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Agenda ™

 Current state of art of 15t line treatment of gastroesophageal
cancers- beyond HER2 and PD-L1

* Update from Gl ASCO 2024 ( Skyscraper, Keynote 585,
Matterhorn)




Paradigm of treatment for treatment naive stage IV ™
GEJ/gastric cancer patients
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CheckMate-649: Overall Survival at 36 Months @

®D-L1CPS 25

100 —

NIVO + chemo Chemo
(n = 473) (n = 482)
Median 0S,? mo 14.4 1.1
95% Cl 13.1-16.2 10.0-12.1
HR (95%Cl) I o.70 (0.61-0.81) |

Overall survival (%)

s

10 - 9%
i i 10%

- ®0-o0-@oan G
>

0 | | | | | | | | | I | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33U 42 45 48 51 54 57 60 63

No. at risk Months
NIVO + chemo 473440380315263223187 161141118105100 94 81 66 53 37 24 17 6 2 O
Chemo 482424353275215154125 97 83 69 60 51 44 35 28 18 14 10 5 0 O O

90 —
80
70 —
60 —
50 —
40 —
30 —
20 —
10
0

All randomized

NIVO + chemo Chemo
(n = 789) (n=792)
Median 0S,? mo 13.7 11.6
95% Cl 12.4-14.5 10.9-12.5
HR (95%Cl) I o079 ©.71-0.88) |

-, oo g ¢, WOXD

0

| S B A S N N B B m

8 21 24 27 30 336 3y 42 45 48 51 54 57 60 63

Months

789733625509422349287246212175154143129106 87 67 48 30 23 9 2 O
792701591475364273215170144118 98 87 75 57 45 27 21 17 9 3 1 0

 Clinically meaningful improvement in OS with NIVO + chemo vs chemo was maintained with longer follow-up in PD-L1

CPS = 5 and all randomized populations

*Minimum follow-up, 36.2 months.

* Janjigian, Y., et al. GI ASCO (2023).




KEYNOTE-859 Primary Endpoint: Ove ival
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Rha ST, et al. Ann Oncol. 2023;34:319-20; Rha SY, et al. ASCO 2023. Abstract 4014.



KEYNOTE-811 Study Design (NCT03615326)
Phase 3 Randomized, Placebo-Controlled

Key Eligibility Criteria
 Advanced, unresectable
G/GEJ adenocarcinoma

* No prior systemic therapy in
advanced setting

« HER2+ by central review (IHC
3+ or I[HC 2+ ISH+)

*ECOG PS O or 1

Stratification Factors
» Geographic region

* PD-L1 CPS <1 vs CPS 21
« Chemotherapy choice

Endpoints
* Dual primary: OS, PFS

» Secondary: ORR, DOR , safety
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Jangigian YY, et al. J Clin Oncol. 2021;39(15_suppl.):4013. Jangigian YY, et al. Nature.
2021;600(7890):727-730.




Progression-Free Survival at 38.5 Months of Follow-Up

RECIST V1.1, BICR

All patients
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Data cut-off: March 29, 2023.
aMedian follow-up; bNot a prespecified endpoint.

BICR, blinded independent central review; Cl, confidence interval; PFS, progression-free survival; RECIST, response evaluation criteria in solid tumors.

Janjigian YY, et al. ESMO 2023. Abstract 15110.




Overall Survival at the Third Interim Analysis

All patients
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Data cut-off: March 29, 2023. OS did not meet the prespecified criteria for significance at IA3 and will be retested at final analysis.
@Not a prespecified endpoint.
Janjigian YY, et al. ESMO 2023. Abstract 15110.
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Progression-Free Survival in Key Subgro IA3 ™

Events/Patients, N HR (95% CI) HR (95% CIl)

Overall 514/698 HEH 0.73 (0.61-0.87)

Age, years 0.70 (0.57-0.87)
<65 305/397 HiH 0.67 (0.54-0. 0.85 (0.63-1.15)
265 209/301 il

Sex
Female 97/134 —— 0.71(0.47-1.07)

Race - 0.81 (0.59-1.12)
Asian
Non-Asian 263/341 - 0.71 (0.56-0.91)

Geographic Region o | 24 ;
Eur/North A 33/328 ] 0.74 (0.57-0.96)
Asia static Sites
Rest of 269/377 Ha 0.71 (0.56-0.91)

PD-L1 Statu 245/321 HE— 0.78 (0.61-1.00)
CPS 21
CPS <1 Prior Gastrectomy

MSI Status Yes 78/114 —a—1— 0.81 (0.52-1.27)
Non-MSI-H No 436/584 HEH 0.72 (0.59-0.87)

ECOG PS Chemotherapy Regimen
0 0.76 (0.58-1.00) CAPOX 433/596 - 0.74 (0.61-0.90)
1 0.74 (0.59-0.92) FP 81/102 —a—H 0.73 (0.47-1.14)

1 1 1
embrolizumab 1 Favors Placebo 10 0.1 Favors Pembrolizumab 1 Favors Placebo 10
Group Group Group Group

v

» A
Ll N
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Data cut-off: March 29, 2023.

