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Globally, gastric cancer is the 5th
most common malignancy and
the 4th cause of cancer-related
mortality.

Despite declining incidence, the
global burden is expected to
have a 62% increase by 2040.

Oesophageal cancer is the 14th
most common cancer in adults

604,100 people were newly
diagnosed with oesophageal
cancer in 2020 globally?!

1. Globocar2020. Available from: https://gco.iarc.fr/today/data/factsheets/cancers/6
Oesophagugact-sheet.pdf (last accessed February 2021); 2. American Cancer Society. Key
Statistics. Available from: https://www.cancer.org/cancer/esophagascer/about/key

statistics.html (last accessev 2024)
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Survival ofjastricoesophageatancer is strongly related to the
stage of the disease at diagnosis

In addition, the type and grade of cancer can affect survival and impact patient management,
including treatment selection and eligibility

S-year relative survival by stage at diagnosis
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o > ESMO Gastric Cancer Living Guideline > Loc:

Localised gastric cancer

Stage IA T1 NO MO

|

resection (b) [lll, B]

al and

v1.2 - October 2023

Stage IB-ll >T1 and/or 2NO MO

©)
l

Multimodality treatment

Pre-operative ChT (c) [I, A]

Radical gastrectomy (d) D2
Ilymphadenectomy [I, A

=

Post-operative ChT (c) [I, A]

!

No pre-operative ChT (staging
issue or emergency surgery) ()

|

Radical gastrectomy (d) D2
lymphadenectomy [l, A]

Post-operative ChT (f,g.h) [I, A]

Medically fit,"¥
potentially
resectable

fit,

L
disease (cM0)

unresectable’

1,1

surgically ‘ —_—

Non-surgical

(c) Atriplet ChT regimen including a fluoropyrimiding, a platinum compound and docetaxel should be given when possible. Recommended treatment duration is 2-3 months pre- and post-

operatively.

Version 2.2023 — August 29, 2023

cTib ——— Surgery®!®

Surgery®'e

or

Perioperative chemotherapy®
(category 1)

or
Preoperative chemoradiationP9
(category 2B)

[

r
Consider neoadjuvant or
ri mmune check
inhibitor(s) (ICI) if tumor is
MSI-H/dMMRP-"*

ChemoradiationP9

or
Systemic therapy?

Palliative Management (see GAST-9]

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Gastric Cancer

Surgical Outcomes
for Patients Who
Have Not Received
Preoperative Therapy
(see GAST-4)

See Response
Assessment

(GAST-3)

Post-Treatment
Assessment/
Additional
Management
(see GAST-6)



NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Esofago y UGFE

Oesophageal cancer: ESMO Clinical Practice Guideline for diagnosis, ESOPhage?l and )
treatment and follow-up™ Esophagogastric Junction
Cancers

Version 3.2023 — August 29, 2023

Preoperative ch diation for | , See Response Assessment
Locally advanced disease esophagectomy (category 1)%Y (proferred) (ESOPH-14)
(cT2-T4 or cN1-3 MO) T2N0 or
c rgical m;
i . Perioperative S c,d,t,u,pp
(high-risk lesions: — phag y r
+ Adeno- LVI, 23 cm, poorly gl:emotherapy" (ESOPH-16)
car differentiated) _—
i S Consider neoadjuvant or perioperative immune
AC and QG eancer T e Any B checkpoint inhibitor(s) ICI) if tumor is MSIHI | ——» (€00 1) Assessmen
. dMMR*/
or
+ Definitive chemoradiation*Y , Follow-up
(only for patients who decline surgery) (See ESOPH-18)
Meoadjuvant CRT Definitive CRT
{11, 8]
Restaging Follow-up Restaging Restaging
(exclusion of M1} (every 3 months) (exclusion of M1) (exclusion of M1)
Checkmates77

Magic 2006
FLOT4 22




CROSS TRIAL

TIN1MO

or

T2-3N0-1M0
Adenocarcinoma
Squamous Cell
Carcinoma

n= 363

ESMO GUIDELINES:
REAL WORLD CASES

Neoadjuvant chemoRT
Carboplatin AUC 2

plus paclitaxel 50mg/m2 weekly
plus 41.4 Gy followed by surgery
(n=178)

Surgery
(n=188)

Primary Endpoint: OS

Nr Radka Ntharmannoua BhiD

0-1

, ho >3cm transverse or 8cm length

1 or T2-3N0-1 mid-lower oesophageal or
astric junction tumours

Median age 60 60
Squamous 43 (23%) 41(23%)
Adenocarcinoma 141(75%) 141 (75%)
Site of disease

QOesophagus 135 (74%) 133(74%)
0GJ 49 (26%) 39(22%)

Van Hagen etal. N Engl J Med 2012; 366: 2074-2084, Shapiro Jet al, LancetOncol 2015;16:1080-98

ESMO WEBINAR SERIES



CROSS STUDY

Overall Survival

Benefits greater for SCC than ADENO
(HR 0.42 vs 0.74, respectively)

100 - ---- SCC, necadjuvant chemoradiotherapy plus surgery
1 — AC, necadjuvant chemoradiotherapy plus surgery

' - SCC, surgery alone

904 ° % — AC, surgery alone

80
70
60~

50

Overall survival (%)

40

304

20+

oy SCC: log-rank p=0-008

AC: log-rank p-0-038

7 o4

10-year overall survival benefit is 13%
(38% vs 25%, in adeno 36 vs 26%)

