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Update of Esophagogastric Cancer

Early Stage:
* Perioperative FLOT vs Chemoradiation
* Perioperative Chemotherapy and Immunotherapy

Advanced:

* First line Chemotherapy and Immunotherapy
* Claudin 18.2 — New Target

* HER2 + Gastric Cancer

* Novel Targets



Incidence

Esophagogastric Cancers
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« > 22,000 annual cases of esophageal cancer
(EC) with > 16,000 deaths from the disease in

= Asia (481,552) » Europe (52,993)
t h e U S « Africa (27,546) Northern America (20,806)
» Latin America and the Caribbean » Oceania (2,192)
19 011\

Stomach

 Gastric cancer is the fifth leading cause of
cancer and fourth leading cause of cancer
deaths worldwide

e incidence varies worldwide by geographic
region

Age-standardized (W) incidence rate per 100,000

males [ remales

GLOBOCAN 2020



Work up and Staging

WORKUP

* H&P

* Upper gastrointestinal (Gl) endoscopy and biopsy?

* Chest/abdomen CT with oral and IV contrast

* Pelvis CT with contrast as clinically indicated

* FDG-PET/CT evaluation (skull base to mid-thigh) if no evidence
of M1 disease

* Complete blood count (CBC) and comprehensive chemistry
profile

* Endoscopic ultrasound (EUS), if no evidence of M1
unresectable disease

* Endoscopic resection (ER) is recommended for the accurate
staging of early-stage cancers (T1a or T1b).®P Early-stage
cancers can best be diagnosed by ER

* Universal testing for microsatellite instability (MSI) by
PCR/next-generation sequencing (NGS) or MMR by IHC is
recommended in all newly diagnosed patients®

* Programmed death ligand 1 (PD-L1) testing if advanced/
metastatic disease is documented/suspected®

* HER2 testing if metastatic adenocarcinoma is documented/
suspected®

* NGS should be considered®

* Bronchoscopy, if tumor is at or above the carina
with no evidence of M1 disease

- Assign Siewert category®

* Nutritional assessment and counseling

* Smoking cessation advice, counseling, and pharmacotherapy
as indicated®

« Screen for family history

CLINICAL STAGES®?

Stage I-IVAZ:h
(locoregional
disease,

except T4b or
unresectable N3")

Stage IVAY
(includes T4b or
unresectable N3
only) and IVB
(metastatic disease)

HISTOLOGIC CLASSIFICATION®

Squamous cell i
carcinoma ESOPH-2

Adenocarcinoma —— ESOPH-11

Squamous cell i
carcinoma ESOPH-10

Adenocarcinoma ——» ESOPH-19

NCCN Guidelines Esophageal and Esophagogastric Junction Cancers Version 4.2024



Molecular Testing in Esophagogastric Cancer

* MMR testing in all Esophagogastric Cancers

* PDL-1 CPS testing in Esophagogastric CA Total  CLDN18<75%  CLDN18z75%
. . Patients’ Characteristics 350 Tot 233 Tot 117 p Value
¢ N|VO|Umab + ChemO IN CPS Z 5 HERZ n. (%) n. (% of the Total) n. (%of the Total)
negative GEA (CM649) R Yes 54 (15.4) 39 (11.1) 15 (4.3) D rans
. . N 296 (84.6) 194 (55.4) 102 (29.1)
 Pembrolizumab + chemo in CPS > 10 st 52129 35(100) s
eso phageal CA (KN 590) HER 2 status Negative 298 (85.1) 198 (56.6) 100 (28.6) +000
* Pembrolizumab +chemo in CPS >1 olicpseq B 9808 68 (194) (e
gastric GEJ (KN859) - No 252 (72) 165 (47.14) 87 (24.86) '
! I Yes 71 (20.29) 50 (14.29) 21 (6) 0,529
* HER2 testing in all Esophagogastric CA i No  279(79.71) 183 (5229) 96 (2743)
. Positiv 8(2.3 1(0.3 7 (20.0
* Trastuzumab + chemo + pembrolizumab eBER 342[(9?]7] 232[(66]3] 11;(311] 0.0024
in 1L HER2+ GEA (KN-811) in CPS >1 Altered 168 (48.0) 111 (31.7) 57 (16.3)
. p53 status . 0.9676
e Trastuzumab deruxtecan (DS-8201) in wildtype 181(520) 121 (346) 60 (17.1)
2|_+ HER2+ GEA (DEStiny-G aStriC-Ol/OZ) E-Cadheri n status Positive 268 (77.0) 177(509) ot (264) 0.9148
Negative 80 (23.0) 54 (15.5) 26 (7.5)

* CLDN18.2 — emerging treatment option
e Zolbetuximab 1L (GLOW, SPOTLIGHT)

Pellino, A J. Pers. Med. 2021,11, 1095.



Molecular Classification

CIN _ | 5
« Intestinal histology 4 A b \ 9%
* TP53 mutation EBV

* PIK3CA mutation

* PD-L 1/2 overexpression
* EBV-CIMP

* CDKNZ2A silencing

* Immune cell signalling

* RTK-RAS activation

MSI
e Hypermutation
* Gastric-CIMP
* MLHT1 silencing
* Mitotic pathways

GS
* Diffuse histology

* CDH1, RHOA mutations 22(y
* CLDN18-ARHGAP fusion L
* Cell adhesion




EI:&;;E’:;? ons: Surgical Outcomes
<3 cm. well N Esophageclomy‘-""'“ (for non-cervical esophagus) * | After Esophagectomy
]
differentiated) {ESOPH-6)
cT2, NO
(high-risk lesions: eoperative chemoradiation~¥:Z » Response Assessment
lymphovascular pe " (ESOPH-5)
—_— Squamous invasion (LVI), |, |,
qu) carcinoma diffore ':?:;g} Foll
erentia . Follow-up
finitive chemoradiation®¥Y >
c¢T1b—cT2, N+ or (ESOPH-9)
G) cT3—cT4a, Any NV
(_U Definitive chemoradiation®¥ > R[E essggr:ﬁ;]}\ssessmem
S or
S cT4bP ——»
q) Consider chemotherapy alone in the setting of invasion of
D_ trachea, great vessels, vertebral body, or heart*
( ) (See Palliative Management [ESOPH-10])
O s TUMOR PRIMARY TREATMENT OPTIONS FOR
m CLASSIFICATION® PATIENTS WHO ARE MEDICALLY FIT
(U cT1b—cT2,NO
| | | (low-risk lesions: dtu . Surgical Outcomes After
() <3 cm, well > Esophagectomy® > Esophagectomy (ESOPH-15)
> differentiated)®
g Preoperative chemoradiation? for planned Response Assessment
esophagectomy (category 1)*Y (preferred) (ESOPH-14)
I I I ?I;I?ﬁl-?isk lesions: erioperative .. . o cectom yc-dtuaq |, Surgical Outcomes After
Adeno- va >3 cm, poorIyI hemotherapy* phag Esophagectomy (ESOPH-16)
» - —.,
carcinomas differentiated) . . . .
cT1b—cT2,N+ or onsider neoadjuvant or perioperative Response Assessment
cT3-cT4a,Any NW mmune checla@tggmhubnor(s} (ICl) if tumor | ——» (ESOPH-14)
or
Definitive chemoradiation®Y Follow-up
(only for patients who decline surgery) (ESOPH-18)
Definitive chemoradiation*¥ - Mses&;ment
or
P »
cTdb Consider chemotherapy alone in the setting of invasion
N C C N 2 O 2 4 of trachea, great vessels, vertebral body, or heart*

(See Palliative Management [ESOPH-19])
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Cancer

CONCLUSIONS OF MULTIDISCIPLINARY
REVIEW

FINAL STAGEI

Non-_surgilcal
cTis or cT1a < candidate
Medically fitfk

v

cT2 or higher,

Medically fit,FK

potentially

resectable
Locoregional Medically fit,
disease surgically ;
(cMO0, Any N) unresectable

Non-surgical candidatef!

Y

Metastatic disease (cM1)

NCCN 2024

PRIMARY TREATMENT

ER?

ER?
or

Yy

Surgery™k
Surgery%f.°

A )

Surgery%f.°

or

Perioperative chemotherapyP
(category 1)

or

Preoperative chemoradiationP-9
(category 2B)

or

Consider neoadjuvant or
perioperative immune checkpoint
inhibitor(s) (ICl) if tumor is
MSI-H/dMMRP:"-S

ChemoradiationP-9

or
Systemic therapyP

Palliative Management (GAST-9)

Palliative Management (GAST-9)

A

Endoscopic
surveillance?