CAPOX, oxaliplatin + capecitabine; ECOG, Eastern Cooperative Oncology Group; FP, 5-fluorouracil + cisplatin; MSI, microsatellite instability; PS,
performance status.

Janjigian YY, et al. ESMO 2023. Abstract 15110.




What is Zolbetuximab? ()

« CLDN18.2 is a tight junction protein normally expressed in liodhanies: fiketion

gastric mucosa cells and retained in G/GEJ adenocarcinoma’-3 of Zolbetuximab
« CLDN18.2 may become exposed on the surface of G/GEJ “ N
adenocarcinoma cells, making it a promising target?-8 « (1) >
i g g : : X4 )
« Zolbetuximab is a first-in-class chimeric IgG1 monoclonal ol — oot

antibody that targets CLDN18.2 and induces ADCC/CDC4-8 o\

* In the phase 2b FAST study, EOX * zolbetuximab prolonged §
survival in a subgroup of patients with higher expression of S
CLDN18.2 in tumor cells®

— mPFS: 9.0 vs 5.7 months with zolbetuximab + EOX vs EOX alone |

— mOS: 16.5 vs 8.9 months with zolbetuximab + EOX vs EOX alone °"°""'i

1. Nume T et al. Mol Cell Biol. 2001,21.7380-90, 2. Sahin U et al. Clin Cancer Res. 2008,14.7624-34, 3. Moran D et al. Ann Oncol. 2018 29wii14-vin57, 4. Sahin U et al. Eur J Cancer. 2018,100.17-26, 5. Rhode C et al. Jpn J Clin Oncol
2019:49:870-6; 6. Tireci O et al. Ann Oncol 2019:30:1487-95. 7. Pelino A et al J Pers Med 2021, 11(11):11095; 8. Sahn U et al. Ann Oncol. 2021.32:609-19

« Shitara, et al. GI ASCO (2023). LBA292
e




Two Studies

SPOTLIGHT and GLOW

Global?, randomized, double-blinded, placebo-controlled, phase 3 tril
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Shah et al. Lancet. 2023. (GLOW); Shitara et al. Lancet. 2023. (SPOTLIGHT);
e,
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GLOW and SPOTLIGHT - Efficacy Comparison

GLOW

CAPOX + zolbetuximab vs .
CAPOX + glace 5 mFOLFOX6 + zolbetuximab

54 vs 253) vs mFOLFOX 6 vs placebo

Patients (N =
Patients (N = 283 vs 282)

Median Progression_ 8.28 Vs 680 mOnths 11 04 VS 8.94 months
toe Survival HR 0.682 HR 0.730
ree surviva (950/0 Cl 0.545 - 0.854; P= 0_0004) (95°/o Cl, 0.587, 0.907; P= 0.0022)
Median Overall 14.32 vs 12.16 months 18.2 vs 15.6 months
Survival HR 0.771 HR 0.778
(95% C10.624-0.952; P = 0.0079) (95% C10.637 - 0.949; P = 0.0067)
jective R n
Objective Response 54.1% vs 48.5% 61.1% vs 62.4%

Rate (CR + PR)

Shah et al. Lancet. 2023. (GLOW); Shitara et al. Lancet. 2023. (SPOTLIGHT);
e,




TEAEs Occurring in 2 15% of Patients

Zolbetuximab + mFOLFOX6 (N = 279) Placebo + mFOLFOX6 (N = 278)

65 608

58 345
335

Nausea 810 16.1
Vomiting 645 16.1
Decreased appetite 470
Diarrhea 38.7
Peripheral sensory neuropathy 380

Neutropenia 36.2 28.

Anemia 355

Constipation 355

Neutrophil count decreased 341

Fatigue 20
Asthenia 223
Abdominal pain
Stomatitis
Weight decreased
White blood cell count decreased
Pyrexia
Aspartate aminotransferase increased
Edema peripheral
Hypokalemia
Abdominal pain upper
Paresthesia
Hypoalbuminemia

439
424
234 338
371
396
248 %0
320

All grade

- Grade 23

r T T T T T T T T 1
80 70 60 50 40 30 20 10 0 10 20 30 40 50 60

« The most common TEAEs with zolbetuximab + mFOLFOX6 were nausea and vomiting as on-target effects




CLDN18.2 Targeted treatments

Monoclonal antibody
- Humanized mAb
- Engineered mAb

\ W 4
Il

Fc Mutations
to Enhance ADCC

IMAB306/Zolbetuximab
TST-001
ABIO11, MIL93, ZL1211 etc.

CAR-T

I Anti-CLDN18.2scFv

/' B1CD28 co-stim
domain

CT-041
LCAR-C18S
LYO11

BITE
Bispecific

AMG910/ASP2138 (CD3)
Q-1802 (PD-L1)
TJ-CD4B (4-1BB)

PT886 (CD47)

ADCs

CM311

Y
BAR|E(MMAE)

CMGI01

CMG901
SYSA1801
TPX4589
RC118
LM302
SOT102
SKB315
JS107
1BI343




Summary ™

* In HERZ2 negative patients, there is now FDA approval of chemotherapy plus
immunotherapy. The magnitude of benefit of adding immunotherapy increases
with selection of high PD-L1 cases.