- —scc- i plus surgery
— AC - N i i plus surgery
—— AC - Surgery alone

Survival (%)
g

0 12 24 36 a8 60 72 84 296 108 120 132 144
Follow-Up (months)
No. at risk:
Ll 3* 30 28 26 26 23 20 20 19 19 14 9
—_— 134 107 a7 7 64 68 56 sa 53 61 a8 34 23
_ 141 k-] 73 64 53 47 4z a 38 38 36 27 20
43 29 9 17 13 13 13 n n 10 9 7 5

Neoadjuvant chemoradiotherapy significantly improved long-term OS compared to surgery

ESMO GUIDELINES:

REAL WORLD CASES Dr Radka Obermannova, PhD

Van Hagenetal.N EnglJ Med 2012;366: 2074-2084, Eyck BM, et al. J Clin Oncol. 2021 Jun 20;39(18):1995-2004

ESMO WEBINAR SERIES



FLOT4

A randomized Phase [l/Ill Study

/' Gastric cancer or \

adenocarcinoma of
the gastro-
Oesophageal junction
type I-11I

«  Medically and
technically operable

« ¢T2-4/cN-any/cMO or

\\ cT-any/cN+/cMO /

[ZO——!PO—“——!P:U—'IUJ]

FLOT x4 - RESECTION - FLOT x4

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?,
d1; leucovorin 200 mg/m?, d1; oxaliplatin B5
mg/m?, di, every two weeks

~ ™

ECF/ECX x3 - RESECTION - ECF/IECX
x3

A "y

Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type | va.
type W1l ws. stomach), age (< 60 vs. 60-69 vs. =7 years) and nodal
status (ch+ vs. ch-).

Primary endpoint OS
(ITT)

ECF/ECX: Epirubicin 50 mgimz2, d1; cisplatin 80
mgfm?, d1; 5-FU 200 mg/m?® (or capecitabine
1250 mg/m? p.o. divided into two doses d1-d21),
every three weeks

11

y

ECRECK (n=360)  FLOT {n=356)
Age [wearsh
Median 62 (52-6a) 62 (54-63)
=50 1E0{44%] 1EC 4]
BO-EG 113 (31%) 116 3Tk
=Ta a7 (24%) 35 (244}
Sex
Male 265 (7a%) 266 (75%)
Female 95 (26%) BB {z5m)
ECDG
o 254 F1%) 246 (9]
1 103 (20%) 105 (31%)

1%

1icw)

CE] Simwark typa 17

GE) Siewert type 20r'3

wnclear

cN-atagat

N

N+

Barrett’s carsinomad
ez

Mo

Unclear or unkncwn
Missing

Lavsraivs Type
Diffurca

Irtestinal or mved

Mot mmlable acconding to
Lauren

Kining

BL(24%)
115 (325}

2(1NN)

TR

253 (70}
EETEE]
i3gawy

TO1ow)
zooB1w)

S4(15%]
a7 (B3)
ERsE Y]
5(1%)

s6(77%)
163 (45%)

7T (20%)

298wy

20{1k)
11E(33%)

ETEEN]
4914
267 (75D

2B (Bw)

93]

FT(II%)
T FEW)

S2{15%)
F01 4 B5w%)
Ti1w)
oioy

A5 (I7E)
IS0 45}

TO{20%)

32(9%)

Table 1 continues in nest colimn)
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FLOT-4 STUDY
Randomised phase Il Study

FLOT improves PFS and OS compared to ECF/X

104

08

0.6

04

Survival Probability

0.0

Projected PFS rates

ECF/X FLOT
2 year 43% 53%
ESMO GUIDELINES: 3 year 37% 46%
REAL WORLD CASES 5 year 31% 1%

104

08+

064

044

Survival Probability

0.0+

ECHECK
LOT

T T T T T T

Overall survival (months)

Arm (as randomized)

Projected OS rates

| ECF/X FLOT
2 year 59% 68%

| 3 year 48% 57%

| 5 year 36% 45%




Meeting Abstract: 2021 ASCO Annual Meeting |
FREE ACCESS | Gastrointestinal Cancer—Gastroesophageal, Pancreatic, and Hepatobiliary | May 28, 2021

X in f g2 ™

Neo-AEGIS (Neoadjuvant trial in Adenocarcinoma of the
Esophagus and Esophago-Gastric Junction International
Study): Preliminary results of phase Ill RCT of CROSS versus
perioperative chemotherapy (Modified MAGIC or FLOT
protocol). (NCT01726452).

THE LANCET
Gastroenterology & Hepatology

This journal Journals Publish Clinical Global health Multimedia Events About

ARTICLES - Volume 8, Issue 11, P1015-1027, November 2023 - Open Access & Download Full Issue

Trimodality therapy versus perioperative chemotherapy in the management of
locally advanced adenocarcinoma of the oesophagus and oesophagogastric junction
(Neo-AEGIS): an open-label, randomised, phase 3 trial

Prof John V Reynolds, FRCS & 2P &2 - Shaun R Preston, MD © - Brian O'Neill, FFR RCSI 9 - Prof Maeve A Lowery, MB BCh BA® -
Lene Baeksgaard, MD © - Thomas Crosby, FRCR - et al. Show more




ADENOCARCINOMA: NEOADJUVANT CHEMOTHERAPY ’ p4 '
MORADIOTHERAPY ‘

Neo-AEGIS (Neyadjuvant trial in Adenocarcinoma of the Oesophagus and Oesophago-Gastric Junction
International Stydy)

4an

4

ARMA(Chemo) ARM B(CROSS)

Neoadjuvant S N=184 N=178
CTx/RT 41.4Gy U Med}ian (range  64(35-83) 64{45-81)
age

PACLITANEL - FOLLOW-UP
50mg/m2 R MAGICIFLOT ~ 157/27

G oT3 84% 84%

E oN1-3 60.3% 56%

R

> » [ Chemotherapy
Y ECF/X or FLOT FOLLOW-UP .

