE 76.1
Responder

PET Directed Combined Modality

(%)

P-

value*

Events/ | Median OS | 2-year OS 5-year OS
Total (mos)



I GASTRIC CANCER

(JACCRO-GC o7 Adjuvant Therapy)

Abstract 159: Confirmed 3-year RFS and 0S
of the randomized trial of adjuvant S-1
versus S-1 plus docetaxel after curative
resection of pStage 11l gastric cancer

(JACCRO GC-07).

Kazuhiro Yoshida, Yasuhiro Kodera, Mitsugu Kochi, Takeshi Sano, Yoshihiro Kakeji, Wataru
Ichikawa, Shintaro Kurahashi, Takahiro Toyokawa, Masato Nakamura, Kazumasa Fujitani,
Mitsuhiko Ota, Yoichi Makari, Hironori Yamaguchi, Yoshinari Mochizuki, Mikihiro Kano, Atsushi
Takeno, Masahiro Takeuchi and Masashi Fujii

2
]A/é RO Japan Clinical Cancer Research Organization (JACCRO)
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GASTRIC CANCER
(JACCRO-GC 07 Adjuvant Therapy)

Schema

pStage Il
gastric cancer °

Stratification:

- Stage (IIIA/INIB/IIIC)

- Histological type
(Differentiated/undifferentiated)

- Institution

S-1
Cycles 21 (every 6 weeks)
S-1 80 mg/m? on Days 1-28
— Continued up to one year post surgery

S-1/docetaxel

Cycle 1 (3 weeks)
S-1 80 mg/m?on Days 1-14

Cycles 2-7 (every 3 weeks)
docetaxel 40 mg/m? on Day 1 and S-1 80 mg/m? on Days 1-14

Cycles >8 (every 6 weeks)
S-1 80 mg/m? on Days 1-28
— Continued up to one year post surgery

| Follow-up until the end of study
UMINO00010337




GASTRIC CANCER

JACCRO-GC o7

Relapse-free Survival Overall Survival

ITT analysis set Population 100 _ , 100+
[TT analysis set Population
Data cut off: 9th Sept. 2020
: : Data cut off; 9th Sept. 2020
> T 80
Median follow up: 425 months & & 2
(Eange'03-8516) b Median follow up: 48.25 months (%
e (Range: 3.52-85.16) = o0
& d -
i g
a 0
g 5
2 40 247 0
o 3-year RFS [95%CI] $ | Syear OS 95%CI 0
g {8 57.40%[52.70-61.81) g $ A7 667475,
§20_ - S-1/docetaxel 67.74% [63.19-71.84) g 20 - 5-1/docetaxe 17.68% 73.52-81.25)
9 ™ | HR=0.715(95%Cl: 0.567-0871] HR = 0.742 [95%CI. 0.506-0.925]
[ d gm=
1 p=0.0008 (log-rank test) p = 0.0076 (og-ran test)
0\|||||||‘\||.[ 0T|'I'|‘|‘I'I'I

0 12 24 3% 48 60 72 8
Months since Randomization

0 12 24 3% 48 60 72 &
Months since Randomization

No. at Risk
X 459 433 3 M3 M2 1M 40 1

Sldocetarel 463 438 383 341 48 146 55 4

No. at Risk
$-1 459 36 206 43 10 9 RN 0

S-ildocetael 493 394 332 297 24 121 M 2

- . . Intacdt i b1 the propaey
Gastrointestinal Sleket e the propery ' K3 ’ PRESENTED AT, Gastrointesting : of the authax permission
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Real Life stories:
Advanced GE/Gastric cancers

= Casel:Sue = Case 2: Adam

= 46 y/o Female Presented with = 28 y/o male Cardio fellow
abdominal pain, recurrent presented dyspepsia, wight
emesis loss

= EGD: GE adenoCa. = EGD: Gastric adenoCa

= CT scan in Uruguay : No = CT scan/MRI: 3 liver mets in
distant Mets segmt IV

= Ex-lap = carcinomatosis = PET scan: increase uptake in

= In the US: PET scan periaortic GastrichesllgLEe]
LND, Omental Involvmnt = Path: Heur 2 (-),
Heur 2 + by FISH = PDL1CPS 2