« The addition of pembrolizumab in the KEYNOTE-811 trial improved PFS and
ORR, particularly in dual HER2 and PD-L1 overexpressed tumors (CPS > 1)

« Claudin 18.2 is a new biomarker and zolbetuximab is a monoclonal antibody
targeting this. Two studies- SPOTLIGHT and GLOW have shown PFS and OS
benefit with the addition of zolbetuximab to chemotherapy in the first line setting.

 However as of Jan 12, 2024 FDA has not approved zolbetuximab due to
unresolved deficiencies following its pre-license inspection of a third-party
manufacturing facility.

16
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ASCO Gastrointestinal
Cancers Symposium

SKYSCRAPER-08: a phase lll, randomized,
double-blind, placebo-controlled study of first-line

~ tiragolumab + atezolizumab and chemotherapy in

' patients with esophageal squamous cell carcinoma

Chih-Hung Hsu," Zhihao Lu,? Shegan Gao,” Junye Wang,* Jong-Mu Sun,® Tianshu Liu,® Qingxia Fan,”
Jun Cai ? Feijiao Ge,? Sijing Li,® Li Zhang,? Edward Cha,’ Lin Shen,?
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and Technology, Lucyang. Chine, ‘Alieded Hosple of Jining Medical Universdy, Shandong, Chwa. “Samaung Medica! Center, Secul Scuth Korea, *Departiment of Medical
Oncology, Zhongshan Mospiial, Fudan University, Shanghal, China. "The First AfNaad Mospital of Zhangzhou Universlty, Zhangzhou, China: °F Mofmarn-La Roche Lid
Shangte, Ching, "F. Hoffrmann-Le Roche LI, Begpng, Ching, “Genendech, Inc.,. South Sen Francisco, Calforms,. USA




SKYSCRAPER-08: a phase lll, double-blind, multicenter,

randomized study

« Patients were enrolled across Asia at 67 centers in mainland China, Hong Kong, Taiwan, South Korea, and Thailand

Induction phase (cycles 1-6)

Maintenancs phase (cycles 27)

Experimental arm
Tiragolumab 600mg IV Q3W +
atezolizumab 1200 mg IV Q3W +
cisplatin + pachtaxel IV Q3W*

Histologically confirmed locally
advanced unresectable or
metastatic ESCC

No prior systemic therapy
ECOG PS 0-1
(N=461)

Control arm

Placebo +
cisplatin + pachtaxel IV Q3W"*

Stratification factor

Primary endpoints

« PD-L1 status (low [TAP <10%] vs high [TAP 210%])
« Previous curative treatment (yes vs no)
« ECOGPS(Ovs 1)

« OS

« IRF-assessed PFS per RECIST v1.1

ad

Expenimental arm

Tiragolumab 600mg IV Q3W +
atezolizumab 1200 mg IV Q3W

Control arm

Placebo IV Q3W

Treatment until
loss of clinical
benefit or
unacceptable
toxicity

Secondary endpoints

* |IRF-assessed ORR and DoR
« Safety

"Choice of chemotherapy reflects the current treatment paradigm in Ching (pacitaxe! 175 mg/m? [V + cispiatin 80-80 mg/™m*)
Dok, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; INV, investigator
IRF, iIndependent review fadity; IV, intravenous; ORR, objective response rate; OS, overal survivall PFS, progression.free surviva

Q3W, once every 3 weeks: RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; TAP, tumor area positivity
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Final analysis of OS (primary endpoint)

Tiragolumab +
atezolizumab + Placebo +
100 = cisplatin + paclitaxel cisplatin + paclitaxel
(n=229) (n=232)
Patients with events, % 129 (56.3) 158 (68.1)
Median OS, months (95% Cl) 15.7 (133, 204) 11.1 (96, 13.6)
75 = Stratified HR (95% Cl) 0.70 (0.55, 0.88)
g 60.6% P-value (stratified log-rank) P=0.0024
- 47.2%
° 50
£ . :
-} '  46.1%
L] ' | :
g | | :
o — : : ! ;
= P : | 33.8%
;g ! : :
I E -
' : 2
0 < 4+ Censored P E :
T I R e A A e e e e Ee e A e e e e E T
0 9 23 4 &6 6 T 8 9 10:11 12 13- 14 16 16 17 18 19 20 21 2 23 24 25 26 27
Patients at risk Time (months)

Tira ¢+ atezo + cisplatin + paclitaxel 229 226 218 211 209 200 195 184 174 164 151 143 134 125 119 105 87 78 64 49 41 32 23 186 10 7 2 NE
Placebo + cisplatin + paclitaxel 232 225 219 210 200 183 174 157 146 137 120 115 103 69 94 83 75 59 52 39 26 18 11 9 7 3 2 NE

Intent-to-treat population. CCOD: 13 February 2023 (final analysis). Minimum survival folow-up time (LP1 date %o CCOD), 14.5 months

CCOD: cinical cut-off date; Cl, confidence interval; HR, hazard ratio; LP1, last person in
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IRF-assessed PFS per RECIST v1.1 (primary endpoint)