Primary endpoint
Overall Survival (OS).
Noninferiority design

Y, ANy J

REAL WORLD CASES ESMO WEBINAR SERIES

Patients (pts) with resectable adenocarcinoma of the stomach and GEJ T2,3N0-3M0

-
‘ + N=540
(PET/CT, EUS, laparoscopy)

27 (15%) patients in the perioperative chemotherapy group received the FLOT regime



Phase Ill Neo-AEGIS study

Reynoldset al. ASCO 2021 LBA4004

Arm A (Magic/FLOT) Arm B CROSS

RO (negative margins) 82% 95% N
ypNO 44.5% 60.1%
Tumor regression grade 1 &2 12.1% 41.7%

Pathologic complete response

Neutropenia (Gr 3/4) 14.1% 2.8%
Neutropenic sepsis 2.7% 0.6%
Postoperative in-hospital deaths 3% 3%
Postoperative Pneumonia/ARDS 20%/0.6% 16%/4.3%
Anastomotic Leak 12% 11.7%

\ Clavien-Dindo = [II<V 23.6% 22% )

Initial power calculation was based @ROSS superiority of 10% OS. Modified after the first futility analysis (70 ever

to a nontinferiority margin of 5%.

At a median follow up of 24.5 months, at the second futility analysis (60% of planned events), there were 143 feat
CROSS and 73 MAGIC/FafdT, with 3year estimated survival probability of 56% (95% CI 47,64) and 57% (95% ClI
48,65), respectively [(HR 1.02 (95%CI.Q..A42))].Based on the absence of futility evidenced in this data the DSMB

Overall survival (%)

Number at risk
(number censored)

100

751

50

25

—— Perioperative chemotherapy group
~—— Tnmodality therapy group

HR 1-03 (95% €1 0.77-1-38); log-rank p=0-82
0

[

T T T T T T T T T
n 24 36 48 60 72 84 96 108

Perioperative 184(0) 151(5) 114(11) 85(20) 60(39) 38(54) 23(67) 10(79) 8(81) 5(84)

chemotherapy group

Tamodality therapy  178(0) 153(2) 116(7) 89(15) 59(36) 37(54) 18(70) 8(79) 7(80) 4(83)

group

Disease-free survival (%)

Number at risk
(number censored)

B
100

754

50

25

o

HR 089 (95% €1 0.68-117); log-rank p=0-41

0

T T T T T T T T T
12 24 36 48 60 7 84 96 108

Time since randomisation (months)

Perioperative  184(0) 136(4) 97(8) 76(17) S0(35) 34(50) 19(63) 8(74) 7(75) 5(77)

chemotherapy group

Tramodality therapy  178(0) 131(1)  86(5) 70(11) 44(29) 27(45) 13(58) 7(64) 6(65 3(68)

group

recommended closure of recruitment in December 2020



kg

Perioperative Chemotherapy (FLOT) versus
Neoadjuvant Chemoradiotherapy (CROSS)
for Resectable Esophageal Adenocarcinoma

The ESOPEC Trial (NCT02509286)
J Hoeppner, F Lordick, T Brunner, C Schmoor, B Kulemann, UP Neumann, G Folprecht, T Keck,

F Benedix, M Schmeding, E Reitsamer, CJ Bruns, JF Lock, B Reichert, M Ghadimi, K Wille, |
Gockel, JR Izbicki, S Utzolino, P Grimminger

2024ASCO #ASCO24 v Jens Hoeppner MD FACS FEBS

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



ESOPEC Trial Scheme 7

Preoperative Postoperative
Chemotherapy Chemotherapy
_ Surgery
5-FU, Leucovorin, 5-FU, Leucovorin,
Oxaliplatin, Docetaxel 4-6 4'6k Oxaliplatin, Docetaxel
4 cycles in 8 weeks  weeks N ar  4cycles in 8 weeks
discharge
Neoadjuvant
Chemoradiation
Surgery
41.4 Gy 4-6

Paclitaxel/Carboplatin  weeks
5 cycles in 5 weeks

2024 ASCO #ASCO24 PRESENTED BY: Jens Hoeppner MD FACS FEBS ASCO zsmzsmer

ANNUAL MEETING is property of the author and ASCO. Permission required for reuse; contact permissions@asco.or KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Main Eligibility Criteria

Inclusion Criteria Exclusion Criteria

* Histology: Adenocarcinoma * Squamous or other non-
adenocarcinoma histology

« Esophageal cancer

according UICC (TNM7)'*  Gastric cancer
Clinical stage cTIN+ or cT2-  * Clinical Stage cT1cNO and
4a, cNO/+, cMO cT4b

 Metastatic disease

*Tumors of the esophagus and tumors of which the epicenter is within 5 cm
of the esophagogastric junction and also extend into the esophagus.