Surgical Outcomes
for Patients Who
Have Not Received
Preoperative Therapy

(GAST-4)

Response
Assessment

(GAST-3)

Post-Treatment
Assessment/
Additional
Management
(GAST-6)
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MAGIC Trial FLOT4

Study entry and randomisation

Pre-operative chemotherapy:
ECFx3

Surgery

6-12 weeks

Post-operative chemotherapy:
ECFx3

B v
1.0+
0.9
0.8
0.74
- C-S-C36% at 5Yr
F oo
a 4
= o \ ~ - Perioperative
g 0.4+ ‘\ e == chemotherapy
\\_\-‘-\
il el Surgery alone
ol $23% at5 Yr
WAL Ranion
00 T T T T T 1
0 12 24 36 48 60 72
2 year 5 year Median
survival survival survival
CSC 50% 36% 24 mo
S 41% 23% 20 mo
Benefit to CSC 9% 13% 4 mo
arm

Cunningham et al. NEJM 2012

Randomised, multicentre, Phase II/1ll Study
FLOT x4 - RESECTION - FLOT x4

« Gastric or EGJ cancer typ I-lll

. Medically and anatomically
operable

« cT2-4/cN-any/cMO or cT-
any/cN+/cM0 ECF/ECX x3 - RESECTION - ECF/ECX x3

FLOT: Docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?, d1;
Leucovorin 200 mg/m?, d1; Oxaliplatin 85 mg/m?, d1, q2w

Stratification

ECF/ECX: Epirubicin 50 mg/m2, d1; Cisplatin 60 mg/m?, d1;
5-FU 200 mg/m? (or Capecitabin 1250 mg/m? p.o. geteilt in 2
| vs. Type I/l vs. Gastric), age (< 60 vs. 60-69 vs. 270 doses d1-d21), g2w

Stratification: ECOG (0 or 1 vs. 2), localisation (GEJ Type

years) and nodal status (cN+ vs. cN-)

B
100 ~
80+
g FLOT-S-FLOT -45% at 5 Yr
:
§ 40
2
a
20 ECF/ECX- S- ECF/ECX —36% at 5
HRO.75Y85% €1, 062-0:91)
Log-rank p value=0-0036
0
0 1 2% 3% 4 60 7
Nomber at risk Time (months)
(number censored)

ECFECX 360(0)  215(7)  145(16)  90(50)  56(78)  24(106)  6(124)
FLOT 356(0)  241(6)  175(17) 102(70)  66(101)  35(129)  3(160)

Al-Batran et al. Lancet 2019



ESOPEC Neo-AEGIS

preoperative postoperative Esophageal and GEJ adenocarcinoma:
Chemotherapy Chemotherapy AEG I-11I
_ — SN ¢T2-3N0-3M0
5-FU, Leucovorin, 5-FU, Leucovorin, ECOF(X)x3 = Surgery EC(O)F(X) x 3
Oxaliplatin, Docetaxel 4-6 4'5k Oxaliplatin, Docetaxel ‘ ‘
- - \
4 cycles in 8 weeks  weeks er 4cycles in 8 weeks
discharge Arm B 15% superior to A (n= 366)
Neoadjuvant Arm B 10% superior to A (n= 628) Neo CRT (CROSS)
Chemoradiation wCP-RT(41.4Gy)+Surgery
—
41.4 Gy 4-6
Paclitaxel/Carboplatin  weeks ——p—ﬁ?‘“"tdat” f“d t°fi'?;51 Di;g‘ée gge;”inY:‘“P o
. Primary endpoint: Overall survival ime to treatment failure: - RO: Toxicity: Postoperative
5 cycles in 5 weeks complications; HR-QL
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100+ Randomized treatment A
FLOT ARDS 0.6% vs 4.3% 100+ ~—— Perioperative chemotherapy group
- mOS 66 mo; 51.5% at 5 Yr CROSS — Trimodality therapy group
~ Median follow-up: i N .
& e = 757 No significant difference
S 60+ G
2 2
7 S s0-
T 40 3
g mOS 39mo; 40.5% at 5 Yr g
0 o 25
20
HR 0.70 (0.53-0.92)" p=0.012 | HR1.03 (95% C 0.7-1:38); log-rank p=0-82
0 1 | 1 I I I I 1 1
04 . . | ] . ] ] _ 0 1 24 36 48 60 72 84 96 108
0 12 24 % 48 60 y7) 84 Number at risk
o (number censored)
Months from randomization Perioperative 184 (0) 151(5) 114(11) 85(20) 60(39) 38(54) 23(67) 10(79) 8(81) 5(84)
FLOT 221 172 124 107 84 44 1 0 chemotherapy group
T = = o 3 = B ‘ Trimodality therapy 178(0) 153(2) 116(7) 89(15) 59(36) 37(54) 18(70) 8(79) 7(80) 4(83)
group

Hoeppner et al. ASCO 2024 Reynolds et al. Lancet Gastro& Hep 2023



Stratified by squamous vs adenocarcinoma histology,
2ypN1 vs ypNO, PD-L1 >1% vs <1%
Nivolumab
l 240 mg Q2W for 16 wk,
then 480 mg Q4W

Patients with stage I1/11l
EC/GEIC (adenocarcinoma or
squamous cell carcinoma) with )
residual pathologic disease R“"d;‘;”'"d
after neoadjuvant CRT + surgical \
resection; ECOG PS 0/1
(N =794)

—

Placebo
Q2W for 16 wk,

= Primary endpoint: DFS
= Secondary endpoints: OS, OS rate at Yr 1, 2, and 3
= Exploratory endpoints: safety, DMFS, PFS2, QoL

Checkmate 577

ATTRACTION-5

Terashima et al. ASCO 2023

Stratified by stage (IlIA/11IB/IIIC) and country (Japan/Korea/other)

Patients with pathological i Nivolumab 360 mg IV Q3W + CT

Uptolyror stage Ill G/GEJ cancer; / (n=377)

until PD,b’ D2 or more extended Choice of adjuvant
unacceptable . . . " .

- gastrectomy; ECOG PS 0-1; CT per investigator

toxicity, . .
wi?:c;igl;rof tumor tissue available for \ Placebo IV Q3W + CT

consent PD-L1 analysis (n=378)

A Disease-free Survival in the Overall Population

(N = 755)
*S-1.40 mg/m? orally BID (Days 1-28) Q6W or CapeOX (oxaliplatin 130 mg/m? IV daily
[Day 1] and capecitabine 1000 mg/m? orally BID [Days 1-14] Q3W).

100+
90
804
& 70
3
3 604
a
50- \“\"-\—“ i
.§ M No.of Median Disease-free
g 404 Patients Survival
8
& 304 mo (95% Cl)
Q
- Placebo  Nivolumab 532 224 (16:6-340)
Placsbo 262 110 (83-143)
104 Hazard ratio for disease recurrence or death,
N 0.69 (96.4% CI, 0.56-0.86)
SN SN s S S S RS S S S —— ——
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 Po
Months
No. at Risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 2 8 4 3 0
Placebo 262 214 163 126 9 8 65 53 38 28 17 12 5 2 1 0

B Disease-free Survival According to Histologic Type

os
1004 = by il Nivolumab + Chemotherapy(N = 377
~———— Nwolumab + Chemotherapy (N = 377) Placebo + Chemotherapy (N = 378)
ail Placebo + Chemotherapy (N = 378) o0
i
80 4 _ 70
g ~ e
3 704 § -
§ s 50
@ &
o 60 3 s0-
£ g
2 Nivolumab + Placebo + 20
5 401 Chemotherapy Chemotherapy igud
- (N=377) (N =378) o
2 Median RFS (95%Cl), months NA. (NA,NA) NA. (NA,NA) © 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 €6 60 72
21 Fovalie p=04363N'S. o Overait Survival (months)
Nivolumab + Chemotherapy 377 368 356 347 343 334 320 300 206 289 283 278 270 244 203 166 131 101 79 57 27 9 1 o o
104 Hazard Ra"o (9572%0') 0'90 (069’ 1.18) Placebo + Chemotherapy 378 367 364 352 345 329 318 311 304 285 277 267 259 236 199 160 132 104 85 60 30 12 2 o o
Ni I b+ Pl bo +
3-year RFS rate (95%Cl), % 68.4 (63.0,73.2) 65.3(59.9,70.2) Choasiiatany e e
- (N'=377) (N'=:378)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Relapse Free Survival (months)

Median OS (95%CI), months
p-value

Hazard ratio (95%Cl)

NA. (NA. NA)

AtRisk

N.A. (N.A, N.A)

0.88 (0.66, 1.17)
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Nivolumab + Chemotherapy 377 349 326 310 207 273 255 241 231 223 219 214 162 127 120 114 58 33 28 24 9 1 0 0 0

1004 Placebo + Chemotherapy 378 353 324 311 288 267 254 242 228 223 212 204 148 118 110107 57 33 30 26 10 1 0 0 0 3-year OS rate (95%Cl). % 81.5(77.0. 85.3) 78.0 (73.3, 82.1)

904

EORTC 1707 VESTIGE
& 204
s Nivolumab, SCC No.of Median Disease-free Main eligibility criteria:
2 01 Patients Survival
a Gastric or EGJ Control arm:

50 i 95% C|) ; -
$ ve- oy Nilumab AC G p 19":: {159 29)4 adenocarcinoma stage Ib-lva
§ ce-e-- ol 187 111 :a 16 é)) Completed preoperative ) P i G e T (I LT m D FS . 1 1 9 S 23 3 mo ( —o 02 )
S Ll Placebo, AC ! e . ~ the perioperative treatment) according to _—
a 0 R v g Hazard ratio for disease recurrence or death, chemotherapy with // Derop ESMO uide\inés 9 . . V . p .

