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Learning Objectives:

- Novel targeted therapies / immunotherapies in Metastatic Disease
- Changes in Standard of Care for Locoregional Disease
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Evolution of first-line therapy in gastric cancer
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HERIZON-GEA-01: Her-2 + 3

HERIZON-GEA-01 Study Design

Global phase 3 trial of zanidatamab + chemotherapy + tislelizumab vs trastuzumab + chemotherapy in previously
untreated patients with HER2+ mGEA

Key Eligibility Criteria Arm A: Trastuzumab +
- Age 218 years chemotherapy?
+ Unresectable, locally advanced, Dual Primary Endpoints
Fc region recurrent or metastatic GEA - PFS (per BICR)
. . . i + HER2 IHG 3+ or IHG 2+/ISH+ Arm B: Zanidatamab .
Biparatopic antibody binding In trans per central testing 1800 mg (<70 kg)'2400 mg (270 kg) IV Q3W o=
HER2 HER2 - ECOGPSOor1 + chemotherapy? ctmrie | Select Secondary Endpoints

No prior treatment for locally advanced N=914
or metastatic disease

+ No prior HER2-targeted agents or Arm C: Zanidatamab
immunotherapy in any setting 1800 mg (<70 kg)/2400 mg (270 kg) IV Q3W ClinicalTrials.gov: NCT05152147

QW | . cORR (per BICR)
* Frequency and severity of AEs

+ tislelizumab® + chemotherapy®

Stratification Factors

Prophylaxis to prevent IRR and diarrhea was

+ Geographic region mandatory in the zanidatamab-containing ams
+ HER2 status >
. ECOGPS Treatment until disease progression/death/unacceptable toxicity

Chemotherapy could be discontinued after 6 cycles

oeaam

Primary Endpoint: Overall Survival Primary Endpoint: Overall Survival

Zanidatamab + tislelizumab + CT demonstrated a statistically significant and clinically meaningful OS benefit with a At this interim analysis, there was a strong trend foward significance for OS favoring zanidatamab + CT vs
>7-month improvement in median OS vs trastuzumab + CT trastuzumab + CT (5-month improvement in median OS)
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Zolbetuximab: anti-Cldn18.2 3¢

4
Machanksin of Astion Study Design: SPOTLIGHT
¢ Global?, randomized, double-blinded, placebo-controlled, phase 3 trial
of Zolbetuximab
2zolbetuximab
] Key Eligibility Criteria
! ) Zolbetuximab 800/600¢ mg/m? IV Q3W + Zolbetuximab 600 mg/m? IV Q3W +
adenocarcinoma mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W
+ CLDN18.2+ (moderate- —
FeyR+ Effector Cell Complement MCLDN(W mq‘b-m Cycles 1-4 (42 days/cycle) Cycles 5+
275% of tumor cells)®
ADCC cbc « HER2-¢ 3
« ECOG PS 0-1 Placebo IV Q3W + Placebo IV Q3W +
§ Stratification Factors mFOLFOXS6 IV Q2W 5-FU + folinic acid IV Q2W
CLON182 DN, : mr(f;.::’"*‘) Cycles 1-4 (42 days/cycle) Cycles 5+
(0-2vs 23)
« Prior gastrectomy (yes vs no)
R )
l Primary End Point Key Secondary End Points

. PRS® +0S » TTCDin GHSIQoL,

cell Death PF, and 0G25-Pan

Primary End Point: PFS by Independent Review Committee? Key Secondary End Point: OS
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Tislelizumab: anti-PD1 (Rationale 305 and 306)

GEA

* Binds to PD-1,
blocking its
interaction with PD-
(L)1 and PD-(L)2

* Designedto
minimize binding to
Fc-gamma (Fcy)
receptors on
macrophages

Overall survival (%)

— Tislelizumab plus chemotherapy 130(47.4)  17.2(13.9t0 21.3) 0.74 (0.59 to 0.94)
Placebo plus chemotherapy 161(59.2) 12.6(12.0to 14.4) P=0.006
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Locoregional Disease
The Beginning of the End (for XRT)



Evolution of Esophageal Cancer Therapy
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CROSS Trial: Neoadjuvant Chemoradiotherapy

Neoadjuvant CRT Surgery Alone
You can put lipstick
0n a pig...
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rial: Peri-Operative FLOT v. Neoadjuvant

Chemoradlatlon
Preoperative Surgery P :
: ostoperative
fherrothggr_)ry* . En-bloclresectlon —» Chemotherapy
Esophageal/GEJ Gys e DL 4 cycles FLOT*

N=221 lymphadenectomy

adenocarcinoma

. cTAN+ or cT2- -GRD

4a, cNO/+, cMO
N=438

*5-FU, Leucovorin, Oxaliplatin, Docetaxel
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Overall Survival - ITT Population
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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
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What about immune checkpoint
inhibitors?
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Perioperative Durvalumab in Gastric and Gastroesophageal
Junction Cancer