Tiragolumab +

atezolizumab + Placebo +
100 = cisplatin + paclitaxel cisplatin + paclitaxel
(n=229) (n=232)
Patients with events, % 150 (65.5) 193 (83.2)
Median PFS, months (95% C) 62(57,7.2) 54(44,55)
T Stratified HR (95% Cl) 0.56 (0.45, 0.70)
S P-value (stratified log-rank) P<0.0001
w
&
S 50
2
z i\ i
s P Wl
e s
o 25— 3 : 24.0%
P i - —
wh ;
] ' '
b ' - } -
0 4+ Censored b ; 6.1%
1 L ] 1 ] LD 1 1 1 || 1 1 i 1 1 1 ] 1 J
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Patients at risk Time (months)
Tira + atezo + cisplatin + pachitaxel 229 222 154 182 176 148 107 82 64 40 32 26 18 15 7 7 3 3 NE
Placebo + cisplatin + paclitaxel 232 224 190 184 155 119 69 48 38 18 12 7 3 3 2 2 1 NE

intent-1o-treat population, Clinical cut-off date: 15 June 2022 (primary analysis)
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Key secondary endpoints: IRF-assessed ORR and DoR

Tiragolumab + atezolizumab + Placebo +
cisplatin + paclitaxel cisplatin + paclitaxel

(n=226) (n=222)

Responders 135 (59.7) 101 (45.5)

CR 26 (11.5) 7(3.2)
PR 109 (48.2) 94 (42.3)
SD 43 (19.0) 58 (26.1)
PD 21 (9.3) 44 (19.8)
NE/missing 27 (11.9) 19 (8.6)
Patients with ongoing response 64 (47.4) 24 (23.8)
Median DoR, months (95% CI) 7.1 (6.3, 9.5) 4.3 (4.1,5.5)

All data are n (%) uniess othernise stated. Data out-ofF: 15 June 2022 (primary analysis)

ORR analysis set includes all patients with measurable disease at baseline per IRF. DoR analysis set includes all confirmed responders per IRF

CR, compiete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease
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Safety overview: summary of adverse events

Twragolumab +
atezolizumab + Placebo +
cisplatin + paclitaxel cisplatin + paclitaxel
(n=228) (n=227)
All grade AEs, any cause 225 (98.7) 226 (99.6)
Treatment-related 224 (98.2) 223 (98.2)
Grade 3-4 AEs 155 (68.0) 139 (61.2)
Treatment-related 136 (59.6) 128 (56.4)
Grade 5 AEs 13(5.7) 11 (4.8)
Treatment-related” 6 (2.6) 2(09)
SAEs 94 (41.2) 89 (39.2)
Treatment-related 60 (26.3) 56 (24.7)
AEs leading to treatment discontinuation 45 (19.7) 24 (10.6)
All treatments 11 (4.8) 8(3.5)
Tiragolumab / atezolizumab / placebo 26 (11.4) 11 (4.8)
Chemotherapy 31(13.6) 22(9.7)
AEs leading to dose modification/interruption 146 (64.0) 128 (56.4)
All grade AESIs 173 (75.9) 113 (49.8)
Grade 3-4 29 (12.7) 11(4.8)
Grade 5 3(1.3) 0
Requinng systemic corticosteroiis 77 (33.8) 22(9.7)

Safety evaluable popuiation. All data are n (%) uniess othenwise stated. Data cut-off: 13 February 2023

Median duration of safiety follow-up: placebo « chemotherapy, 7.6 months; tragolumab + atezolizumab + chemotherapy, 8.3 months

*Grade 5 treatment-related AEs in the placebo + chemotherapy arm included gastrointestinal infection and death (n=1 each); in the tiragolumab + atezollzumab + chemotherapy arm

induded Immune-mediated lung disease, preumonilis, cCardac arrest, gastrointestingl hemorrhage, hepatic fallure and preumonia bacterial (n=1 each)

AESs, adverse events; AESIs, adverse events of special merest; SAES, serious adverse events

ASCO Gastrointestinal
Cancers Symposium

PRISENTED BY DR CHM MUNG MU

INerertaton & rogert; of Pa s o ard ASTL Permasor regured Yor e Cortac! Jervasomd esco org

" AMECAN SOOLTY OF
CLMNICAL ONCOLDGY

KNOWLEIDGE CONQUERS CANCER



Addition of immunotherapy to
perioperative chemotherapy in
GEJ/gastric cancer

MOFFITT (G




@

Goal of Therapy : perioperative chemotherapy

1. Shrink the tumor to achieve pCR / Increase downstage ( Local control)

2. Eliminate micrometastases ( distant control)

3. Ensure surgery is not compromised by treatment toxicity




KEYNOTE 585 & MATTERHORN ®

KEYNOTE-585 Study Design

Randomized, Double-Blind, Phase 3 Trial of Neoadjuvant and Adjuvant Pembrolizumab Plus Chemotherapy
Versus Placebo Plus Chemotherapy in G/GEJ Adenocarcinoma (Main Cohort)