2024ASCO P milenaiFioeppner MIFACS FEGS 7 1. Sobin LH UICC TNM 7th edition 2009

ANNUAL MEETING NOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Statistical Planning

Intention to treat (ITT) analysis of overall survival (primary
endpoint) in all randomized patients

Sample size planning:

* To show superiority of FLOT vs. CROSS for overall survival at
one-sided significance level of 2.5%

« Assumptions on 3-year overall survival rates:
CROSS 55%, FLOT 68% (hazard ratio 0.645)
218 events needed for power 90%

» 438 patients needed

2024 ASCO #ASCO24 v Jens Hoeppner MD FACS FEBS
uthor and ASCO. Permission required for reuse; contact permissions@asco.or

ANNUAL MEETING NOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival - ITT Population

100 Randomized treatment FLOT
FLOT
CROSS
80
- Median follow-up: 55 months Events 97
S
© 60 - .
= Median
= os | 66 | 37
7 . 95% CI 95% CI
T 40- time | 35_ne| 28-43
o (months)
>
(@]
20
HR 0.70 (0.53-0.92)* p=0.012
0 =
T T | T I T I I
0 12 24 36 48 60 72 84
Months from randomization
FLOT 221 172 124 107 84 44 1 0
CROSS 217 146 113 92 54 32 15
. *Two-sided 95% confidence interval; .
2024 ASCO presenTep Bv: Jens Hoeppner MD FACS FEBS : ; ! A AN soaET.oF
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org Cox regressmn adJUSted for N Stage xNo§LSs90NQuERs CANCER

and age, stratified for trial site

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Treatment Exposure

FLOT Group CROSS Group
N 221 217
Started neoadjuvant treatment (PP population™) 93.7 % 90.3 %
Completed neoadjuvant treatment 87.3 % 67.7 %*
Received neoadjuvant treatment plus surgery 86.0 % 82.9 %
Received adjuvant treatment 63.3 %
Completed adjuvant treatment 52.5 %

*Per protocol population according to Clinical Trial Protocol and Statistical Analysis Plan

#Completion rate (41.4Gy) of radiotherapy 98%

. " AM
2024 ASCO #ASCO24 presentep Bv: Jens Hoeppner MD FACS FEBS ASCO al
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CON

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival — PP Population

189 Randomized treatment FLOT |CROSS
FLOT
CROSS
80 - _
Median follow-up: 55 months Events
S
© 60 - :
2 Median
g 0S 66 39
7] el ie} ) 95% Cl | 95% Cl
= 404 time | 3g_ne| 20-45
o (months)
>
o
20
HR 0.72 (0.54-0.96)* p=0.023
0 s
| | | | I | | |
0 12 24 36 48 60 72 84
Months from randomization
FLOT 207 169 121 105 84 44 11 0
CROSS 196 141 109 89 54 32 15 0

*Two-sided 95% confidence interval;

2024 ASCO #ASCO24 presenteo g Jens Hoeppner MD FACS FEBS Cox regression adjusted for N stage ASCO ussasss

ANNUAL MEETING and age, stratified for trial site KNOWLEDGE CONQUERS CANCER

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival in Exploratory Subgroups

p-value
% of Hazard ratio for

Subgroup patients (95% CI) interaction

Overall 100%
Sex

female 10.7%

male 89.3%
Age

<60 years

60-69 years

>=70 years
ECOG

0 72.6%

>0 27.4%
Clinical T-stage

T1-2 18.3%

T3-4 80.5%
Clinical N-stage

0.70 (0.53,0.92)

0.72 (0.28, 1.88)
0.70 (0.53, 0.93)

36.3%
38.1%
25.6%

0.57 (0.34, 0.95)
0.75(0.49, 1.15)
0.76 (0.45, 1.29)

0.70 (0.50, 0.98)
0.70 (0.43,1.13)

0.84 (0.41,1.71)
0.68 (0.50, 0.92)

NO
N+

20.3%
79.7%

B
_._
<--FLOT Better

0.91 (0.44, 1.87)
0.67 (0.50,0.91)

CROSS Better-->

0.5 0.67 1.5 2

Hazard ratio

PRESENTED BY: Jens Hoeppner MD FACS FEBS

ation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

2024 ASCO

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Progression Free Survival — ITT Population

100 H -
Randomized treatment FLOT |CROSS
FLOT
R CROSS
& 80-
E Median follow-up: 55 months Events | 107 137
=
: = .
o o0 Median 38 16
£ PF
”E . S 95% ClI 95% CI
S 40- time | 51_ne | 12-22
0 (months)
(]
o
g 20 - 3-year
- PFS
HR 0.66 (0.51-0.85)* p=0.001 rate
0 1 I I I I I I T I 5-year o
0 12 24 36 48 60 72 84 PFS | 44.4%
Months from randomization rate
FLOT 221 135 101 93 73 39 11 0
CROSS 217 113 78 62 39 22 9 0
. *Two-sided 95% confidence interval; 5
2024 ASCO eresewtep ev: Jens Hoeppner MD.FACS FEBS Cox regression adjusted for N stage ASCO s

ANNUAL MEETING

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

KNOWLEDGE CONQUERS CANCER

and age, stratified for trial site

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Pathology Results — Surgery Population "