204 Placebo, SCC 0.75 (95% Cl, 0.59-0.96) fluoropyrimidine/platinum g

Nivolumab, SCC 155 29.7 (14.4-NE) regimen O S . 2 5 1 N R _O 1
104 Placebo, SCC 75 110(7.6-17.8) Within 612 " | I l . . VS I I IO p— .
o+———————+—+———1——1———————  Hazard ratio for disease recurrence or death, UGID pSers Follow up: CT scan of the chest and abdomen
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0.61 (95% CI, 0.42-0.88) Total/partial gastrectomy 3 monthly for 2 years then every 6 months until year 5
Months with at least D2 LND

AN
Nosat sk Minimum of 15 LN evaluated . :
Nivolumab, AC 376 305 257 219 178 151 125 99 65 45 32 1 N Experimental arm:

Nivolumab, SCC 155 124 106 87 71 61 S6 48 27 23 9 g Recovered from surgery k\ EnrO”ment ClOSEd Early
3

Placebo, AC 187 156 114 92 68 57 47 37 26 18 11 Nivolumab 3 mg/kg Q2W x 1 year
Placebo,SCC 75 S8 49 34 28 23 18 16 12 10 6

N
O w
—o
cococo

Post-op 7 days max Ipilimumab 1 mg/kg QBW x 1 year
recovery between

period randomization &
2 months treatment start

Kelly RJ et al. N Engl J Med2021;384:1191-1203 Smyth et al. Annals of Oncol ESMO 2023



Keynote 585

Pembrolizumab 200 mg IV Q3W

Pembrolizumab IV Q3W
. Pembrolizumab IV

Chemotherapy Q3w
for up to 11 cycles

*

Key Eligibility Criteria Cisplatin and Capecitabine/XP
: or

* Localized G/GEJ Cisplatin and 5-FU/FP

adenocarcinoma defined by T3 or
greater primary lesion or
presence of N+ nodes

for up to 3 cycles for up to 3 cycles

No prior therapy

Able 1o undergo surgery Placebo IV Q3W
Cisplatinand Capecitabine/XP
or

Placebo IV Q3W

g Placebo IV Q3W
Surgery Chemotherapy for up to 11 cycles

forup to 3 cycles

Provision of tumor sample for
PD-L1 testing®

ECOG PS 0-1 Cisplatinand 5-FU/FP

for up to 3 cycles

Event-Free Survival: FLOT Cohort Overall Survival: FLOT Cohort B
1004 Events Median (95% C1), mo 100
3 r - A10.0% (1.3-19.7
904 Pembrolizumab group 37% NR (28.2-NR) Zmorate Je-mo rate - Evenn Bedtan (953,51 10, 20 1 I_ ( )
901 Pembrolizumab group 35% NR (34.7-NR)
801 24-mo rate . 36-mo rate Elaccboigrodp A%% S09E2.ENR) 80 72% Placebo group 35% NR (45.9-NR)
70 j0% ' 704 ey 62% .
= 601 \ 4 739 - BT 3} 17.0%
50 h H = 60 % T T T S (10.2-26.8)
o 501 e : o 50 67% 3 -2-28.
w0l :57 % ' 3 o
: 147% " 40+ HR 1.04 (95% Cl, 0.66-1.66) 22101
404 : ' HR 0.79 (95% CI, 0.52-1.22) g ,0.66-1. %
i ' 304 o
H H
204 : ' 204 %
104 H 1 5 1 >
! ' 104 7.0%
0 ———————————————————— 0 - . — (2.8-13.5)
0: & A2 18 24 30 96 4 48 M4 60 66 0 6 12 18 24 30 36 42 48 54 60 66
No. atRisk Months No. atRisk Months 0-
1w A 7 e :; g & a ] i 9 ) gz e & o & o 21 o 19 - s o o Pembrolizumab Group Placebo Group
103 102 o5 82 75 33 21 20 19 3 o ] (N = 100) (N = 103)

Summary of AEs by Treatment Phase
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Neoadjuvant Phase® Adjuvant Phase
Pembrolizumab Group Placebo Group Pembrolizumab Group Placebo Group

AEs, n (%) N=99 N =103 N=T77 N=76
Any grade AEs 97 (98) 102 (99) 76 (99) 75 (99)
Treatment-Related AEs 96 (97) 96 (93) 73 (95) 68 (89)

Grade 3-4 54 (65) 56 (54) 43 (56) 33 (43)

Grade 5 2(2) 1(1) 1(1) 0

Led to discontinuation of any drug 15 (15) 11 (11) 21(27) 7(9)

Surgery-Related AEs 19 (19) 13(13) 1(1) 2(3) Al-Batran et al. ASCO 2024
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FLOT d1 q2w

Pombrolizumab 200 mg IV QIW

+ Atezolizumab d1 q2w Koy Eligibility Critoria for up to 3 cycles Pembrolizumab Pembrolizumab IV
« Localized G/GEJ FLO;QZW * aw
adenocarcinoma defined by T3 or for up to 4 cycles FLOT for up to 11 cycies
groater primary losion or
prosence of N+ nodes
Inclusion Clinical nodal stage = T a = No prior thecapy
(selection) N+ vs. N- o 3 Atemlizuma: ;; 2w « Able to undergo surgery
A ¥ - “ 4 cycles » Provision of tumor sample for
* Histologically > « e PD-L1 testing* s : EICHbE Placobo IV QIW
confirmed Location primary n g - 'EC00PS 04 urgeoy FL‘O‘I' for up to 11 cycles
adenocarcinoma of GEJ type | E 8 Atezolizumab d1 g3w
the stomach or GEJ vs. GEJ type W/1ll o n 8 cycles
vs. stomach a b4 S8 natiants
SECOG 5 0:4: i Stratification factors Endpoints
= FLOT d1 q2w; 4 cycles + Goographic region (Asid versus non-Asia) « Primary: satoty
* No distant metastases MSI-status * * Tumor staging (1 vs Il vs IVa) * Koy socondary: pathCR rate per BICR. EFS por invostigator, OS
« Chomathorapy backbomo (XP/FP vs FLOT)

MSI-high

i N et v PCR19% vs 7%  CR/nCR:27% vs 14%

FLOT d1 g2w; 4 cycles

148 paticnts PCR in Asia consistent with global outcomes.

Surgery

pCR/TRG1a: ICONIC Trial
All: 24% vs 15%

PD'L]. CPS 210: pCR 33 VS 12% ‘Screening phase ;| Treatment phase > |::|:Z:WP ;

MSI-H: 63% vs 27%

pPCR: 15% for 34 pts

Resectable gastric, GO
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4 cycles FLOT Surgical 4 cycles FLOT Safety f/u at D30
or 00”?2:!:':" AL resection +avelumab and DS0then | .
a2 somiil azw sandardt/utos | The trial closed early
T1-3N02 prsok e tha post-op years
Negative PET/CT scan (+/- N ot H
e M , (pre-specified aim
PSO1
o/ :
25% in 40 pts)
; >| SRR 'y
respons; (pCR)l'Irte Baseline | | ©Ontreatment Pre-op faecal [ g;os;fon
Secondary endpoints: biopsy blopsy ¢ sampling progression
Safety of FLOT-A el O\ £
Mandard TRG Faecal
Radiological response "'!“"! -
RO resection rate pa——— [\
;;S ' tDNA coliection prior to each cycle and during follow-up ,0 ™




GERCOR NEONIPIGA Infinity Trial

5 week
t1

ADJUVANT FOLLOW-UP
treatment

9 cycles = 9 mo

NEO-ADJUVANT treatment
6 cycles = 12 wks

NIVOLUMAB

240 mg q2w (30 min IV)

q2mo for 2 years

NIVOLUMAB then

480 mg qdw (30 min IV)

q6mo until § years
from Inclusion

IPILIMUMAB

1 mg/kg ¢ (30 min IV)