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

Pre-operative Post-operative (1-year duration)
’ ( \ 2 doses of durvalumab or 2doses of durvalumabor 10 doses of durvalumab
Pembrokzumab 200 mg IV G3W Study population placebo placebo or placebo
" N Pembrolizumab IV Q3W ) . 4 doses FLOT 4 doses FLOT
Key Eligibility Criteria Cisplatin and Capecitabine/XP A + (Gastric and GEJ adenocarcinoma
* Localized GIGEJ adenocarcinoma Cispatn and S FUIFP Chemotherapy Pe;?r,?"::?: ?: "cl|?:w e LR i Durvalumab Durvalumabt
defined by T3 or greater primary RS i BTIND3 MO or 0 N M) L2 urvalumab' S 0 valumab
lesion o presence of N+ nodes for up to 3 cycles LA DIGES + No.evidence of metastasis plus FLOT plus FLOT Primary objective:
* No prior therapy + No prior therapy « EFS
* Able to undergo surgery Placebo IV Q3W * ECOGPSort Key secondary endpoints:
* Provision of tumor sample for R A Placebo IV Q3W * Globel enromen fom Asia, Europe, Norh + Centralreview of pCR?
PD-L1 fesfing? Cisplatin and Capecitabine/XP + Placebo IV Q3W | America and South America by modified Ryan criteria
- . : U Surgery ChemOtherapy for up to 11 cycles P|306b0 Placehdi "
« ECOG PS 0-1 Cisplatin and 5-FU/FP P y Placebo * Overall survival
Stratification factors plUS FLOT plus FLOT

for up to 3 cycles for up to 3 cycles

Stratification factors

+ Geographic region (Asia versus non-Asia)
+ Tumor staging (Il vs 11l vs |Va)

+ Chemotherapy backbone (XP/FP vs FLOT)

Endpoints:

* Key secondary: safety (main cohort), safety, OS, EFS (main plus FLOT cohort)

+ Geographic region: Asia versus non-Asia

+ Clinical lymph node status: posiive versus
negative

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

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




KEYNOTE 585 & MATTERHORN ®

Study design
KEYNOTE 585 MATTERHORN
Trial design Global Phase Il RCT Global Phase Il RCT Placebo

sample sizd Pathological complete response (pCR) improved in KN-585, but
Chemotheral FFS and OS was not statistically superior

Immune che _ _ _ th chemo
MATTERHORN reported superior pCR, with EFS data yet pending |t
Region
Primary endpoint pathCR rate per BICR (Mandard), EFS per EFS
investigator, OS (main cohort), safety (FLOT) Key secondary endpoint pCR (modified Ryan)
Complex statistical approach Simple statistical approach

Pathological complete response (pCR) improved in KN-585, but EFS and OS not statistically superior

MATTERHORN reported superior pCR, with EFS data yet pending




Pembrolizumab Plus FLOT Versus FLOT as
Neoadjuvant and Adjuvant Therapy in Locally
Advanced Gastric and Gastroesophageal

Junction Cancer: Analysis of the FLOT Cohort
from the Phase 3 KEYNOTE-585 Study
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KEYNOTE-585 Study Design

Randomized, Double-Blind, Phase 3 Trial of Neoadjuvant and Adjuvant Pembrolizumab Plus Chemotherapy
Versus Placebo Plus Chemotherapy in G/GEJ Adenocarcinoma (FLOT Cohort)

Pembrolizumab 200 mg IV Q3W
Key Eligibility Criteria for up to 3 cycles

+

* Localized G/GEJ FLOT Q2W
adenocarcinoma defined by T3 or for up to 4 cycles
greater primary lesion or
presence of N+ nodes

Pembrolizumab Pembrolizumab IV
Surgery + Q3w
FLOT for up to 11 cycles

No prior therapy
Able to undergo surgery
Placebo IV Q3W

Provision of tumor sample for ] 91V 93\
PD-L1 testing? or up Ci cycles

ECOG PS 0-1 ELOT.Q2W
forup to 4 cycles

Placebo Placebo IV Q3W

Surgery +

for up to 11 cycles
FLOT P y

Stratification factors Endpoints:
+ Geographic region (Asia versus non-Asia) * Primary: safety
« Tumor staging (Il vs Il vs IVa) + Key secondary: pathCRrate per BICR, EFS perinvestigator, OS

+ Chemotherapy backbone (XP/FP vs FLOT)

aPD-L1 status was centrally assessed; ®203 patients were randomized 1:1 to a separate FLOT cohort evaluating pembrolizumab + FLOT vs placebo + FLOT (5-FU 2600 mg/m?, leucovorin 200 mg/m?, oxaliplatin 85 mg/m?2, docetaxel 50 mg/m2) Q2W for up to 4
cycles in the neoadjuvant and adjuvant phases.

Content of this ﬁresentation is the ﬁmﬁert‘ of the author, licensed by ASCO. Permission required for reuse.




Pathological Complete Response?

Assessed by Blinded, Independent Central Review

FLOT Cohort

A10.0% (1.3-19.7)—
20 - |— ( )

17.0%
(10.2-25.8)

7.0%
(2.8-13.5)

Pembrolizumab Group Placebo Group
(N=100) (N=103)

Data cutoff date 09 Feb 2023. 23Defined as no invasive disease within an entirely submitted and evaluated gross lesion and histologically defined nodes. Median Follow-Up: 31.6 months (range, 24.5-57.6).