= PDL1 (-) CPS 0



CONTINUUM OF CARE .....
FOR ADVANCED ESOPH/GASTRIC CA

e -

FOLFOX NIVOLUMAB
TRASTUZUMAB CAPEOX PEMBRO.
Heur 2 + S5FU/CISPLATIN PDL1

PACLITAXEL/RAMUCIRUMAB
IRINOTECAN ‘ TRIFLURIDINE /TIPIACIL

DOCETAXEL PEMBRO ... TMB>10
FAM-TRASTUZUMAB DERUXETAN DOSTARLIMAB... dMMR/MSI-H

NTRK INHIB




Management of Advanced Esoph. &
Gastric Cancer ﬁ'ﬁ

Newly diagnosed
unresectableladvanoed

HER-2 negative

New biomarkers

FGFR2b- FIGHT with bemarituzumab

Claudin 18.2- SPOTLIGHT and GLOW
with zolbetuximab

MAHOGANY looking at
margetuximab (in Ph3)




IMMUNOTHERPAY IN ESOPH &
GASTRIC CANCERS

CheckMate 649
CheckMate 649 study design

» CheckMate 649 is a randomized, open-label, phase 3 study?
Key eligibility criteria
* Previously untreated, NIVO1 + IPI3 Dol rimice erdoshits:

unresectable, advanced or Q3W x 4 then NIVO 240 mg (ZW" 5 02 nd ,?és. (p%.u CPS > 5)

metastatic gastric/GEJ/ A -

esophageal adenocarqnoma n= 789: NIVO 360 mg + XELOX® Q3W¢ or Secondary endpoints:
* No known HERZ‘DOS‘[IVG status NIVO 240 mg + FOLFOXf Q2W¢ 0S (PD-L1 CPS = 1 or all
» ECOG PS 0-1 randomized)

=792 * 0S (PD-L1 CPS = 10)

SRR ¥4/ XELOX® Q3W¢ « PFS$(PD-L1 CPS 2 10, 1, or

e or FOLFOX' Q2w all randomized)
+ Tumor cell PD-L1 expression (= 1% vs < 1%*) . ORRS
+ Region (Asia vs United States/Canada vs ROW) s g A -
+ ECOGPS (0vs 1) N = 1581, including 955 patients (60%) with PD-L1 CP5 2 5

Chemo (XELOX vs FOLFOX)

+ At data cutoff (May 27, 2020), the minimum follow-up was 12.1 months"

*ClinicalTrials.gov number, NCT026872116; "< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako); ‘After NIVO + chemo
arm was added and before new patient enrollment in the NIVO1+IP13 group was closed; “Until documented disease progression (unless consented to treatment beyond progression
for NIVO + chemo), discontinuation due to toxicity, withdrawal of consent, or study end. NIVO is given for a maximum of 2 years; “Oxaliplatin 130 mg/m? IV (day 1) and
capecitabine 1000 ma/m? orally twice daily (days 1-14); ‘Oxaliplatin 85 mg/m?, lzucovorin 400 ma/m?, and FU 400 mg/m? IV (day 1) and FU 1200 mg/mZ IV daily (days 1-2); 'BICR
assessed; "Time from concurrent randomization of the last patient to NIVO « chemo vs chemo to data cutoff.




CHECKMATE 649

CheckMate 64
Response and duration of response
PD-L1CPS =25 Duration of response (DOR; PD-L1 CPS = 5)
100+
NIVO + chemo Chemo
804 (n = 226)** (n=177)*
Nedian DOR, mo 9.5 7.0
ORR % 60 45 g 0 (95% CI) (8.0-11.4) (5.7-7.9)
95% ClI 55-65 40-50 g
P value® < 0.0001 a 404
NIVO + chemo
Best overall response,©% 20
Complete response 12 7
Partial response 48 38 0 R S USSR G Sy S N S
Stable disease 28 34 0 3 6 9 12 15 18 21 4 27 0 B3
Progressive disease 7 1 e Months
Not evaluable 6 10 MVOschemo 26 6 N W0 M 4 17 7 6 :
Median TTR (range), months 1.5 (0.8-10.2) 1.5 (1.0-7.1)