15 evaluable patients, 14 underwent resection
PCR 60%

nab | Nivolumab | Nivolumab

Iplimumab Ipdmumab

A
1.00 —m
OS = 0.7s
=
=
S 0.50
=
el
S 525 4 No. Events
31 1 Strata Per-protocol population
o 3 6 £ 12 15 18 21 2a
Time Since Neoadjuvant Treatment Initiation (months)
No. at risk:
=
S Per-protocol population 31 31 30 24 20 14 8 7 a
&

>
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S
Q
-
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O
|
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£
+—
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>
.3
)
P
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=

EFS (probability)
o
3

No. Events
31 1 Strata

Per-protocol population

o 3 P s 12
Time Since Neoadjuvant Treatment Initiation (months)

pulation 31 27 23 15 8

Andre et al. JCO 2022
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TRG |
No residual cancer

TRG 2
Rare residual cancer cells

TRG 3
Fibrosis outgrowing
residual cancer

TRG 4
Residual cancer
outgrowing fibrosis

TRG 5
Absence of
regressive changes



Longitudinal analysis of ctDNA during treatment of locally advanced gastric/GEJ adenocarcinoma
- Prospective biomarker study

A ctDNA status on-NAT B ctDNA status post-NAT Cc ctDNA status during MRD window
1.00 1.00
1.004
T 075 . — ' T 07
— 0.751
% HR=4.71, 95%CI [1.24-17 .86]; p=0.022 g g
= c
= 080 @ 050 B o5 o
g = HR=7.35, 95%ClI [2.35-22.95]: p=0.001 g HR=14.54, 95%CI [4.54-46.6]; p<0.0001
5 025 g 0.25 o 025
0.00 0.004 0.00
0 6 12 18 24 39 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0o 6 "’TIIB f94 3:1 (1:5 ‘L?T_dﬁ :':4. tfiﬂ Ei(ih P I
Time from surgery (months) Time from surgery (months) Rumber g risk ime from Landmark Time point (months)
Number at risk Number at risk
ctDNANegative 20 20 19 16 15 14 12 11 10 5 4 4 3 2 1 1 0 CIDNANegative 30 28 27 21 16141211 9 5 3 3 2 2 0 0 0 c;?DNr:qN;og:i:it: :g i;a 335 228 203 201 109 104 101 g 3 3 3 ; ;
ctDNAPositive 21 1814 10 6 5 5 5 4 2 2 2 0 0 0 0 O ctDNAPositve 11 10 6 5 2 1 1 1 1 1 1 1 1 1 1 1 0

Zaanan et al. ASCO 2024




Perioperative Therapy - Summary

* Perioperative FLOT is the new standard for resectable cT2+/N+ esophageal
adenocarcinoma

* Benefit of adjuvant immunotherapy in Esophageal Adenocarcinoma is unclear
(CheckMate 577 /ATTRACTION-5/ICONIC/VESTIGE)

* Awaiting OS for Checkmate 577

» Addition of 10 improves pCR, but unclear if this leads to improved OS/EFS (KEYNOTE
585, MATTERHORN)

* MSI High perioperative therapy — 10 only; neonipiga and infinity
* ctDNA is being evaluated as a prognostic biomarker



Update of Esophagogastric Cancer

Advanced:
* First line Chemotherapy and Immunotherapy



EDGE Gastric Keynote-859

Pembrolizumab
200 mg IV Q3W

COHORT A
Key Eligibility Criteria '

+ Locally advanced
unresectable or
metastatic
gastric/GEJ/EAC

Measurable disease
per RECIST v1.1

ECOG 0-1

Irrespective of PD-L1
levels

N = 40 per arm

COHORT B
>2L CPinaive

Median PFS, months

Immunotherapy in Advanced Disease

41 37 28 24 19 2

Janjigian et al. JCO 2023

Arm Al

DOM + ZIM
FOLFOX

Primary Endpoints:
+ Safety
« Investigator ORR

ZIM Q4w

Am Bl

DOM + ZIM Q3W Secondary Endpoints:

+ Efficacy by PD-L1(OS, PFS,
DCR, DOR)

Am B2: + PK and biomarker data

QUEMU Q2W + ZIM Q4W

Median PFS, months
(95% ClI)

Y -
(95% ¢l ORR 73% TAP = 5% (n=16) 13.8 (11.3, NE)
ORR 56% k] 129 (9.8, 13.8) 160 TAP < 5% (n=24) 13 (55 138)
1004 z 12-mo PFS rate (95% CI)
g o = TAP = 5%: 69% (46, 92)
£ T 754 P
6-mo PFS 75% .2 |
k33 o3 ]
i Ly £ «/ORR 46% |
ge ] el ey R e 12-mo PFS rate (85% ) — |
E'é icacy-evaluable: 58% (42, 74) i E 2 TAP < 5%: 47% (25, 69) i
g 251 i g 254 |
£ ! e — TAP < 5% |
o — Overall i I — TAP = 5% |
04 + Censored i ol + Censored |
0 3 8 9 12 15 18 T T T T T T T
Time from First Dose (months) 0 3 6 9 12 15 18
Number of patients at risk Time from First Dose (months)

Number of patients at risk
TAPz5% 16 16 14 12 1 2 1
TAP < 5% 24 20 13 1 8 0

Key eligibility criteria

* Histologically or cytologically
confirmed locally advanced
unresectable or metastatic
gastric/GEJ adenocarcinoma

¢ Known PD-L1 status

* HER2-negative status

* Measurable disease per RECIST v1.1

« ECOGPSOor1

* Available tumor tissue

» No prior treatment for advanced
gastric/GEJ cancer

Stratification
* Geographic region

*PD-L1CPS
« Combination chemotherapy

ORR52.1% vs 42.6%
mDOR was 8.3 mo vs 5.6 mo

OS, ITT Population

+
Chemotherapy
(FP or CAPOX)

Randomized
(1:1)
Placebo
Saline IV Q3W

+
Chemotherapy
(FP or CAPOX)

PD-L1 CPS 210

mOS 15.7 vs 11.8 mo
mPFS 8.1 vs 5.6 mo
ORR 60.6% vs 43%
mMmDOR 10.9 vs 5.8 mo

Pts w/ Median, mo

Event (95% CI)
100+ Pembro + Chemo  76.3% 129 (11.9-14.0)
90 Placebo + Chemo  84.4% 115 (10.6-12.1)
80 12-mo rate
704 52.7% )

46.7% i
. 604 |3 o HR 0.78 (95% CI, 0.70-0.87)
BN 128.2%
& 50 {18.9% P<0.0001
o H
40
30
20
10
c T T 1 T :I T T T ] 1
0 5 10 15 20 25 30 35 4 4 50
No. at risk Months
790 663 490 343 240 143 95 55 19 3 0
789 636 434 274 169 95 58 26 10 0 0

Rha et al. Lancet Oncology 2024
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eckmate 649

Key eligibility criteria

« Previously untreated, unresectable,
advanced or metastatic
gastric/GEJ/esophageal

NIVO 360 mg +
XELOX Q3W or

=782
NIVO 240 mg +

Dual primary endpoints:
+ OS and PFSe (PD-L1 CPS 2 5)

+ Secondary endpoints:
» OS (PD-L1 CPS = 1, all randomized)
+ OS (PD-L1 CPS 2 10)

» PFSe (PD-L1 CPS 2 10, > 1, all randomized)

adenocarcinoma FOLFOX Q2we!
* No known HER2-positive status I XELOX Q3W or
* ECOG PS 0-1 - FOLFOX Q2wsf
N =2031
.Stratmcatlon fa.ctors ‘ ) NIVO (1 mg/kg) +
Tumor cell PD-L1 expression (2 1% vs < 1%°) Pl (3 K W
« Region (Asia vs United States/Canada vs ROW) n = 409 IPI (3 mg/kg) Q3W x 4'
* Chemo (XELOX vs FOLFOX)
All randomized PD-L1CPS 2 5
PFS . PFS
100 Minsren | nez92) - o umo |
s Median PFS,** mo 7.7 6.9 Wodon PR ma o) o
N 95% CI 7.1-8.6 6.7-7.2 90 95% CI 7.09.3 5.66.9

80 HR (95%C) 0.79 (0.71-0.89) £ 204 HR (95%C1) 0.70 (0.60-0.81)
70 - 3 nd
o -
50 ¢ s
40 ~ E 40
B B w0
2 g ]
10 - = 10
0 1 | Y L T I T T T : g

003 6 9 12151821 24 27 30 3 % 39 42 45 48 51 54 5 T e e T T

Nowin No. at risk Months

789 641 432 297 210 167 127 98 B2 68 61 S50 44 34 23 18 10 7 4
792 552 359 212 134 95 74 59 44 38 31 29 22 16 12 8 6 1

NIVO + chemo 473 386 261 188 143 115 93 75 62 53 47 40 35 26 19 15 8 5 2 0
Chem 482331204 115 81 S8 48 37 32 29 25 23 17 13 11 7 % 0

