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* Assemble existing clinical evidence for systemic therapy of gastroesophageal cancer

Understand therapeutic indications for immunotherapy and targeted therapy for patients with
advanced gastroesophageal cancer

* Examine novel therapeutic approaches in advanced gastroesophageal cancer



Overview

* Epidemiology, presentation and diagnostic work up
* Potential therapeutic targets in gastroesophageal cancer

* Targets, evidence, ongoing trials
* PD-L1
e HER2
* CLDN18.2
* VEGF
* FGFR2b

* Novel therapeutic targets and clinical trials
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Global disease burden: major Gl cancers 2 Dana-Farber

Incidence Mortality

Colorectum 9.2%

Colorectum 10.2%
Stomach 8.2%

73.7% Stomach 5.7% 64.6%
Other cancers Other cancers

Liver 8.2%

Liver 4.7%
Esophagus 5.3%
Esophagus 3.2% Phag ’
Pancreas 2.5% Pancreas 4.5%
Number of Gl cancer cases: 4.8 million Number of Gl cancer deaths: 3.4 million

GLOBOCAN 2018
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Global disease burden: gastric and esophageal cancers

Incidence of stomach cancer Incidence of esophageal cancer
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Stage and survival

Gastric Esophagus

Percent of Cases by Stage Percent of Cases by Stage

10%
10% B Localized (18%)

M Localized (28%) Confined to Primary Site

Confined to Primary Site

B Regional (32%)
Spread to Regional Lymph Nodes

B Regional (27%)
Spread to Regional Lymph Nodes

" Distant (35%)

" Distant (40%)
Cancer Has Metastasized

Cancer Has Metastasized Unknown (10%)
Unknown (10%) Unstaged
Unstaged
5-Year Relative Survival 5-Year Relative Survival
100 100
90 90
=) 80 o 80
= 7ol 88.1% z 70
S 60 % 60
£ 50 = 50
g 40 . g 40
5 20 30.6% a 30 25.1%
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20 12.7%
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Potential Therapeutic Targets in GEC Dana-Farber

Established biomarker-guided therapy

I 1
First-line: trastuzumab +
IHC/ISH chematherapy

Potential biomarker-guided therapy

N Multikinase TKI (regorafenib/lenvatinib) + anti-PD-1 mAb

PARP inhibitor +/- anti-PD-1 mAb or an angiogenesis
inhibitor

unselected

Ill' NGS  [HER2-positive Third-line: trastuzumab | -
H HER2 TKI
= | ~— | HER2 ADC
: Bispecific antibody
( = , FGFR2b expression, FGFR mAb
; FGFRZ amplification FGFR TKI
Upper oesophagus — ' =
| * ERBB2 amplification i ::Ié:;lSH EGFR mAb
| * VEGFA amplification IHC., . [ EGFR amplification J ——| EGFRTKI
« TP53 mutation PCR, 5 ECRR MG
II : L. —-[Secnnd—!ine: pemhmlizumab] :
| Mid oesophagus — EBV b [MET amplification J —| METmAb
| * EBV-CIMP IHC First-line: nivolumab + ! Loilil
| * PIK3CA mutation f————=| PD-L1 expression | — chemotherapy .
- * PD-L1/2 overexpression (CPS =5%*) :
Third-line: pembrolizumab :
Lower oesophagus = (CPS 21%) P NGS
MSI : T - =
_ GEJ — * Hypermutation : [MSS!TMB H ] [ Early line anti-PD-1 n-.Ab}
Proximal stomach - ¢ Gastric-CIMP NGS = Entrectinib, .
* MLH1 silencing * | larotrectinib ISH,
 NGS i i-
— Bodyfuncs = : (v )— | Edpe
4 / . : :
; Antrum/pylorus - * Diffuse histology : Anti-CLDN18.2 mAb
« CDH1, RHOA mutations L (B CLON182 | __, | Ag CDN182 T cell
* CLDN18-ARHGAP fusions | expression Bispecific antibody
Y Second-line: ramucirumab :
*|  Third-line: nivolumab (Asia), | !
Biomarker- ] { apatinib {China) i

TCGA, Nature 2017 Nat Rev Clin Oncol. 2021 Aug;18(8):473-487.