* ORR was higher with NIVO + chemo versus chemo, and responses were more durable

*Randomized patients who had target lesion measurements at baseline per BICR assessment; "ORR was not formally tested, the pre-specified P value is descriptive; “‘Percentages
may not add up to 100% due to rounding; “Number of responders. 1

\\




CHECKMATE 649

Progression-free survival

CheckMate 649

Primary endpoint (PD-L1 CPS 2 5)

NVO « cheme Chemo

PD-L1CPS 2 1

100+ 100 4 NVO » che Cwrre
in=473) {n = &32) (".“‘;’m (m = 655)
Nedian PFS, mo 1.7 6.0
Median PFS, 1.5 9
80+ (5% CI) 7.09.2) (5.66.9) 80+ '." = )
55O 7.08.4) 6.1-7.0¢
= T ol e ke HR (95% C1) 0.74 (0.65.0.85)
0 60+ P vabn « 0.0001 :‘60‘
£ £
i 40+ 1 40+
o o
204 201 NVO « cheme
e ey b M s
c L] T A 1 L} L} L L L] T l\ ‘Vl o L} L} L L T T I L L} L} -l - -l
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months Months
Mo, & rink
NIVD « chama 4T) ey re' L} n " [2¢ -~ pi | (M [} L) ™ 4 1[5 3 ) L 3
12-mo rate: NIVO « chemo, 36%; chemo, 22% NIVO + chemo, 34%; chemo, 22%

All randomized

NIVO « chemo  Chemo
(m=T789) n=792)
Nedian PFS, mo .7 6.9
955 (7.1.85) 6.6-7.1)
HR (955 O) 0.77 40.68.0.47)

NVO + chmo

@ W W 12 D

12 15 18 21 24 27 30 33 36
Months

6 9

pi}

NIVO + chemo, 33%; chemo, 23%

» Superior PFS, 32% reduction in the risk of progression or death with NIVO + chemo versus chemo in patients whose

tumors expressed PD-L1 CPS 2 5

* PFS benefit with NIVO + chemo versus chemo in PD-L1 CPS = 1 and all randomized patients

*Per BICR assessment; *Minimum follow-up 12.1 months.



ATTRACTION-4

Mmgms Phase 3 part of ATTRACTION-4: Study Design

* Phase 3 part of ATTRACTION-4 is a double-blind, randomized controlled study conducted at 130 centers in Japan,

Korea, and Taiwan®
8 2
(ﬁ Nivolumab 360 mg IV Q3w Tr.atm.ﬂt- continued until:
Koy eligibility criteria: / . Progressmudusease per RECIST v1.1
*  Unacceptable toxicity
Unresectable advanced o . SOX"® or CapeOX" thera :
recurrent HER2 (-) G/GEJ cancer 11 P 4 NI EO.
* ECOG PSof 0-1 Co-primary endpoints:
v Dl 3":::"“ . PF:((;;mral assessment by IRRC)
*  Neoadjuvant or adjuvant gmcggyvs -
chemotherapy allowed if « Tumor cell PO-L1 Placebo Other key endpoints:
completed 2180 days prior to oxprossion + PFS (investigator’s assessment),
recurrence \’ Disease siatus ) ORR, DOR, DCR, TTR, BOR, and
SOX® or CapeOX© therapy safety
k: =

* At data cutoff for interim analysis of PFS (31 Oct 2018), the median follow-up period was 11.6 months
* At data cutoff for final analysis of OS (31 Jan 2020), the median follow-up period was 26.6 months
* Atotal of 724 patients were randomized between Mar 2017 and May 2018

“ChinicalTrials gov ientifier: NCT02746796,
"SOX §-1 (tegatur-gimeraci-oteracl potassium) 40 mg/m? orally twice dally (days 1-14) and Oxalplatin 130 mg/m? IV (day 1). q3w
‘CapaQX : Capecitabine 1000 mg/m? orally twice daly (days 1-14) and Oxaliplatin 130 mg'm? IV (day 1), q3w




ATTRACTION 4 TRIAL

At Risk

=B
00

FProbability of PFS (%)