Content of this ﬁresentation is the ﬁmﬁert‘ of the author, licensed by ASCO. Permission required for reuse.




Event-Free Survival: FLOT Cohort

Events Median (95% CI), mo

Pembrolizumab group 37% NR (28.2-NR)

24-mo rate  36-mo rate Placebo group 47% 30.9 (22.8-NR)
! 66%

59%

EFS, %
9]
2

57% ] Uil L

0,
47% [ HR 0.79 (95% ClI, 0.52-1.22) J

0 - 1 = || - 1 1 | = 1 = 1 - 1 " 1

0 6 12 18 24 30 36 42 48 54 60 66

No. st Risk Months
100 84 77 67 54 22 15 14 11 1 0 0
103 o1 80 65 52 22 16 15 14 1 0 0

Data cutoff date: 09 Feb 2023. Median Follow-Up?2: 31.6 months (range, 24.5-57.6). EFS defined as time from randomization to first occurrence of radiographic disease progression per RECIST v1.1, local or distant recurrence as assesses by CT scan or biopsy if
indicated, clinical progression, or death due to any cause per investigator assessment. NR, not reached.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Event-Free Survival: FLOT

EFS, %

Data cutoff date: 09 Feb 2023. Median Follow-Up?: 31.6 months (range, 24.5-57.6). EFS defined as time from randomization to first

100-

90+
80- 24-mo rate  36-mo rate
70- j B0 :
]
60- | 81 E 09% I
50- | ;
157% '
%0 | ' 47%
30+ | '
| ]
20- l :
! ]
10- : :
l |
0 T T T T T T 1 T T T 1 ¥ T
0 6 12 18 24 30 36 42
No. at Risk Months
100 84 i 67 54 22 15 14
103 91 80 65 52 22 16 15

indicated, clinical progression, or death due to any cause per investigator assessment. NR, not reached.

Content of this ﬁresentation is the irogert‘ of the author, licensed by ASCO.

Event-Free Survival: Main Cohort

1004
90
80
704

EFS, %

24-mo rate 36-mo rate

+ 58%

Pembrolizumab group
Placebo group

Events Median (95% Cl), mo
46% 44 4 (33.0-NR)
53% 253 (20.6-33.9)

HR 0.81 (95% CI, 0.67-0.99)
P =0.0198*

No. at Risk

402
402

3%
332

12 18 24 30 36 42 48
Months

276 233 207 182 147

%5 A 183 154 126 105 63

2% 3

Permission required for reuse.




Overall Survival: FLOT Cohort

100
90-
80-
70-
60+
501
40-
30+

i72%

0OS, %

10+

24-mo rate 36-mo rate Events Median (95% Cl), mo

Pembrolizumab group 35% NR (34.7-NR)

Placebo group 35% NR (45.9-NR)
62%

67%

[ HR 1.04(95% Cl, 0.66-1.66) ]

20-

O ' 1 ' | = I

No. at Risk Months

0 6 12 18 24 30 36 42 48 54 60 66

100 94 88 81 70 31 19 19 18 5 0 0
103 102 95 82 75 33 21 20 19 3 0 0

Data cutoff date: 09 Feb 2023. Median Follow-Up: 31.6 months (range, 24.5-57.6).

Content of this iresentation is the irogerty of the author, licensed by ASCO. Permission required for reuse.




Overall Survival: FLOT Co

100 24-mo rate 36-mo rate
ok s s
80+ i72% §
70' i i
60+ {1 73% :
2 s o
@ 50 s io7%
(0] : E
40 s i
0
20- s s
10
0 L) | | L) 1 L 1 L] i L] 1 L) i L 1
0 6 12 18 24 30 36 42
No. at Risk Months
100 94 88 81 70 31 19 19
103 102 95 82 75 33 21 20

Data cutoff date: 09 Feb 2023. Median Follow-Up: 31.6 months (range, 24.5-57.6).

Overall Survival: Main Cohort

24-mo rate 36-mo rate

i72%

08, %
g

Pembrolizumab group
Placebo group

0 6 12 18 24 30 36 42
Months

333 339 310 285 250 Pl
a0 385 352 313 278 222 197 147

Events Median (95% CI), mo
41% 60.7 (51.5-NR)
45% 58.0 (41.5-NR)

[ HR 0.90 (95% ClI, 0.73-1.12) ]
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ASCO Gastrointestinal
Cancers Symposium

Pathological complete response to 5-fluorouracil, leucovorin,
oxaliplatin and docetaxel (FLOT) with or without durvalumab
in resectable gastric and gastroesophageal junction cancer:
subgroup analysis by region from the Phase 3, randomized,
double-blind MATTERHORN study

Yelena Y. Janjigian, MD
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Methods

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

Study population

Gastric and GEJ adenocarcinoma

Stage Il, il and IVA
(>T2 NO-3 MO or TO-4 N1-3 MO)

No evidence of metastasis
No prior therapy
ECOGPSOor1

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

.