Work up, staging, and simplified therapeutic strategy

Clinical
presentation

A Dana-Farber
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Upper endoscopy *Biomarkers:
Biopsy (with biomarkers*) mfg (universal)
Imaging PD-L1 (if unresectable disease suspected)
v v
T1s,Tla T1b T2 or higher, N+
l l [ ] r
Endoscopic n ;
. Potentially Distant
resection or Surgery resectable Unresectable metastatic
surgery

v

Surveillance

A

L |

"

Perioperative
chemotherapy
+ surgery

Systemic

therapy

Adenocarcinoma Squamous
MMR
MMR
deficient
. PD-L1+ PD-L1-
~20% HER2+ HER2-
r ] [ | '
Chemolt(l:\Ierapy * Chemotherapy Ipi+nivo
~50% PDL1+ PD-L1- PDL1+ PD-L1-
~30% FGFR2b ‘ CLDN18.2 ~35%
Chemotherapy + (T - Chemoth + Chemoth Chemoth 2
- ici trastuzumab el o +2z0lb [e]}
Line
[——— ' '
TDxd i
) e
- paclitaxel/ FOLFIRI
Line

FOLFIRI
|

Line

trifluridine
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FREE ACCESS | ASCO SPECIAL ARTICLES | January 05, 2023 X in f fe B ®™
Immunotherapy and Targeted Therapy for Advanced el Sorpehenshe
Gastroesophageal Cancer: ASCO Guideline NCCN | Cancer Network®

Authors: Manish A. Shah, MD , Erin B. Kennedy, MHSc , Ashley E. Alarcon-Rozas, MD, MBA , Thierry Alcindor, MD ,Angela N. Bartley, MD
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and foIIow-up*
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Immunotherapy in metastatic gastroesophageal cancer: 1% line
CheckMate649