FLOT Group CROSS Group

N 191 180
Resection status

No resection 0.5% 1.1%

RO 94.2% 95.0%

R1 5.2% 3.9%
Postoperative N-Stage

ypN- 50.8% 54.4%

ypN+ 48.7% 44.4%
Pathological complete remission

ypTO ypNO 16.8% 10.0%
Tumor regression grade (Becker')

Complete regression 18.3% 13.3%

Near complete regression (<10% vital tumor) 25.1% 39.4%

per local pathology assessment

y 1. Becker K Cancers 2003
2024 ASCO #ASCO24 presentep Bv: Jens Hoeppner MD FACS FEBS
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Postoperative Complications — Surgery Population ”

FLOT Group CROSS Group

N 191 180
Postoperative morbidity

Clavien Dindo | 20.9% 20.0%

Clavien Dindo I 13.6% 15.0%

Clavien Dindo lll 23.0% 23.3%

Clavien Dindo IV 6.8% 4.4%
Postoperative mortality

30-days 1.0% 1.7%

90-days 3.2% 5.6%

2024 ASCO #ASCO24 v. Jens Hoeppner MD FACS FEBS
( uthor and ASCO. Permission required for reuse; contact permissions@asco.or

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



EERESMD
2024

A randomized phase 3 trial of
perioperative chemotherapy with or
without preoperative chemoradiotherapy
for resectable gastric cancer (TOPGEAR)

Final results from an intergroup trial of AGITG, V
NHMRC CTC, TROG, EORTC and CCTG

Presenter: Trevor Leong, Melbourne, Australia, 14 September 2024

T Leong, BM Smithers, M Michael, K Haustermans, R Wong, V Gebski,
RL O’Connell, J Zalcberg, A Boussioutas, M Findlay, D Willis, A Moore, F Lordick,
C O’Callaghan, C Swallow, G Darling, A Strickland, M Liberman, L Mineur, J Simes



Schema

]
!

Randomise

_|—>

BARCELONA
2024

AUSTRALASIAN GASTROMNTESTINAL

O AGITG ¥:

nnnnnnnnnnn

& TRG

NHMRC Clirical Trials Centre

SESRIC

Key eligibility criteria: resectable adenocarcinoma of stomach or GOJ (Siewert type Il < 2cm
oesophageal involvement, and Siewert type lll); stage IB-IIIC, ie.T3-T4 and/or N-positive

ECFx3or FLOT x4

>

Surgery |===P» ECF x 3 or FLOT x 4

ECFx2or FLOT x 3

m—>

mongress

CRT: 45 Gy + 5-FU |===P>| Surgery |==pp

ECF = epirubicin, cisplatin, 5-FU
FLOT = 5-FU, leucovorin, oxaliplatin, docetaxel

ECFx3 orFLOT x4




Patient characteristics

- Preop CRT Periop CT
Characteristic Category N = 286 N = 288
Age [years; mean (SD)] 61 (11) 60 (11)
Age (years) <30 45 (16%) 46 (16%)
50-70 180 (63%) 181 (63%)
>70 61 (21%) 61 (21%)
Sex Male 208 (73% 210 (73%
umour Location Gastro-esophageal junction 98 (34%) 101 (35%)
Upper/Middle third 80 (28%) 89 (31%)
Multiple sites 36 (13%) 28 (10%)
Eowerthire =265 e
Clinical T Stage T1/2 33 (12%) 31 (11%)
T3/4 252 (88%) 254 (88%)
Clinical N Stage NO 110 (38%) 111 (39%)
Ny N1 N2 ar N3 176.(62%) 177 (840
rlanned Chemotherapy ECF/ECX 192 (67%) 194 (67%)
FLOT 94 (33%) 94 (33%) \
EESMD ™™

Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa240:

© The New Enaland Journal of Medicine (2024)



Surgical and pathological outcomes

D1+ or D2 lymphadenectomy

RO resection

R1 resection

ypTNM stage:
ypT0, ypTis
ypT1/2
ypT3/4
ypN negative
ypN positive

Pathological Response:
Grade 1a: 0% residual tumour (pCR)
Grade 1b: <10% residual tumour
Grade 2: 10-50% residual tumour
Grade 3: >50% residual tumour

BARCELONA ongress
2024

Preop CRT
N=286
188 (83.6%)
208 (92.4%)
15 (6.7%)
(N=231)
38 (16.5%)
73 (31.6%)
120 (51.9%)
125 (54.1%)
106 (45.9%)

36 (16.8%)
70 (32.7%)
61 (28.5%)
47 (22.0%)

Periop CT
N=288
192 (81.0%)
206 (87.7%)
29 (12.3%)
(N=247)
18 (7.3%)
62 (25.2%)
166 (67.5%)
104 (42.3%)*
142 (57.7%)

18 (8.0%)
48 (21.3%)
69 (30.7%)
90 (40.0%)

P-value

0.09

<0.001

<0.01

<0.0001

Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,
© The New England Journal of Medicine (2024)



Overall survival

o
O — " .
- e mete Preop CRT  Periop CT
- Preop Chemoradiotherapy
- Median OS 46.4 mths 49 4 mth
2 -
B 3-yr OS 99.1% 97.7%
To
38" 5-yr 0S 44 4% 45.7%
b= |
w
T2
()]
>
(e}
o
N
HR 1.05 (95% Cl, 0.83-1.31)
Log-rank p value=0.70
o
T T T I T T I
0 12 24 36 48 60 12
Months since randomisation
Number at Risk:
Periop Chemotherapy 288 241 191 154 122 94 8
Preop Chemoradiotherapy 286 235 174 143 117 89 9
ERRESMD™™
g Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMo0a2405195,