NIVO + cheme

* ORR®

Exploratory endpoints:
» Safety
+ QoL

All randomized

Greater benefit in pts with MSI-H
MSI-H-mQOS 38.7 vs 12.3mo
MSS mOS 13.8vs 11.5 mo

PD-L1CPS 25

NIVO + chemo Chemo NIVO + chemo Chemo
100 — (n =789) (n=792) 100 4 (n=473) (n=482)
o0 Median PFS,1 mo 7.7 6.9 o PSS o sy €1
95% CI 7.1-8.6 6.7-7.2 90 5% ¢l 7.09.3 5.66.9
-4 . .71-0.89 o . . . -
s HR comch D79 10.21:0.89) ¥ 0 HR (95%Cl) 0.70 (0.60-0.61)
70 - =
> 70
60 z
50 B
=1 @
& 50 -
40 =
0 8 0
g 10
20 ?
2 20 -
10 — T a.
P e i =i
0 T T T 1 T T 1 T T T T T T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 i
T T T I T T T T T T T T T T T T T T 1
Months 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
789 641 432 297 210 167 127 98 B2 68 61 S0 44 34 23 18 10 7 - o
792 552 359 212 134 95 74 59 44 38 31 29 22 16 12 8 6 2 1 g No.atrisk Mopstis

PD-L1CPS =5 All randomized
Chemo NIVO + chemo Chemo
Efficacy (n = 473) (n = 482) (n =789) (n =792)

mQOS$ (95% Cl) mo 14.4 (13.1-16.2) 11.1(10.1-12.1) 13.7 (12.4-14.5) 11.6 (10.9-12.3)

HR (95% CI) 0.70 (0.61-0.81) 0.79 (0.71-0.88)
48-mo OS rate (95% CI) % 17 (14-21) 8 (6-11) 13 (11-186) 8 (6-10)
mPFS? (95% ClI) mo 8.3(7.0-9.3) 6.1 (5.6-6.9) 7.7 (7.1-8.6) 6.9 (6.7-7.2)

HR (95% CI) 0.71 (0.61-0.82) 0.80 (0.71-0.89)
ORR®® (95% CI) % 60 (55-65) 45 (40-50) 58 (54-82) 46 (42-50)
mDuration of response®< (95% Cl) mo 9.6(8.3-12.4) 7.0 (5.7-8.0) 85(7.7-9.9) 6.9 (5.9-7.6)

NIVO « chemo 473 386 261 188 143 115 93 75 62 53 47 40 35 26 19 15 8 5 2 O
Chemo 3 8 48 37 32 29 25 23 17 1 C

B2 331 204 115 81 5 1 7 5

Janjigian, Y et al. JCO 2024
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Key Eligibility Criteria
* Locally advanced/metastatic
esophageal adenocarcinoma,
ESCC, or Siewert type | GEJ
adenocarcinoma

* Measurable disease per
RECIST v1.1

* No prior treatment
+ECOG PS 0 or 1

Stratification Factors

+ Geographic region (Asia vs rest of world)
+ Histology (adenocarcinoma vs squamous cell carcinoma)

+ ECOGPS (Ovs 1)

0S and PFS

KEYNOTE 590

Overall Survival: ITT Population

Pembrolizumab 200 mg IV Q3W

100 7
for <35 cycles (~2 years) Events | Median 05 (95% CI) | 0 ocy ¢
+ 90 n (%) months
80— Pembrolizumab + | 331 (88.7) 12.3 (10.5-14.0) 0.72 (0.62-0.84)
Chemothera pya (FP) 2 chemotherapy
<77 50.5% Placebo + 363 (96.5) 9.8(8.8-11.0)
% 60 39.5% chemotherapy
& 50 :
T 20 26.2%
Placebo IV Q3W g 7y
2 30 H 17.8%
for <35 cycles (~2 years) 6% : : ke o -
+ 201 48% i
Chemotherapy? (FP) 10
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
e Months
" QALIBE 31 296 187 130 97 m 66 55 48 38 12 3
M § . 376 74 148 0 60 48 3 % 18 14 5 0
¢ Primary: OS> PFS® CcPS210 EscC ESCC and CPS 210
. Secondary: ORRd, DORd, safety, PROs® Pembro + chemo  Placebo + chemo ~ Pembro + chemo  Placebo +chemo  Pembro + chemo  Placebo + chemo
n=186 n=197 n=274 n=274 n=143 n=143
0S. HR (95% CI 0.64 (0.52-0.80) 0.71.(0.60-0.85) 0.60 (0.46-0.76)

-y OS rate,* % 12.8 38 1.8 3.4 13.8 37
Kaplan-Meter estimate. Data cutoff: July 10, 2023

CPS =10 ESCC and CPS =10

0S, median, HR (95%
c|)a,b

5-yr OS rate,®® %

PFS, median, HR (95%
CI)a,b,c

ORR,P* %

DOR, 2P median, mo
(range)

NR, not reached.

2Kaplan-Meier estimate.

n =383 n =286

0.72 (0.62-0.84) 0.71 (0.60-0.85) 0.64 (0.52-0.80) 0.60 (0.46-0.76)

10.6 vs 3.0 11.8vs 3.4 12.8 vs 3.8 13.8vs 3.7

0.64 (0.54-0.75) 0.65 (0.54-0.78) 0.51 (0.40-0.64) 0.53 (0.41-0.69)

45.0vs 29.3 43.8vs 31.0 51.1 vs 26.9 51.0 vs 28.0
8.3 (1.2+t0 65.94) vs 6.0 (1.5+ to0 9.1 (1.2+ t0 65.94) vs 6.1 (1.5+ t0 10.4 (1.9 to 65.9+) vs 5.6 (1.5+ 10 10.4 (2.2+ 10 65.9+) vs 4.4 (1.5+ to
31.1) 31.1) 31.1) 31.1)

Shah et al. 2024



RATIONALE-306

100 0 Events  Median overall
90 P D L 1 TA PZ 1 O A) survival, months
80 - Tislelizumab plus 69 (59%) 166 (95% C115-3-24-4)
67.4% chemotherapy (n=116)
vance (95% C1 580752
o & 707 95% C158.0-752) Placebo plus 74(69%) 100 (95% CI 8-6-133)
= i : chemotherapy (n=107
ESCC P w poon
E ; 50- g o 95% (1375-55:8)
@) e ‘
& [429% PP ey
30 ! ' @
(- 1(95% C1332-522) i34.8% ‘
— 20 ' (95% €125:7-44-0)
8 107 . Hazard ratio 0-62 (95% Cl 0.44-0-87); p=0-0029
0 T T T T T T T T T T T T 1
(qo) 0 3 6 9 12 15 18 21 24 27 30 Ex} 36 39
‘ . Number at risk
(number censored)
— Tislelizumab plus 116 110 98 87 76 70 48 29 18 12 5 3 1 0
T) chemotherapy  (0) (2 @) (3) 3) (3) 8) (25) (34) (37) (42) (44) (46) 47)
. Placebo plus 107 97 82 57 43 38 32 21 13 9 4 2 0 0
100 -pa Al I |TT Events  Median overall chemotherapy  (0) 3) ) ) (5) (6) (8) (16) (21) (25) (29) (31) (33) (33)
( ) 90 survival, months
w 20 -©- Tislelizumab plus 196 (60%) 17-2(95% Cl 15-8-20-1) _ o) Event: Medi I
65:0% chemotherapy (n=326) 100 T P D L 1 TA P< 1 O o vents ian overa
- z 77 (95% (159-4-700) & Placebo plus 226/(70%) 106 (95% C19:3-121) 90 / survival, months
o ? 60 - | e 486% chemotherapy (n=323) 804 'I:‘slelizu}rlnabplus 98 (65%) 158 (95% C112-3-19-6)
S Q-5 4. chemotherapy (n=151)
E s 50 (95%C1429-540) & 707 59:5% 6 Placebo plus 120 (71%) 104 (95% C19.0-13-6)
= . = 6o+ (95% C151-2-66.9) chemotherapy (n=168)
© 5 407 L aqgn e : % ‘ 45-8%
g : o by, o, 4 95% C137-6-53-6
S 304 ! (95%(1392-503) S—ap E ! )
3 ! | 34:5% e T 404 ' _ o
207 1 (95% C1292-398) o - L457% e .
U 104 ' 304 H(95% C137.9-53) 1 5y o B
m Hazard ratio 0-66 (95% C10-54-0-80); p<0-0001 20 - : 1 (95% C126.5-41.0) RS B,
0 T T T ; T i T T T T T T 1 - 3 3
—_ 0 3 6 9 12 15 13 1 w4 w30 BB P 10 i Hazard ratio 077 (95% C1 0.59-1.01)
) Number at risk 0 0 ‘ ' ; 12 1 1;13 2 2 2 o ' 5 38
Q (number censored) 3 6 9 5 3 4 7 3 n 36 3
Tislelizumahplus 326 300 264 236 201 178 136 90 58 34 14 6 1 0 Number at risk Time since randomisation (months)
OD chemotherapy  (0) ®) (12) (14) (15) (1) (30) (62) (85)  (101)  (116)  (124) (129)  (130) (number censored)
(U Placehoplus 323 285 239 176 135 115 91 63 40 25 1 7 1 0 Tislelizumab plus 151 138 119 103 88 75 60 39 23 13 5 2 0 0
chemotherapy  (0) (11) (13) (16) (18) (19) (31) (50) (63) (76) (87) (90) (96) (97) chemotherapy  (0) (2) (€] @) 3) @ (11) (23) (34) (41) (48) (51) (53) (53)
£ Placeboplus 168 150 128 94 73 61 46 30 20 1 7 5 1 0
: chemotherapy  (0) ) 3 (5) (6) (6) (14) (24) (30) (39) (42) (43) (47) (48)
O Arm A: TIS + chemo (n=326) Arm B: PBO + chemo (n=323)
n Median OS, mo (95% Cl) 17.2 (15.8, 20.1) 10.6 (9.3, 12.0)
24-mo OS, % (95% CI) 37.9 (32.5, 43.2) 24.8 (20.1, 29.8)
36-mo 0S, % (95% CI) 22.1(17.6, 27.0) 14.1 (10.4, 18.4)
24-mo PFS, % (95% Cl) 18.1 (13.6, 23.1) 7.2 (4.4,11.0)
36-mo PFS, % (95% CI) 15.0 (10.8, 19.9) 2.9 (1.1, 6.2)
24-mo DoR, % (95% CI)? 19.9 (14.3, 26.3) 10.1 (5.0, 17.1)