CheckMate 649 study design Nivo+chemo vs chemo

1 » CheckMate 649 is a randomized, open-label, phase 3 study® A 100 § B 100
— NIVO + Chemo Chemo NIVO + Chemo Chemo
90 - In=473) (n=482) 920 In =789) In =792)
Median OS, mo 144 1m1 Median OS, mo 137 18
U ; 80 o 01 12 80 410 14, :
( ? m Iﬁ..]' .Ilglbthty ‘m-ﬂ. 95% CI 13110 16.2 10.0 to 12.1 95% CI 12.4 to 14.5 10.9t0 125
| fg—————Upper oesophagt . Pre\’lou!l "ND‘ + P13 HR (95% Cl) 0.70 (0.61 1o 0.81) HR (85% Cl) 0.79 (0.71 10 0.88)
y untreated, — - 70 o 70 4
unresectable, advanced or Q3W = 4 then NIVO 240 mg Q2w m'ég”?;;"i?:}‘?ﬁ 5
metastatic gastric/GEJ/ pet i x3) 60 | 60 -
ophageal adenocarcinom . = ey R
Mid oesophagus :s E FGHER: o Ek o at n =789 NIVO 360 mg + XELOX® QIW* or Secondary endpoints: = 50 4 PDL1 CPS=5 =2 50 4 A“ patlents
o known HER2-positive status NIVO 240 mg + FOLFOX' Q2we - 05 (PD-L1CPS=1orall Py 8
» ECOG PS5 01 randomized) 40 : 40 :
— - OS (PD-L1 CPS = 10) ! :
Lower cesophagus) Stratification factars - xs‘“:’?m * PFSE(PD-L1CPS210,1, or 30 E } 30 E
GEJ — = Tumer cell PD-L1 expression (= 1% vs < 13} sl i S o ized) E E . i H %
Proximal stomachy = Region (Asia vi United States/Canada v ROW) = ORRs 20 : : : 20 : -
P Erml ety N = 1581, Including 955 patients (60%) with PO-L1 CPS 3 § : ' i : : o -
Il (] - H
« Chemo (XELOX vs FOLFOX) 0 H : 4 10 4 ! M
| i 1 H | 10%
o T T ; T T T T T T T LI T T T T T T T 1 0 T T T T T T T LI L T T T T 7T T T T T 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
- m - h
At data cutoff (May 27, 2020), the minimum follow-up was 12.1 months' Time (months) Time (months)
No. at risk: No. at risk:
N H +. H h NIVO + chemo 473 440 380 315263 223 187 161 141118105100 94 81 66 53 37 24 17 6 2 0 NIVO + chemo 789733 625 509422 349 287 246212175 154 143129 106 87 67 48 30 23 9 2 0O
Ivo Ipl vs c emo Chemo 482424 353275216154 125 97 83 69 60 51 44 35 28 18 14 10 5§ 0 0 © Chema 7927015914756364273216170144118 98 87 76 57 45 27 21 17 9 3 1 ©
c NIVO + IPI Chemo d NIVO + IPI Chemo
100 (n =234) (n = 239) 100+ (n = 409) (n = 404) c 00 4 D 1004
N " NIVO + Chemeo NIVO + Chemo Chemo
90 Median OS (month) 11.2 1.6 90 Median OS (month) 1n7z 1.8 90 - in :-ﬂ;i 90 - n=789) =792
80 195% CI) 9.2,13.9) (10.1,12.7) 80 (95% Cl) .6, 13.5) (1.0, 12.7) Median PFS,* mo 83 6.1 Median PFS," mo 77 6.9
HR (96.5% C) 0.89 (0.71, 1.10) HR (96.5% CI) 0.91(0.77,1.07) 80 g%l 70093 581069 809 9% Cl 11086 871072
§ 704 s P value 0.2302 g 704 P value Not tested 204 HR{95% CI} 0.70(0.80t0 0.81) 704 HR (95% CI 0.79 (0.71 10 0.89)
T 604 T 60
E DOR13.2vs6.9Mm0 0., ¢ ., DOR13.8vs6.8mo_ e e
2 — Chemo 2 — Chemo 2 50 = =
£ 40- § 09 P »
[e] H o o
S s ., PDL1CPS25 20 All patients
20+ .‘ 204 H 30 o E 30 -
10 i 7o e 10 5 s :
' : “@pcomoo—©o H ~—n " -6-D0P, - 4
i : i e S 20 E ) _ 20 -
— T T T T T T 10 | % :m 10 4
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 ! [ s b mm
! ' 8% I 7%
) Months . Months 0 Tt Tt T 0 T — T T T
No. at risk No. at risk 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0369 21 24 27 30 33 36 39 42 45 48 51 54 57
NIVO + IPI 234193156 131106 85 70 60 56 51 48 42 39 25 18 6 3 2 0 NIVO + 1Pl 409332279235197 162132102 90 79 68 62 59 36 25 10 5 3 0
Chemo  239211176143110 74 56 45 39 31 27 22 18 12 7 2 1 1 0 Chemo  404359305255189134 98 84 71 56 43 86 31 23 15 9§ 3 2 0 Time (months) Time (months)
No. at risk: No. at risk:
NIVO + chemo 473 386 261 188 143 115 93 75 62 53 47 40 35 26 19 15 8 5 2 O NIVO + chemo 789 841 432 297 210 167 127 98 82 68 61 50 44 34 23 18 10 7 4 0
Chemo 482 331204 115 81 58 48 37 32 29 25 23 177 13 11 7 5§ 1 0 O Chemo 792552 359 212134 95 74 59 44 38 31 29 22 16 12 &8 6 2 1 o

Nivo + FOLFOX as standard 15t line Lancet 2021; Nature 2022; JCO 2024
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KN859 and KN590