© The New Enaland Journal of Medicine (2024)



Progression-free survival

o
9 T = Pernop Chemotherapy
= Preop Chemoradiotherapy Preop CRT Periop CT
=g MedianPFS 314 mths  318mth
©
2 3-yr PFS 46.5% 47 7%
So
e 5-yr PFS 39.7% 40.1%
o
c
o0 |
aa *
w
o
o
e
QK-
HR 0.98 (95% Cl, 0.79-1.22)
o Log-rank p value=0.86
I I | I I I I
0 12 24 36 48 60 72
Months since randomisation
Number at Risk:
Periop Chemotherapy 288 202 143 123 101 78 3
Preop Chemoradiotherapy 286 204 146 116 103 77 6
EESMD ™
gl Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,

© The New England Journal of Medicine (2024)
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A CheckMate 577

CheckMate 577 study design

ACheckMate 577 is a global, phase 3, randomized, denibvid, placebecontrolled triak

Key eligibility criteria
A Stage II/lll EC/GEJC =532 Nivolumab

A Adenocarcinoma or squamous cell —> 240 mg Q2WP 16 weeks Primary endpoint:
carcinoma N =794 then 480 mg Q4W A DFS

A Neoadjuvant CRT + surgical resectioni(RO,
performed within 416 weeks prior to

Secondary endpoints:

randomization) A 0%
A Residual pathologic disease A OSrateat1, 2, and 3
3% 2LXmM 2NJ x &Lbw Placebo years
T Q2WR16 weeks
A ECOG PD n =262 then Q4W

Stratification factors

A Histology (squamous vs adenocarcinoma)
Atlrdk2t23A0 f8YLK y2RS adlidza ox @&Lbwm gl tseaygment duration of
A TumorcellPB m SELINBAAAZY O6x M: 03 § M: up to lyeard

AMedian followup was 24.4 months (range, §4%4.9)
AGeographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

aClinicalTrials.gov number, NCT02743484tientsmust have been surgically rendered free of disease with negative margins on resected specimens defined as no vital emerithiesl mm of the proximal, distal, or
circumferential resection margings 1% includes indeterminatednevaluabletumor cell PBEL1 expressiorfUntil disease recurrence, unacceptable toxicity, or withdrawal of consassessety investigator, the study required

at least 440 DFS events to achieve 91% power to detect an average HR of 0.78dedt 2f 0.05, accounting for a prepecified interim analysigThestudy will continue as planned to allow for future analysis of @i&efrom
randomization date to clinical data cutoff (May 12, 2020) 42



A CheckMate 577

Nivolumab Placebo
(n =532) (n=262)

Median age (range), years 62.0 (2€,82) 61.0 (2&,86)
Male, % 84 85
Race? %

White 81 82

Asian 16 13
ECOG PS, %

0 58 60

1 42 40
Disease stage at initial diagnosis, %

Il 34 38

[l 66 62
Tumor location, %

EC 60 59

GEJC 40 41
Histology, %

Squamous cell carcinoma 29 29
t I K2t 23A0 f8YLIK y2RS adlddza Kk &Lbwm> 5% 58
Tumor cell PEL1expression %

X o M2 17 15

<1% 70 75

Indeterminatehonevaluable 13 10

aQOtherraces not showrtTumorcell PBL1 expression determined from surgical specimen by thé PIHC 28 pharmDxassay (Dako) 43



Diseasdree survival

A CheckMate 577

100
Nivolumab Placebo
(n=532) (n =262
80 — Median DFS, mo 22.4 11.0
g (95% CI) (16.634.0)  (8.314.3)
O\O HR (96.4% CI) 0.69 (0.5€0.86)
E)’ 60 - Pvalue 0.0003
o Nivolumab
O 40 -
20 - Placebo
O I I I I I I I I I I I I I I 1
0 3 6P 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumah 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

ANivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling in median DF&wekesus p

aPer investigator assessmep:month DFS rates were 72% (95% CI76Bin the nivolumab arm and 63% (95% CI68yin the placebo arniTheboundary for statistical significanee the pre
specified interim analysiequired thePvalue to be less than 0.036. 44



A CheckMate 577

Diseasdree survival by subgroups
2 e e N

Overall (N = 794) 22.4 11.0 0.70 ;
Age, years < 65 (n =507) 24.4 10.8 0.65 ——
2 65 (n = 287) 17.0 13.9 0.80 —
Sex Male (n = 671) 214 11.1 0.73 ——
Female (n = 123) Not reached 11.0 0.59 —o—-
Race White (n = 648) 21.3 10.9 0.71 -
Asian (n =117) 24.0 10.2 0.70 —
ECOG PS 0 (n=464) 29.4 111 0.73 +
1(n=330) 17.0 10.9 0.66 ——
Disease stage Il (n=278) 34.0 13.9 0.72 —0—'
at initial diagnosis lll (n=514) 194 8.5 0.68 ——
Tumor location EC (n = 462) 24.0 8.3 0.61 ——
GEJC (n =332) 22.4 20.6 0.87 +
Histology Adenocarcinoma (n = 563) 194 11.1 0.75 ——
Squamous cell carcinoma (n = 230) Ngfréached 110 0.61 ——
Pathologic lymph ypNO (n = 336) 27.0 0.74 —
node status = ypN1 (n = 457) 14.8 7.6 0.67 ——
Tumor cell PDL1  =1% (n = 129) 19.7 14.1 0.75 —
expression < 1% (n =570) N&dr8ached 11.1 0.73 ——
Indeterminate / nonevaluable (n = 95) 9.5 0.54 —