ATTRACTION-4

Progression-Free Survival

Nivolumab + Chemothorapy 362 24

Placebo + Chemotherapy 362 260

168
160

(Interim Analysis)
== Nvolumab + Chemotherapy
W Nivolumab + Placebo +
I Chemotherapy | Chemotherapy
o N=362 N=362
MedanPfS months| 1045 834
1% 958 CI) (8.44-14.75) (6.97-9.40)
E Hazard ratio 0.68
! (98.51% C) (051:090)
i Pvalue 0.0007
! 1y PRSrate (%) 64| 6
TR T
Time (months)

L Y R 0

e I S Data cut off : 31 Oct 2018 at iterim analysis

9

ATTRARTINN.A

Overall Survival
(Final Analysis)

=
A

ATTRACTION-4

100
— Nivolumab + Chemotherapy
Ll ~—— Plaebo + Chemotherapy
g 0 Nivolumab + Placebo +
R Chemotherapy | Chemotherapy
ta N=36l N=362
?"‘, 5 Median 05, months 1745 1715
20 (95%€1) (15.67-20.83) (15.18-19,65)
E % Hazard ratio 040
P (95%C1) (0.75-1.08)
Pvalue 0257
10
0 T T T T T T & T T T I T T
0 3 6 9 1215 18 20 24 271 30 3% %

ARk Time (months)
Nivolumeb + Chemotherapy 362 346 318 260 232 193 169 150 102 58 28 2 0
Placebo + Chemotherapy 362 42 301 259 219 192 167 M1 7 48 16 5 0

Data cut off: 31 Jan 2020 at final analysis



IMMUNOTHERPAY IN ESOPH &
GASTRIC CANCERS

Kato KN590 ESMO 2020

KEYNOTE-590 Study Design (NCT03189719)

Pembrolizumab 200 mg IV Q3W for <35 cycles
+

Key Eligibility Criteria Chemotherapy
+ Locally advanced unresectable or 5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
metastatic EAC or ESCC or + Cisplatin 80 mg/m? IV Q3W for <6 cycles
advanced/metastatic EGJ Siewert
type 1 adenocarcinoma

* Treatment naive Placebo?
+ECOGPSOor1 +

» Measurable disease (RECIST v1.1) Chemotherapy
5-FU 800 mg/m? IV for days 1-6 Q3W for <35 cycles

+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

Stratification Factors p

* Asia vs Non-Asia region * Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator)
+ESCC vs EAC * Secondary endpoint: ORR (RECIST v1.1, investigator)
«ECOGPS 0 vs 1 * Tumor response assessed at week 9 then QW (RECIST v1.1, investigator)




KEYNOTE 590

Kato KN5380 ESMO 2020
PD-L1 CPS 210 All Patients
HR HR
Events  (95% Cl) P Events  (95% CI) P
100+ Pembro + Chemo  67% 0.62 <0.0001 100+ Pembro + Chemo  70% 0.73 <0.0001
90 - Chemo 84% (0.49-0.78) 90 1 Chemo 82% (0.62-0.86)
80 h 80 -
70+ E;f;:"’ rate 24-mo rate 701 {12-mo rate
31% 151% ;24-mo rate
e [ 15% " 139% j28%
- 50 Median (95% C)  °- o H 116% Median (95% Cl)
3 13.5 mo (11.1-15.6) g : 12.4 mo (10.5-14.0)
40+ 9.4 mo (8.0-10.7) 40- 9.8 mo (8.8-10.8)
301 30-
201 20
10+ |"'| 104
o L) L) L) E L) L) L) L) L) L) L o L} 1 T % L) L) T ; L) L) L) 1

0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months No. at Risk Time, months

186 175 151 125 100 79 66 40 23 10 4 0 0 373 348 205 235 187 151 118 68 36 17 7 2 O

197 174 142 102 73 55 42 28 13 6 1 0 0 376 338 274 200 147 108 82 51 28 15 4 1 0

Data cut-off: July 2, 2020.