36-mo DoR, % (95% CI)# 17.7 (12.3, 24.0) 5.0 (1.5, 11.8) Yoon et al ‘ICO 2024



©
&
O
-
O
G
©
O
()
O
)
)
O
&
O
-]
O
0
©
)
Q0o
O
<
o
O
(5]
Ll

Overall survival (%)

0

No. at risk
NIVO + 283
chemo

6

231

12

156

Key eligibility criteria

» Unresectable advanced, recurrent,
or metastatic ESCC

« ECOG PS 0-1

« No prior systemic treatment for
advanced disease

* Measurable disease

Stratification factors

« Tumor cell PD-L1 expression (= 1% vs < 1%°)

+ Region (East Asia‘ vs rest of Asia vs ROW)

+ ECOGPS (Ovs 1)

» Number of organs with metastases (< 1 vs 2 2)

CHECKMATE 648

n =321

NIVO 240 mg Q2W +
chemo (fluorouracil + cisplatin)d Q4We

NIVO 3 mg/kg Q2W + IPI 1 mg/kg Q6We

Chemo (fluorouracil + cisplatin)d Q4Wwe

N =970

Primary endpoints:
» OS and PFSf (tumor cell PD-L1 > 1%)

Secondary endpoints:

» OS and PFSf (all randomized)

« ORRf (tumor cell PD-L1 > 1% and
all randomized)

Exploratory endpoint:
» Patient reported outcomes using

EQ-5D-3L|and FACT-E

\2) All ranaomizea
(B) All randomized 100 i
100 o Nivolumab plus ~ Chemotherapy %0 i o
% chemotherapy alone (n=325) (n=324)
fmiti) =y 80+ Median OS, months 127 107
80 Median OS, months 128 07 g 70- 95% C1 13155 0.4-12.1
5% CI 11157 9.4-121 <
g ™ 1 o HR (95% C)) 0.7 (0.65-0.92)
HR (95% CI) 0.78 (0.65-0.93) S
3 60 § 50 i
s 50 404 ‘. == Nivolumab plus iplimumab
40 == Nivolumab plus chemotherapy 30 :.
Chemotherapy alone ' oz R
30+ 2 20 4 H St a
' ' i DA SRR
20+ ~ 10 H H b s o WPER——
10 ' : 0 T T T T T T 3 R T T T T 1 T T T T T 1
0 ! H 0 3 6 9 12 15 18 21 24 271 30 33 3% 3 42 45 448 5N 5 5
T T T T T T T Ll T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 21 30 33 3% 39 4 45 48 51 54 8§ Months
Months No. at risk
No. atrisk Nivolumab plus
g g iplimumab 325 274 233 193 165 142 122 107 98 82 71 6 45 35 27 20 1B 6 3 0
chemotherapy 321 203 254 203 163 142 120 9 B84 76 57 4 3 27 19 8 3 1 1 0 Chemotherapyalone 324 284 232 173 133 104 81 67 & 50 4 M 25 17 10 5 2 1 0 0
NIVO + chemo NIVO + IPI Chemo
g g
3 {
T T Time without Progression® (PROG)
3 3 PPy .
- i symptoms or toxicit: Time between
T e (TWIST) progression and death
g g Time spent not in the
toxicity or progression
health states
A i
18 24 30 36 4 48 54 60 0 6 12 18 24 30 3% 18 24 30 3 4 48 54 60
Months No. at risk Months No. at risk Months
117 82 56 34 19 3 1 0 NIVO+ 287 214 159 119 95 71 45 27 13 3 0 Chemo 284 206 124 79 56 42 25 10 2 0 0 .
L Doki et al. NEJM 2022;Chau et al. JCO 2024
W TOX W TWiST B PROG




Advanced Esophagogastric — Role of Immunotherapy

* First line immunotherapy in combination with chemotherapy superior to
chemotherapy alone with longer follow up.

* Benefit across subgroups, enriched in higher PDL1
* MSI-H patients benefit more
* Chemo + PD-1 Inhibitor + TIGIT Inhibitor promising results in first line



Update of Esophagogastric Cancer

Advanced:
* HER2 + Gastric cancer
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Change From Baseline (%)

Key Eligibility Criteria

Pembrolizumab 200 mg IV Q3W +
Trastuzumab and FP or CAPOX*

*No prior s nic therapy in for up to 35 cycles

advanced setting
*HER2+ Db entral review (IHC 3+
or IHC 2+ ISH+)

-ECOGPS0Oor1

Placebo IV Q3W +
Trastuzumab and FP or CAPOX*

for up to 35 cycles

PDLIEPS <1 ¥

= Chemotherap)

100
Pembro Arm N =124 Placebo Arm N=122
Any decrease 97% An
y decrease 90%
SR 10 FDA granted accelerated

Decrease of 280% 15%

approval to pembro plus
trastuzumab and chemo

'
n

o

Change From Baseline (%)

& b
S

ORR: 74.4%

-80 ]
ORR: 51.9%
-100
All patients PD-L1 CPS 21°
Pembro Placebo Pembro Placebo
19 Median OS, mo 200 16.8 "N Median OS, mo 200 157
wl N\ 95% CI 178221 15.0-187 ) 95% Cl 179227  135-185
8 HR (95% Cl) 0.84 (0.70-1.01) 8 HR (95% Cl) 0.81 (0.67-0.98)
70 \ 70
60 60
* ®
s' 50 8‘ 50
49 4
30 30
20 20
10 } 10
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
No. st Risk. Months No. ot Risk Months
Pestecizumabe 350 200 311 281 M3 200 2 155 18 05 M B &1 @ ¥ N r 2 o Porteclaueuboe 298 200 205 21 07 0 ' 1% 1N W n « B “ » b '