T 1

025 05 1 2 4

. . Nivolumab better <+— Placebo bett
ADFS favored nivolumab versus placebo across thesepeeified subgroups volmaR beter acebo betier

45



Study population

Gastric and GEJ adenocarcinoma

Stage Il Il and IVA
(>T2 NO-3 MO or TO-4 N+ MO)

No evidence of metastasis
No prior therapy
ECOGPS0or1

Global enrolment from Asia, Europe, North
America and South America

Post-operative (1-year duration)

2 doses of durvalumab or
placebo
4 doses FLOT

Pre-operative

2 doses of durvalumab or
placebo
4 doses FLOT

10 doses of durvalumab
or placebo

Durvalumabt
plus FLOT

Durvalumab

Durvalumab
plus FLOT Primary objective:

= EFS

Randomised
(1:1)
N=948

Key secondary endpoints:

* Central review of pCR*
by modified Ryan criteria

t
Placebo Placebo Placebo » Overall survival

Stratification factors

Geographic region: Asia versus non-Asia

Clinical lymph node status: positive versus
negative

PD-L1 status: TAP <1% versus TAP >1%"

plus FLOT

plus FLOT L 4

Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15)
for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre- and
post-operative) followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles

*Measured by VENTANA PD-L1 (SP283) assay. TDurvalumab or placebo monotherapy may be confinued if post-operative FLOT is discontinued due to toxicity. *pCR was scored using modified Ryan criteria by central review.
FLOT: 5-flucrouracil 2600 mg/m?, oxaliplatin 85 mg/m?, docetaxel 50 mg/m?, leucovorin 200 mg/m? on Days 1 and 15 Q4W, 2 doses (two cycles) pre- and post-operative; durvalumab: 1500 mg on Day 1 Q4W, 2 doses (two cycles) of durvalumab or placebo pre- and post-operafive.

ECOG, Eastem Cooperative Oncology Group; EFS, event-free survival; FLOT, fuorouracil, leucovorin, oxaliplatin, and

cell death-ligand 1; PS, performance status; pCR, pathological complete response; PD-L1, programmed

 GEJ, gastro geal junction; PD-L1, p

cell death ligand-1; Q2W, every 2 weeks; Q4W, every 4 weeks; TAP, tumour area positivity.

FERESMD
2023

Salah-Eddin Al-Batran

Content of this presentation is copynght and responsibility of the author. Permission is required for re-use.



Pathological complete response

Central review Investigator assessment
AM2% AM3%
Odds ratio: 3.08 Odds ratio: 3.03
(95% Cl, 2.03-4 67) (95% CI, 2.05-4.48)
25 - p<0.00001 25 - p<0.00001
20 A 20 1
2 15 g 151
o @
S 10 4 S 10 4
] ]
o o
5 4 5 1
0 - 0 -
Durvalumab plus FLOT Placebo plus FLOT Durvalumab plus FLOT Placebo plus FLOT
(n=474) (n=4T74) (n=474) (n=474)

Pariicipants achieve pCR if there is no residual viable tumour cells found at primary tumour and resecied lymph nodes at the fime of resection, meaning a pathological regression of -100%, based on central (or local) assessment. Central review of pCR was scored using modified Ryan criteria which
assess both the primary tumour and lymph nodes.

Cl, confidence interval, FLOT, flucrouracil, leucovorin, iplatin, and , pCR, ical complete response

2023 Salah-Eddin Al-Batran Content of this presenlation is copynght and responsibility of the author. Permission is required for re-use.



Pathological response subgroup analysis (central review)

Combined complete and near-complete

Pathological complete response pathological response .
:,’:':’Fal'_”o".',":‘ p,u':'ffg.‘r’l N Odds ratio (95% CI) Odds ratio (95% CI) msi

All participants 474 474 —— 308 (2.03-467) o 219 (1.58-3.04)
Sex
Male 326 356 —— 335 (207-541) —— 222 (154-3.22)
Female 148 118 —— 253 (1.09-5.89) —— 247 (1.18-5.18)
Age group
<B5 years 291 265 —— 271 (153-4.79) —— 216 (1.39-3.37)
>65 years 183 209 —— 370 (201-684) —— 229 (141-373)
Location at screening
GC 324 316 —— 2.56 (1.50-4.38) —— 169 (1.12-2.55)
GEJC 150 158 A 420 (214-8.21) ——A 350 (2.01-6.07)
TNM classification
T4 "7 17 A 281 (1.18-6.67) ——— 214 (1.07-4.26)
Non-T4 357 357 —— 3.16 (1.96-5.09) —— 220 (1.52-3.19)
Clinical lymph node status
Positive 334 333 —— 3.23 (1.97-5.30) —— 2.14 (1.45-3.18)