Stratification factors

Geographic region: Asia versus
non-Asia

Clinical lymph node status: positive
versus negative

PD-L1 status: TAP <1% versus
TAP 21%*

/

Pre-operative

2 doses of
durvalumab or placebo
4 doses FLOT

Durvalumab
plus FLOT

Placebo

plus FLOT

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

Post-operative (1-year duration)

2 doses of

10 doses of

durvalumab or placebo durvalumab or

4 doses FLOT

Durvalumabt
plus FLOT

Placebot
plus FLOT

placebo

Durvalumab

Placebo

\

{ Primary objective:

Key secondary
objectives:

EFS

Central review of
pathological complete
response by modified
Ryan criteria

oS

FLOT S-8uceouract 2000 mgny cxaipiatn 85 momry Socetiond 50 moe leucoworn 200 move? on Days 1200 15 of 3 Sweek Cycie for 2 Cycies (4 00Ses) pre- and DOSt-Opetalive. Ourvalomat 1500 mg on Day 1 of 3 Lweek Cpoie. 2 Cyoles (2 doses) of Ourvalummad) of PAceto pre-
and post-operative, Tolowed Dy 10 Cpies (%0 doses) Of urvalumad o piacedo on Dy 1 of 3 Sweek Cycle

"Weasgred Dy VENTANA POLLT (SP2ET) asady "Dursaiumad or placedo monotherapy may de coninued f post-operative FLOT = dsconiimued due 10 foxcly

ECOG, Eastern Cooperative Oncology Group. EFS. event-Soe survivil FLOT, S 8u0muracd Bucovons, celiplann and docetaasl GEJ, oastroossoptanedl pnction. OF. oweral survivd POALY, prograrmmed ool 02 Igand- 1 PSS performance status QW every 2 weeks
QAW _every 4 weeks TAP umor ared posiivey
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Combined complete and near-complete
pathological response

Durvalumab plus FLOT showed improvement in combined complete and near-complete pathological response

o A12%
Odds ratio: 2.19
(95% CI, 1.58-3.04)
30 - p<0.00001

2
© 20 -
)
e
o 15 -
a
S 10
(1 4

S 1 Near-complete pathological

response = single cells or rare small
0 - groups of cancer cells at the time of
Durvalumab plus FLOT  Placebo plus FLOT resection, per modified Ryan criteria
(n=474) (n=474)

PRCpants achieve pEMCOQICE complieds response 1 hene 15 no resioudl vadie tumor cels found ¥ Demmary Sumor and resecied hmph nodes 3 Bhe me of resecion. Meaning 3 PERCIOQICH regression of 00%, Dased on Cenleyl assessment PaiOpants achieve near Compieds
paholopc response f there e singie Cols or rave Sl Qrowps of Cancer Colis found 3 prmary fumor and seseciad ymph nodes A the e of resechion. Dased on cenird assessment Conledl review of DEMCOOICH COMpiste MeS0NSe WS SCored psing modiied Ryan Ofend

Cl confiomce miereil FLOT S8u0eourdtl ucowdrn cxpivtate and Socetes

Jargoen YY, et 3 Ayl Onooy 2023 M4 S1N5-S10%
ASCO Gastrointestinal - mesereonr. Yelena Y. Janjigian, MD A S
Cancers Symposuum Prosestution & property of Pe auher and ASCO Parvusse regused b reute. Continct gemmasaneeecs orp KNOWLEDGE CONQUERS CANCER




Pathological complete response in Asia and
non-Asia
Asia (n=180) _ Non-Asia (n=768)

35 - 35
A13% A12%
30 4 Odds ratio: 3.96 30 - Odds ratio: 2.92
(95% CI, 1.39-11.26) (95% CI, 1.85-4.61)
2\0, 25 4 2 25 -
k. S
& 20 @ 20 -
Q Q
z e 15
& W7 S
Q Q.
o o
v 10 - o 10 -
S 1 5
0 - 0 -
Durvalumab pilus FLOT Placebo plus FLOT Durvalumab plus FLOT Ptacebo plus FLOT
(n=90) (n=90) (n=384) (n=384)

Patcoants acheree DARCIOQCH COmpiate e Orse £ Mete 5§ NO resdull vatse Jumor Colls Tound 3 Doy damor 2nd Mesecind mrpn Aodes M e tme of resecion Meanng 3 DEMCOCE fagresson of 100%. 2ased on Conir sessment Contrdl review of DETNGIOOCE Compiete
MESO0ASS WS SCONd URng BOalied Ryan Criera
O confidence nierval FLOT, SBucrowradd lescovorm oxaipiatin and cocstaes
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Pathological complete response by region
(non-Asia)

Europe (n=506) North America (n=82) South America (n=180)

40 - 40 - 40 -
A10% A21% A12%
35 4 Odds ratio: 2.45 35 Odds ratio: 4.93 35 -« Odds ratio: 3.76
(95% Cl, 1.42-4.24) (95% CI, 1.27-19.10) (95% Cl, 1.30-10.84)

— 4 = . . -
2 30 2 30 \ [ 2 30
QL 25 - L 25 - L 25 4
& o &
g 2 g 201 g 24
c = c
& 15 4 & 15 - g 154
) 7] )
(] ()] (V]
T 10 - X 10 - T 10 -