Y.Y. Janjigian,' S.-E. Al-Batran,? Z.A. Wainberg,* K. Muro,* D. Molena,® E. Van Cutsem,® W.J. Hyung,” L. Wyrwicz,*
D.-Y. Oh,* T. Omori,** M. Moehler,** M. Garrido,? §.C.S. Oliveira,** M. Liberman,** V.C. Qliden,** E.C. Smyth,*
A. Stein,*” M. Bilici,'® M.L. Alvarenga,”® V. Kozlov,” F. Rivera,”* A. Kawazoe,? O. Serrano,” E. Heilbron,”* A, Negro,*
J.F. Kurland,* and ). Tabernero,® for the MATTERHORN Investigators®

Final OS

Durvalumab + FLOT demonstrated a statistically significant and clinically meaningful inprovement in OS versus
placebo + FLOT in the intention to treat population

Placebo + FLOT
(n=474)"
Median 0S (95% Cl),mo  NR (NR-NR) NR (NR-NR}
swmoos  HRESHCY 0.78 (:.:;-a.ga)
Stratified log-rank pvalue (o ifcance threshold p<0.0499)
g b Durvalumab + FLOT
s 61.9% Placebo + FLOT
£
z
£
[
Median (range) duration of follow-up, mo
i * Durvalumab + FLOT: 43.0 (3.4-57.0)
01 + Placebo + FLOT: 42.9 (0.0-56.5)
00 T T T T T T f T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 b 30 33 3% 39 42 45 48 51 54 57
No. of o - Total no.
particpants atrisk Time since randomisation (mo) of events
Durvalumeb+FLOT 474 464 438 422 403 380 377 37 351 3B 334 323 36 2% 1@ 12 7 29 6 1 0 180
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TAP <1% versus TAP 21%"

MATTERHORN study design'~?

Study population

* G/ GEJ adenccarcinoma

= Stage I--IVA per American Joint
Committee on Cancer 8th edition

* No evidence of metastasis

* No prior therapy

=ECOGPS0or1

= Global enroiment from Asia, Europe,
North America and South America

Stratification factors

= Geographical region:
Asia versus non-Asia

* Clinical lymph node status:
positive versus negative

=+ PD-L1 expression:

Neoadjuvant Adjuvant up to 1 year

Durvalumab
+FLOT

Durvalumab
+FLOT

Placebo
+FLOT

Placebo

MATTERHORN is a global, Phase 3, randomised, double-blind, placebo-controlled study

Primary endpoint:
+EFS
Key secondary endpoints:

+08
+ pCR (central review by modified
Ryan criteria)

Placebo

+FLOT

2cycles 2cycles 10 cycles

2 doses of 2 doses of 10 doses of
durvalumab or placebo Gurvalumab or placebo durvalumab or
plus 4 doses of FLOT plus 4 doses of FLOT placeba

Pathological response and EFS

EFS was improved with durvalumab + FLOT versus placebo + FLOT among participants with any degree of

pathological response
pCR
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Longer Neoadjuvant Treatment?
All Neoadjuvant Treatment?
Total Neoadjuvant Treatment?



The Origin of Perioperative Therapy for Gastric Cancer

AIO-FLOT4 Chemo
FLOT-Surgery-FLOT
FFCD-CF 5-yrs OS: 45%
MAGIC CF-Surgery-CF “Standard”
ECF-Surgery-ECF 5.yrs 0S: 38% Surge W
SURGERY alone  5.ur5 0S: 36%

5-yrs 0S: 23%

Chemo
NEJM 2006 JCO 2011 ASCO 2017
Reality:
Chemo Chemo Chemo
Nutrition Facts
0 servings per container
Serving size 0 tbsp (Og)
[ Surgery ] [ Surgery ] gy, | SIS ]
Calories 0




NCTO05733689

Response Adapted Neoadjuvant Therapy in Gastroesophageal Cancers (RANT-
GC Trial)

Conditions

Gastroesophageal Adenocarcinoma

Locations

Orange, California, United States

12, 0 0
X X X

.ermw»%@
\@ >>>@ :-L‘ l©>>> @ >>> ' w >>> @ PATHOLOGIC STAGE CLASSIFICATION (pTNM, AJCC 8th Edition)

Reporting of pT, pN, and (when applicable) pM categories i
@ >>>Q I,l >>>Q >>> w >>> the pathologist at the time the report is issued. As per the |
4 Hu ¢ ' managing physician's responsibility to establish the final pa'
pertinent information, including but potentially not limited !

.-L. ®©>>> ¢ w >>> Q >>> INM Descriptors: y (post-treatment)

pT Category: pI0
pN Category: pNO

N
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Conclusions

- Gastric or esophageal adenocarcinoma: perioperative FLOT > CROSS
- neoadjuvant antiPDL1 + FLOT: EFS, OS, pCR improved
- next Frontier in LAGEC: ? TNT (RANT-GC Trial UCI)

- Targets for Stage IV:
- Established: MMR, Her-2, PDL1 (CPS), Cldn18.2
- Advanced Esophageal SCC: Tislelizumab+Chemo =17 months mOS
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