KEYNOTE 590

Kato KN590 ESMO 2020

Response Rate and Duration: All Patients

(RECIST v1.1, investigator) ORR. % % differences
100 + (95% ClI) P
90 - Pembro + Chemo 45.0 (39.9-50.2) 15.8
Chemo 29.3 (24.7-34.1) <0.0001

e 24-mo rate
60 - V118.1%
6.1%

Median DOR, (range)

8.3 mo (1.2+ to 31.0+)
6.0 mo (1.5+ to 25.0+)

Patients in Response, %
[*J
o

30 -

20 - _1 : {

10 - -‘_.I\_‘—.L‘—ﬂ_l_l__l

o L) L) L} L L) L) L} L L) L
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months

168 162 117 75 60 43 35 1 6 ) 1 0 0
110 106 50 22 16 1 5 2 1 0 0 0 0

*Estimate based on Miettinen & Nurminen method stratified by geographic region, histology, and ECOG performance status; Data cut-off: July 2, 2020,




KEYNOTE-811 Global Cohort:
Randomized, Double-Blind, Phase 3 Study

Pembrolizumab 200 mg IV Q3W
Key Eligibility Criteria $

» Unresectable or metastatic gastric or Trastuzumab and FP or CAPOX"
GEJ adenocarcinoma for up to 35 cycles

* No prior systemic therapy in
advanced setting

* HER2-positive tumor by central Placebo IV Q3W
review (IHC 3+ or IHC 2+ ISH+) +

+ECOGPSOor1 Trastuzumab and FP or CAPOX®

for up to 35 cycles

Stratification Factors

+ Geographic reglon (Australia/Europe/ End Points
Israel/North America vs Asla vs ROW) Rt e
*Dual primary: OS and PFS per RECIST v1.1 by BICR
* PD-L1 CPS (21 vs <1)
+ Chemotherapy cholce (FP vs CAPOX) * Key secondary. ORR and DOR per RECIST v1.1 by

BICR and safety



KEYNOTE 811

TRASTUZ/ PEMBRO OR PLACEBO AND CHEMORXx

Best Percentage Change From Baseline in
Size of Target Lesions at IA1, Efficacy Population

10 Pembro Arm N = 1240 o Placebo Arm N = 1220

Any decrease 97% 80'. Any decrease 90%
60 Decrease of 280%  32%

60+ Decrease of 280% 15%

P —

2

Q 60+

.80

100+

Participants with RECIST-measurable disease at baseline and 21 post-baseline measurement evaluable for change from baseline in target lesions
'he treatment regimen in both arms Included trastuzumab and chamotherapy Data cutoff date: June 17, 2020




KEYNOTE 811

TRASTUZ/ PEMBRO OR PLACEBO AND CHEMORx

Confirmed Response at IA1, Efficacy Population
m ORR Difference*, % (95% C1)
Overat 1677264 2TMmanY
Tt s aaeay
% (95% CI Pembro Arm  Placebo Arm hm Lil) - Beliesin
( ) (N =133) (N=131) “W wes ) 328379
Rest of world 60100 383(162:519)
ORR 74.4% 51.9% AT 0 o
(66.2-81.6)  (43.0-60.7) =, s
Stomach 125108 19962329
ORR 22.7% (11.2-33.7) 7 2 T — - (::‘,:j:‘
difference® P =0.00006 ...m" — — St iage.)
. . m
(91.4-98.8) (82.7-94.0) - pean | 23811109800
el " v #0150
POLICPS
 —— SR
CAPOX W 180230 243122389
P 17754 P— 1.8(-216427)
3020410 0 10 20 30 40 50 60
Group Group

Calculated using the Miettinen and Nurminen method stratified by the randomization stratification factors
'he treatment regimen in both arms included trastuzumab and chemotherapy. Data cutoff date: June 17, 2020




A double-blind randomized study of bemarituzumab
(bema) plus mFOLFOX6 versus placebo plus mFOLFOX6
as first-line treatment for advanced
gastric/gastroesophageal junction cancer (FIGHT)

_ &8y A Walnbera, Peter Enzinger, Yoon-Koo Kang, Kensal Yamaguchi, Shukul

FIGHT Trial Design

Key Eligibility Criteria

* No prior therapy for unresectable
locally advanced or metastatic
gastnc/GEJ adenocarcinoma