S 1 S 4 S 4

0 - 0 - 0 -

Durvalumab plus FLOT Placebo plus FLOT Durvalumab plus FLOT Placebo plus FLOT Durvalumab plus FLOT Placebo plus FLOT
(n=256) (n=250) (n=42) (n=40) (n=86) (n=04)

Paticpants achirve DalCIOGCH Compiete fesponse | Iese 8§ 1O Mesdull viatse Jumor Colls Tound 3 Dremary Jamor 2nd Mesecing mpn fodes M Ihe Ime of 1esechion Mmeaning 3 DEMCgCHE fgresson of 100%. Sased on Contr ansessment Conirdl review of DEINCIOOCE Compiete
MEADORSE Wi SCOMd Usng MmOONed Ryan Criera

O conidence nierval FLOT SBuorowradd leocovornm oxaiipiatin and docetxes
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Pathological response by subgroups

Pantopants acheve

Cl confiomnce mtervll GC. gastrc cancer, GEJC. gasirossophaotdl unction cancey. MS mecrosateiite msladdty MSES microsateiite statie POLL T programmmad ool Seath Sgand- 1

complete response

»> >

-

0

Favonplaozl-:;—

Compiete response  Ihene 15 1O resioual vabie tumor Cefs loend M premary tumor and resecied mph nodes 3 e Bme Of feSeCion Meanng 2 PaEhologIc

T T T L2 T L2 ' 2 . 2

2 3 7 g S 0

Odds raﬁo (’S% ch)
Favors durvaulmb

Jangoan YY, ot 3 Presentied 3 European Socety or Meacs Oncology (ESMO) Congress 2023 Ociober 20-24 2003 Madnd, Spain FPN (Finad Puticanon Number) LBATY
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Combined complete and near-complete response
Odds ratio (95% CI) Odds ratio (95% CI)
308 (203-467) T —— 2.19(1.58-3.04)
335 (207-541) —- —— 222(154-3.22)
253 (1.09-5.89) > 247 (1.18-5.18)
271(1.53-4.79) ——t 2.16 (1.39-3.37)
370 (201-6.84) e —— 229(1.41-373)
256 (1.50-4.38) S —— 1.69(1.12-255)
420 (214-8.21) ; * 3.50 (2.01-8.07)
281(1.18-6.67) I AT—— 2.14 (1.07-4.26)
3.16 (1.96-5.09) e — 2.20(1.52-3.19)
3.23 (1.97-5.30) e 2.14(1.45-3.18)
262 (1.20-5.74) —_— 2.28 (1.25-4.08)
098 (0.19-5.11) - . 1.94 (0.60-6.29)
333(215-5.13) e, e 221 (1.57-3.11)
225(1.11-4.57) — 2.30 (1.35-3.92)
379 (225-8.39) e 2.20(1.44-3.35)
295 (1.76-4.93) bt 2.12(144-3.12)
355(1.71-7.37) ’ - 246 (1.32-459)
4.28 (0.79-23.19)" . »  272(061-12.10)
298 (1.78-4.97) —_— 2.06 (1.38-3.08)
® 1t 2 3 4 5 6 1 8 9 ®
S Odds ratio (95% CI) 5
Favors placebo Favors durvalumab

[ of 100% Dased on Centryl assessment PaCpants acheve nedr Compiets
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Baseline characteristics in Asia and non-Asia

A higher percentage of participants in Asia had an ECOG PS of 0, GC, lymph node positive, and T4 stage tumors

Asia Non-Asia
Durvalumab plus Placebo plus FLOT Durvalumab plus Placebo plus FLOT
FLOT (n=90) (n=90) FLOT (n=384) (n=384)
ECOG PS, n (%) 0 81 (90) 86 (96) 256 (67) 280 (73)
Gastric 75 (83) 82 (91) 249 (65) 234 (61)
Primary tumor location, n (%) GEJ 15 (17) 8 (9) 135 (35) 150 (39)
T0-T2 4(4) 4(4) 46 (12) 32 (8)
Primary tumor stage, n (%) T3 32 (36) 37 (41) 275 (72) 284 (74)
T4 54 (60) 49 (54) 63 (16) 68 (18)
Clinical lymph node status,* n (%) Positive 70 (78) 69 (77) 259 (67) 261 (68)

The ASR S2group DCUGed pancpants enecled I Japan Reputic of Korea, and Tawan
“Sraicaton Our Ga
ECOG, Eastern Cooperative Oncology Group. FLOT, S-8uomeract Bucovonn, acipiatn and docetaned GC gasine cancer,. GEJ gastroesophagedl pncion. PSS performance status

ASCO Gastrointestinal - sesereo sy Yelena Y. Janjigian, MD ASCO iameome
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Summary

* Combination of atezolizumab and tiragolumab with
chemotherapy did result in improvement of OS, PFS and RR
compared standard chemotherapy. However benefit of
tiragolumab is unclear? Is more better?

* The addition of 10 to chemotherapy increased pCR however
does not translate to improved OS ( at least not yet)

* We are eagerly awaiting OS result from MATTERHORN studly.