Janjigian et al. Lancet Oncol 2023



DESTINY GASTRIC-02

DESTIN

RIC-01

Primary cohort (HERZ postive [IHC 3+ or HC 2 «1SH+))
gd\éaEr‘} C:g z - Progressed on trastuzumab. containing regimen
/ I
Study population G
— HERZ-2xpressing advanced | Phisichs chiica
H ER2+ Gastric or GEJ adenocarcinama S B S s Primary endpoint
— 2 2 Prior regmens, must inciude T - - — ORR by ICR
Nucropyrimidine and a planum agent R
A Exploratory cohorts (HER2 low) ) S“OM"‘V endpolnts
T-DXd 6.4 mglkg T . Aeti-HERZ troatment natve = ?m?;"‘; ‘jfpﬁn
(N=79) 2 b Stratification factors (primary cohort) Cobort 1: HERZ (HC 2+ 88H - ot
100 Median PFS — Region {Japan or Korea) C|) T.0Xd (N = 20} safety
5.6 months —~ECOG PS (Dor 1)
—HER? status (HC 3+ of IHC 20154 +) N Cohort 2: HERZ (#IC 19) I
2 w (95% CI, 4.2-8.3) T0Xd (N = 2) )
£ w ORR 41.8%
E DOR, duration of eesporse; EGOG PS, Eastern Cooperaive Oncology Group performande status. GEJ, gastrossaphageal juncion. MER2, human epadermal growth fackoe receptor 2, 108, independect coctral review,
c HC, immunchistochemety, (54, o sl tybidzstion; ORR. objectve responss nte; 0S5, overall survival PFS, progression-free sirvival T-000d, trashromab denaiecsn
=1 w_
2 HER2 Positive n=1s 40 1 HER2 Low
g 40 I T n=20
B 20 jpp——— e m e e e — e —— —————————
@ 0
i
§_' 207 | Median [85% CIj: 5.6 (4.2,6.3) s = 0
Upper Limit - o 20 =
----- Lawer Limit fEEmmT @ S [ ;]
+  Censored Cases o a
o —40 - . o 8 mmmmmmemmmmmmmamsmmm————————
T T T T T T T T T T T T T T T T T T - Received prior irnotecan _apo 4
a 1 2 3 4 5 & 7 8 9 10 1 12 13 W 45 16 7 18 190 20 21 22 60 4 - Received prior irinotecan
No. at Risk Time (Months) ORR 51.3% 60 -
79 F7 60 40 44 35 27 25 22 9 11 9 5 5 4 3 3 3 3 3 1 1 0 —80
Cohort 1 Patients 80 A .
T-DXd 6.4 mghkg Cohort 2 Patients
(N=79) i a .
1004 Median OS Overall Survival
12.1 months 100 : : —
. s : i of Patts | DA% I e
(95% CI, 9.4-15.4) " : : ans | speny
. £ : : Fall e
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Summary - HER2 Positive Cancer

* Chemotherapy with Trastuzumab and Pembrolizumab improved ORR and
PFS with PDL-1 > patient

» Refractory options — Trastuzumab-deruxtecan
 HER2 low being investigated with Ab-drug conjugates
* Multiple investigational Agents — TKI, Antibody drugs, cell therapy



Update of Esophagogastric Cancer

Advanced:
e Claudin 18.2 — New Target



CLAUDIN18.2 — A NOVEL TARGET

- Claudin 18.2 Mechanism of Action
%l of Zolbetuximab

Paracellular

pathway
Zolbetuximab
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CLDN18.2

P Claudin 18.2 is a tight junction protein expressed in normal and malignant gastric
mucosa cells

» During malignant transformation, CLDN18.2 is exposed on the surface of G/GEJ AC

P Zolbetuximab is a chimeric antibody targeting CLD18.2 and its ADCC/CDC

Sahin U et al. Ann Oncol. 2021 May;32(5):609-619
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SPOTLIGHT

N

Key Eligibility Criteria
« Previously untreated LA

| Zolbetuximab 800/600¢ mg/m? IV Q3W +

Zolbetuximab 600 mg/m? IV Q3W +

unresectable or mG/GEJ
adenocarcinoma mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W
: E#:g‘gﬂmmﬁ Cycles 1-4 (42 days/cycle) Cycles 5+
275% of tumor cells)®
= HER2-¢
« ECOG PS 0-1 Placebo IV Q3W + Placebo IV Q3W +
Stratification Factors mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W

* Region (Asia vs non-Asia)
+ Number organs w/ metastases
(0-2vs 23)

* Prior gastrectomy (yes vs no) J

Cycles 1-4 (42 daysicycle)

Key Secondary End Points

*» 0OS « TTCDin GHS/Qol,
PF, and 0G25-Pain

Primary End Point: PFS by Independent Review Committee?

ORR 60.7%

No. events/no. patients

Cycles 5+

Secondary End Points

Zolbetuximab + Placebo +
mFOLFOX6 mFOLFOX6

146/283 167/282

Key Secondary End Point: OS

Zolbetuximab + Placebo +
mFOLFOX6 mFOLFOX6

1.0 12-Month Median PFS, months 10.61 8.67 No. events/no. patients 149/283 177/282
4 i ¥
0.9+ PFS rate (95% Cl) (8.90-12.48) (8.21-10.28) 10 12-Month Median OS, months 18.23 15.54
% ClI 09+ OS rate (95% ClI) (16.43-22.90) (13.47-16.53)
0.8 :_5;?::" cn oot (;).:::;0.942) = HR (95% Cl) 0.750 (0.601-0.936)
- -E 084 P-value 0.0053
g 0.7 a o7 68%
s 06 24-Month 2
> 9 PFS rate S 067 oot 24-Month
2 54 49% 8 o5 0s rate
a3 o o |
o
2 «-ORR62.1% 2 o 35 ot
& 03+ 35% 24% Zolbetuximab + 2 03 OS tats Zolbetuximab +
! mFOLFOX6 2 21% mFOLFOX6
0.2 & 027
0.1 15% -——W‘ 0.1 gop W—+  Placebo +
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No. at Risk Months
; Zolbetuximab + 283 270264 255251 241233 217 196178 164 152 146 135 125117 107 93 83 75 70 67 62 58 49 42 34 32 30 27 23 20 15 15 13 13 9 8 7 7 6 4 1 0
Zolbetuximab + 283 263 254 232 226 190 187 148 143108102 84 78 59 56 53 43 40 33 28 28 21 19 17 12 12121010 9 7 7 5 6§ § 2 2 2 2 2 1 0 mFOLFOX6
mFOLFOX8 Placebo + 282277271266 253 242224 210 197 183 164 152 139129108101 85 77 64 60 49 42 40 36 34 30 25 21 18 17 15 9 8 7 6 § 2 0 0 0 0 0 O O
Placebo + 282273260237 226183168 136122 91 83 60 56 43 40 38 26 25 19 14 12 9 9 9 8 7 6 5 5 4 2 2 0 0 0 0 0 0 0 0 0 0 mFOLFOX6
mMFOLFOX6

>3 AE 79 7%-N Vomiting M
Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292. Grade 23 AEs 86.7% vs 60.7% - Nausea/Vomiting Most common



Claudin 18.2

Key Eligibility Criteria

« Previously untreated LA
unresectable or mGIGEJ
adenocarcinoma

+ CLDN18.2+ (275% of tumor
cells with moderate-to-strong
membranous CLON18 staining)®

* HER2-¢

« ECOG PS 0-1

Stratification Factors

* Region (Asia vs non-Asia)

* Number of organs w/

J’

Zolbetuximab 800/600¢ mg/m? IV Q3W +

CAPOXef
Cycles 1-8 (21 days/cycle)

Placebo IV Q3W +
CAPOXef

Cycles 1-8 (21 days/cycle)

Zolbetuximab 600 mg/m? IV Q3W + |
capecitabine®

Cycles 9+ (21 days/cycle)

R e =

Placebo IV Q3W +
capecitabine®

Cycles 9+ (21 days/cycle)

metastases (0-2 vs 23) g
& Prior gastrectomy (yes vs no) Primary End Point Key Secondary End Points Secondary End Points"
« PFS9 « OS « TTCDin GHS/QoL, * ORR® « Safety
PF, and OG25-Pain « DOR# * PROs
- - ~
Ly Zolbetuximab + | Placeb 10
+ + RO
Zolbgtll\x;g(ab % = é :;(l)n;(a Ca::‘o‘;( Zolbetuximab + Zolbetuximab + Placebo +
" Events/patients®, niN 137/254 1721253 094 S Sl sl
ORR 53.8% o prers 12Maith Eventspatients?®, niN 1441254 1741253
08+ «© /0 Median PFS, months 8.21 6.80 08
Placebo + (8% G (688) (614900 : 08 rate Median OS, months 14.39 12.16
07 CAPOX e S - Plg;:‘:)(* 58% vs 51% (95% Cl) (12.29-16.49)  (10.28-13.67)
0 12 Morth HRIES% ) D887 (] 34:0.00) & HR (95% Cl) 0.771 (0.615-0.965)
o g6 Pvalue 0.0007 8 Pvalue 0.0118
s " PFS rate g 06
2 o 35% vs 19% > 24-Month
% 05 24-Month E 054 OS rate
s PFS rate e 20% vs 17%
9 044 14% vs 7% 2 044
& 03 5 &
34 s 03
(o) ;
"] ORR48.8% | N
041+ q_u_\‘_‘v—‘ 2 N 01+ A\_H_‘—l_\_\_‘
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0 2 4 6 8 1 12 4 1 18 20 2 A4 B B N 0 2 4 6 8 1 12 14 1 B 20 2 4 N R M B
No. at Risk Months No. at Risk Months
Zobetuimab +CAPOX 254 223 205 187 171 141 132 104 1 66 61 47 45 41 37 35 24 24 19 14 14 9 9 9 3 3 3 1 1 1 0 0 Zolbetuximab + CAPOX 254 243 233 226 211 203 193 187 171 150 138 125 108 100 87 80 68 61 47 38 31 27 22 21 18 13 12 9 8 6 4 2 2 2 2 1 0
Placebo + CAPOX 253233 215 188 175 146 127 93 84 48 43 30 24 19 19 177 9 9 7 5 4 2 2 2 1 1 1 1 1 1 1 0 Placebo + CAPOX 253 243 235 220 210 197 181 168 152 136 125 115104 92 82 70 59 49 40 27 22 20 16 12 10 10 8 7 6 5 4 3 2 2 0 0 0

Stomach more benefit than GEJ

Grade >3 AEs 72.8 vs 69.9%

Xu et al. JCO 2023;Abstract 405736.