« RECIST v1.1 evaluable disease

Bema + mFOLFOXé
+ FGFR2b overexpression by IHC ’ n=77) Primary endpoint

and/or FGFR2 gene amplification by * Investigator-Assessed

ctDNA' @ 57"|;-_4'L-)-;.-,'" Free
| - Surviva
+« ECOGOM

* HER2 not positive » Placebo + mFOLFOX6 Secondary endpoints

* May receive 1 dose of mFOLFOX6 (n=78) * Overall Survival
* Response Rate

Stratification Factors

» Geographic region Statistical Plan

+ Single dose of mFOLFOX6 during
screening

« Prior adjuvant or neo-adjuvant
chemotherapy




Novel Concepts for IO in
GE/ Gastric Cancers

Immune suppression of angiogenesis in TME

» VEGF signaling leads to immunosuppressive state in TME
» Angiogenesis inhibitors normalize tumor vasculature, leading to immune stimulatory status
and promotes differentiation and function of immune cells

VEGF signaling effects Anti-VEGF effects

== 0
E shtarniel prasere &
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Fukumura D ot ol. Nat Rev Clin Oncol 2018

ASCO Gastrointestina - secswro av Sun Young RHA, Moving checkpoint inhibitors forward in combination strategies ASCQ smre

Cancers Symposium Comtont o v prevaaston i o pongary of P b, Seariend By ADCE) Pasmie. g s e KNOWLEDOE CONQUERS CANCER




Novel Concepts for IO in
GE/ Gastric Cancers

biood
vesse!
- - - - - - .
|0 + angiogenesis inhibitor (Il) in 2" line
phase /Il Paclitaxel + Nivolumab (n=48) phase /Il Paclitaxel + Ramucirumab + Nivolumab (n=43)
S | Goventh e e sunwal . 2 vt ool s L Medan PFS 5 1 moaths_ © *| Median OS 13 1 months
] Rty o) SEEmeE L - G
! 18 morbe (N CI2T 4 0) g 112 months (6% CIE0.98 0 i " |
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E | ‘ | - - | o -
v b & O L 1 —
" o

» Paclitaxel + Ramucirumab in Rainbow trial: mPFS 4.4months( 95% CI 4.2-5.3),
mOS 9.6months( 95% CI 8.5-10.8)
» Adding Nivolumab showed long term survivors!!

. . " 2 2 R 2 ) W
» Triplet regimen with Ramucirumab is tolerable and improves survivall e
Nakagma TE et 3, CCR 2021,
ASCO Gastrointestina - sexsiwrin o Sun Young RHA, Moving checkpoint inhibsors forward in combination strategies ASCO ety
CO"!CC(S S‘y‘maoslUfT et o e romeioted @ Do gty o B sdlin Manand by ADCC Perasnn agsed b s KNOWLEDGE CONQUERS CANCER




Novel Concepts for IO in
GE/ Gastric Cancers

IO + angiogenesis inhibitor (lll): VEGFR TKis

Regorafenib + Nivolumab Lenvatinib + Pembrolizumab

3
7 Gastric cancer 1007 e Ccompiete rengrme
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- 3 6 9 2 5 1% w004 P— ™ —
Time Since Treatment Initiation (months) T s .
Ongoing phase lll Integrate lIb trial, late line Ongoing phase lll LEAP-015 trial, 1% line
Regorafenib + Nivolumab vs SOC chemotherapy Lenvatinib + Pembrolizumab + chemo vs chemo
Fukuoka S, JCO, 2021, Kawazoe A, Lancet Oncol 2020, Chung et al ASCO 2021
ASCO Gastrointestina rssowmio o Sun Young RHA. Moving checkpont nhibitors forward in combination strategies A v
Cancers Symposium - oot o000 rumentstes 50 Jrepwry o Sulhn, Sowrwnd by AGCD. Aormssnsouond 5 e MAL§E‘OWQLL}.;L:;;.




CONCLUSION

= The treatment Paradigm for gastric & Gastroesophageal cancer is
an evolving Process

= Locally Advanced Gastric Ca/ GE adenoCa choosing wisely
Perioperative chemoRXx

Esophageal SCC/ AdenoCa selected ( Siewartl, ChemoRXx is not
option) combined Modality is better approach

=  Adjuvant Immunotherapy with Nivolumab when RO, Residual
disease (>T1,>N1)

= The Alliance Trial with PET Directed combined modality with a
greater OS reaching 50.3 m with FOLFOX—=>FOLFOX/ XRT

® Pembro + Trastuzumab and ChemoRX as new standard for Heur 2+
GE/Gastric Adenoca

= Great Need for targeted Therapy against newer pathways/
receptors