e 147 140 JR— ] 2682 (120574 [— ] 226 (1254 08)
PD-L1 expression at baseline
<1% 48 47 S — 0.98 (0.19-5.11) H—— 194 (0.60-6.29)
21% 426 427 —— 333 (215-5.13) —— 221 (1.57-3.11)
<5% 236 230 —— 225 (1.11-4.57) —— 230 (1.35-3.92)
5% 238 244 —— 3.79 (2.25-6.39) —— 220 (1.44-3.35)

egion
Asia 90 90 I . 2 { 3.96 (1.39-11.26) —— 241 (1.14-5.06)
Non-Asia 384 384 [ 292 (185-461) &1 213 (148-3.07)
Country
Germany 47 70 — 288 (1.13-7.35) —— 272 (121-6.12)
Non-Germany 427 404 —— 3.34 (2.08-5.36) —o— 221 (1.54-3.18)
0 2 4 6 8 10 12 0 2 4 & 8 10 12
— Odds ratio (95% CI . — Odds ratio (95% CI)
Favours placebo Favours durvalumab Favours placebo Favours durvalumab

Participants achieve pCR if there is no residual viable tumour cells found at primary tumour and resected lymph nodes at the time of resection, meaning a pathological regression of -100%, based on central (or local) assessment. Central review of pCR was scored using modified Ryan criteria.
Cl, confidence interval; FLOT, fluorouracil, leucovorin, oxaliplatin, and docetaxel; GC. gastic cancer; GEJC, gastro-oesophageal junction cancer; pCR, patological complete response; PD-L1, programmed cell death ligand-1

Salah-Eddin Al-Batran Content of this presentation is copynght and responsibility of the author. Permission is required for re-use.



Safety and tolerability

Any-grade all-causality adverse events, n (%) 470 (99) 463 (99)
Max Grade 3 /4 326 (69) 317 (68)
Serious adverse events 210 (44) 196 (42)
Leading fo death 24 (5) 19 (4)
Leading to surgery delay 19 (3) o (2)
Leading to discontinuation of durvalumab or placebo 34(7) 29 (6)
Leading to discontinuation of FLOT 110 (23) 94 (20)

Any adverse event possibly related to any study treatment, n (%) T5Z (90 T )
Max Grade 3/4 treatment-related adverse events 275 (58) 264 (56)
Serious treatment-related adverse events 96 (20) 75 (18)
Treatment-related adverse events leading to death 5(1) 2(0)

Max Grade 3 / 4 most common (=5%!) adverse events possibly related to any study treatment, n (%)

Neutropenia 93 (20) 96 (20)
Neutrophil count decreased 90 (19) 102 (22)
Diarrhoea 25(5) 20 (4)
White blood cell count decreased 25 (5) 27 (6)

*One placebo patient received a single dose of durvalumab and is therefore included in the durvalumab plus FLOT group. TIn atleast one treatment arm.
FLOT, fluorouracil, leucovorin, oxaliplatin, and docetaxel.

EREMD
2023 Salah-Eddin Al-Batran

Content of this presentation is copynight and responsibility of the author. Permission is required for re-use



KEYNOTE-585 STUDY DESIGN K Shitara KN585 FA ESMO-GI 2024

Pembrolizumab 200 mg IV Q3W Main study Pembrolizumab IV Q3W +
+ cohort Chemotherapy (XP/FP)

Key Eligibility Criteria , Ehemntiereny (HIEE) - for up to 3 cycles
‘ Surgery
» Localized G/IGEJ adenocarcinoma Placebo IV Q3W Placebo IV Q3W

Pembrolizumab IV Q3W for
up to 11 cycles

Placebo IV Q3W

: +
deﬁned by T3 or greater primary *+ Chemotherapy (XP/FP) for up to 11 cycles
lesion or presence of N+ nodes

Chemotherapy (XP/FP) for up to 3 cycles

No prior therapy
" i +
Able to undergo surgery Pembrolizumab 200 mg IVQ3W  EUUF YWY Pembrolizumab [V Q3W Pembrolizumab IV Q3W for
+ Chemotherapy (FLOT) g e
Provision of tumor sample for Chemotherapy (FLOT) for up to 3 cycles P ¥
'

PD-L1 testing® S
Placebo IV Q3W acebo

ECOG PS 01 + + Chemotherapy (FLOT)

Chemotherapy (FLOT) for up to 3 cycles

Placebo IV Q3W
for up to 11 cycles

Stratification factors Endpoints:

* Geographic region (Asia versus non-Asia) * Primary: pathCR rate per BICR, EFS per INV, OS (main cohort), safety (FLOT)

* Tumor staging (Il vs lll vs Va) . , : :
« Chemotherapy backbone (XPIFP vs FLOT) Key secondary: safety (main cohort), safety, OS, EFS (main plus FLOT cohort)

EESVIO GASTROINTESTINAL CANCERS

*PD-L1 status was centrally assessed; "Man cohort. °An addsonal 203 patienss were randomized 1:110 a separate FLOT cohort evaluating pembrolizumab + FLOT vs placebo + FLOT (5-FU 2600 mg/m?, leucovonn 200 mg/m?, oxaliplatn 85 mo/m?, docstaxel 50 mg/m?) Q2W for up o
4 cyclesin the necaduvant and aduvant phases. XP: cisplain 80 mg/m? IV on d1 and capeciiabine 1000 mg/m? orally BIDfom d1 - d14. FP: cisplatin 80 mg/m? IV on d1 and 5-FU 800 mg/m? IV #om d1 - d5 up 1o 4000 mg/m?.