KYM-01 Claudin 18.2 ADC Trial

Key Eligibility Criteria:
0.3 mg/kg
+ Pathologically confirmed advanced solid

tumor, evaluable by RECIST v1.1 0.6 mg/kg Primary Endpoints

Refractory/intolerant to standard therapies 1.2 mg/kg g:: g gtgg;saenzveRrgZS ndOLT
ECOG PS <1

i 8makg Focus on the 113 patients with
Part A dose escalation: G/GEJ cancer dosed at 2.2-3.0

2.2 mg/kg mg/kg (107 patients from part B
TETEi m plus 6 patients from part A).

Data cut-off: February 24, 2024 CMG901
.0 mg/
= (AZD0901)

+ CLDN18.2 expression not required

Part B dose expansion:

+ CLDN18.2 expression of 22+ 2.3mglkg

membrane staining intensity in 25%

: 3.4 mg/k
tumor cells required =

Intravenous, Q3W

Best Overall Response in CLDN18.2-High? G/GEJ Cancer

24-48% of patients achieved a confirmed objective response, and 67-75% of patients achieved a confirmed disease control ve-MMAE

(DARA4)

A Unconfirmed Response

~N
00
i

=
T

-
e
@)

— INT-025
(CLDN18.2)

CLDN18.2-high
G/GEJ cancer?®

2.2 mg/kg (n=31) %; 52.0-85.8)

Confirmed DCR

2.6 mg/kg (n=42

3.0 mg/kg (n=16) 115.2-64 12 (75%: 47.6-92.7)

Maximum decrease from baseline in sum of longest diameter (%)

Total (n=89) 31 (35%: 25.0-45.7) 62 (70%: 5§9.0-79.0)

Patients

Data cut-off date: February 24, 2024
Data are presented as n (%, 95%Cl). 2In patients with CLDN18.2 expression of 22+ membrane staining in 220% tumor cells, who received =1 dose of CMG901, with at least one post-treatment evaluation
Abbreviations: CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; NE, not evaluable; DCR, disease control rate; Cl, confidence interval; IHC, immunohistochemistry.




Claudin 18.2

KYM-01 Claudin 18.2 ADC Trial

Key Eligibility Criteria:

Pathologically confirmed advanced solid
tumor, evaluable by RECIST v1.1

Refractory/intolerant to standard therapies
ECOG PS <1

Part A dose escalation:

+ CLDN18.2 expression not required

Part B dose expansion:

+ CLDN18.2 expression of 22+
membrane staining intensity in 25%
tumor cells required

0.3 mg/kg
0.6 mg/kg
1.2 mg/kg
1.8 mg/kg
2.2 mg/kg
2.6 mg/kg
3.0 mg/kg

3.4 mg/kg

Primary Endpoints
Part A: Adverse events and DLT
Part B: ORR2 and RP2D

Focus on the 113 patients with
G/GEJ cancer dosed at 2.2-3.0
mg/kg (107 patients from part B
plus 6 patients from part A).

2.2 mg/kg

[ 22mg/kg
[ 30mg/kg

3.0 mg/kg Data cut-off: February 24, 2024

Intravenous, Q3W

Best Overall Response in CLDN18.2-High? G/GEJ Cancer

24-48% of patients achieved a confirmed objective response, and 67-75% of patients achieved a confirmed disease control

in sum of longest diameter (%)

from b

CLDN18.2-high

G/GEJ cancer?® confirmed ORR

Confirmed DCR

2.2 mg/kg (n=31) 15 (48%, 30.2-66.9) 22 (71%; 52.0-85.8)

2.6 mg/kg (n=42 10 (24¢ 12.1-39.5) 28 (67 50.5-80.4

3.0 mg/kg (n=16) 6 (38%:15.2-64.6) 12 (75%: 47.6-92.7)

Total (n=89) 31 (35%; 25.0-45.7) 62 (70%; 59.0-79.0)

Data cut-off date: February 24, 2024
Data are presented as n (%, 95%Cl). 2In patients with CLDN18.2 expression of 22+ membrane staining in 220% tumor cells, who received =1 dose of CMG901, with at least one post-treatment evaluation
Abbreviations: CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; NE, not evaluable; DCR, disease control rate; Cl, confidence interval; IHC, immunohistochemistry.

Patients

[m 22men0 W 25mone W 30mons |

A Unconfirmed Response

100% - mPFS, months
2.2 mglkg (n=32) 48(36-6.2)
§ 2.6 mglkg (n=45) 3.3 (2.2-6.1)
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100% 4 mOS, months
2.2 mg/kg (n=32) 11.8 (6.5-NR)
2.6 mg/kg (n=45 11.5 (6.2-18
— 75%4 3.0 mg/kg (n=16)  11.1 (5.2-NR)
E
c
>
w
s
2
5 s0%t————————y—— —— — — — — — — —
©
=
o
©
o
]
QO 25%
L
4+ Censorcd
0%
T T T T T T T T T T T T T
0 2 4 6 8 10 122 14 16 18 20 22 24
Time (month)
No. atrisk

22mglkg 323130292827232020201916 9 8 6 6 4 3 0 00000 0

26 mglkg 4543423833292824222020201311 8 7 5656 3 1 1
3.0mglkg 6161615131310 9 8 8 8 8 7 6 564 3 2 2 2 1

1110

1100



CLDN 18.2 Summary

e Zolbetuximab with mFOLFOX6 and CAPOX with improvement in PFS and
OS

* Toxicity profile includes Gl toxicity — nausea/vomiting — but appears to
be tolerable and manageable

* Awaiting FDA approval

* Claudin ADC
 Target for cell therapy, antibody drug conjugates and other trials



FRUTIGA

Fruquintinib + paclitaxel group (F+PTX)

VEGFB | JPIGF IVEGF A VEGFC | JVEGFD
Key Eligibility Criteria: — @ Fruquintinib: 4mg, QD, 3w on/1w off, po
® Paclitaxel: 80mg/m?, Day1/8/15, IV 4w/cycle
® Advanced G/GEJ

lesslinienag Treatment continued until \ / \ / o
* PD per RECIST 1.1 or 2 l i
Progressed on + Intolerable toxicity PAAN POPPL I A ‘ fSibiance

fluoropyrimidine- or platinum- [‘ml Mm] ! ! .
containing chemotherapy Placebo + paclitaxel group (PBO+PTX) : N . i e e

Endothelia

ECOG PS 0-1 — @ Placebo: 4mg, QD, 3w on/1w off, po
® Paclitaxel: 80mg/m?, Day1/8/15, IV 4w/cycle

Stratification Factors: Dual Primary Endpoints*: PFS and OS
» GEJ vs Stomach; * Alpha allocation and recycling were used to control type | error for the final analysis of
» Peritoneal metastasis Y vs N; the dual primary endpoints Angiogenesis Angiogenesis Lymphangiogenesis

* ECOGPS Ovs1 Secondary Endpoints: ORR, DCR, DoR, Safety, QoL

Progression-free survival Overall survival

= 100
100 ’
Fruquintinib+Paclitaxel —ryquintinib+Paclitaxel
Placebo+Paclitaxel —Placebo+Paclitaxel

o
-
-
=
-
o
-
| -
LL

F+PTX PBO+PTX F+PTX PBO+PTX
(N=351) (N=352) (N=351) (N=352)

Events,n

Median OS (95% CI),
months

Stratified HR (95% CI) 0.96 (0.81-1.13)
p value 0.6064

Median PFS (95% CI),
months

Stratified HR (95% Cl) 0.57 (0.48-0.68)

Overall survival (%)

p value <0.0001

Progression-free Survival (%)

Time (months) Time (months)
NU"“J‘er of patient at risk Number of patient at risk
Fruquintinib+Paclitaxel 351 10 Fruquintinib+Pacitaxel 351 52
i L
Placebo+Paciitaxel 352 10 ;

Placebo+Paclitaxel 352 53

Improved outcomes in non-diffuse subtypes and with nodal involvement




Thank you!
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