\ \ \
e \ Key Eligibility Criteria Pembralizumab 200 mg IV Q3W E \ . : Pembrolizumab 200 mg IV Q3W
4 « Histologically or cytologically confirmed for <36 cycles (~2 years) A e Al llivi bl i X for <35 cycles (~2 years)
§ | adenocarcinoma of the stomach or GEJ i " \ *Locally advanced/metastatic +
* Locally advanced unresectable or Chemotherapy (FP or CAPOX)* esophageal adenocarcinoma, Chemotherapy® (FP)
sl ESCC, or Siewert type | GEJ
P adenocarcinoma
* HER2-negalive slatus (assessed locally) X
+ Known PD-L1 status (assessed centrally Placebo IV Q3W ’ ‘ : g;(a:lss_lr_a!qeflsease per
Upper oesophagus. using PD-L1 IHC 22C3 pharmDx) for <35 cycles Rpte cesophag . M Placebo IV Q3W
« No prior treatment + « No prior treatment for £35 cycles (~2 years)
+ECOG PS 0or 1 Chemotherapy (FP or C. +ECOG PS 0 or 1 by
g Chemotherapy® (FP)
Mid oesophagus Stratification Factors End Points Mid ossophagus
L Geographwclreguon (Asia vs Australia/Europe/lsraell = Primary: OS Stratification Factors End Point
| North America vs rest of world) + Secondary: PFS, ORR, and DOR | + Geographic region (Asia vs rest of world) « Primary: OS; PFS©¢
N PD'M CPS (<1vs 21) ) (all per REGIST v1.1 by BICR) and safety « Histology (adenocarcinoma vs squamous cell carcinoma) « Secondary: ORR?, DOR?, safety, PROs*
+ Choice of chemotherapy (FP vs CAPOX Y \ + ECOGPS (0vs 1)
H Lower oesophagus
A All patients oAl :
. s v 550 55 » Overall Survival: ITT Population
= 12 months — Pembrolizumab 603 129 months (11.9-14.0) 100
£ 53% (95% C149-5 — Placebo 666 115months (106-12:1) 078 (070-047) . E:'E;',‘ "“"""‘“‘m* D wresw oy
g 6o 47% (95% (1
e I A mombs . Pembrolzumab + | 331 (88.7) 123 (10.5-14.0) 0.72 (0.62:0.84)
2 4 1 28% (95% 01 25-32) 3 chemotherapy
s w2500 " 505% Placebo + 363 (96.5) 98 (88-11.0)
0 ) chemetherapy
10 B PSSR 2
@ %
5 10 15 20 % 30 35 40 45 50
Numberatrisk
(number censored)
Pembrolizumab 790 663 490 343 240 143 95 55 19 3 0
(@ (0) () ) 29) (87) (3) (141) (168) (184) (187)
Placebo 789 636 434 74 169 95 8 2% 10 o o
©) (8) @) ©) an 67) 82) (101) (13) (123) (123)
o 6 12 18 24 30 36 42 48 54 60 66
B Months
> o stk i, ™ rer s @ " w P “ u 2 )
‘gg P D Ll C Ps_ 1 Events Median overall survival (95% C1) HR (95% CI) s 204 8 0 & a 3 2 18 " 5 ]
~ o 12 months Pembrolizumab 464 130months (116-142) T cPS 210 Escc ESCC and CPS 210
£ 52% (95% €1 48-56) Placebo 526 11.4months(105-120) Pembro + chemo  Placebo + cheme  Pembro+ chemo  Placebo +chemo  Pembro + chemo  Placebo + chemo
% 60 46%(95% €142-50) 24 months n=186 n=197 n=274 n=274 n=143 n=143
L 30%(95% €1 26-33) OS. HR (85% CI) 0.64.(0.52-0.80) 0.71.(0.60-0.85) 0.60.(0.45-0.76)
R 16%(95% C1 15-21) 5-y OS rate, % 12.8 38 18 34 138
10
et ® B B ® & @& # &b Progression-Free Survival: ITT Population
Number at rie
(number censored)
Pembrolizumab 618 s 383 269 192 2 8 a6 17 3 0 ‘ E::;;’ | M"’"";:r‘:’ﬁw 01 R (95w cy
(o) 0) {0) () (24) (66) (88) (114) 3n (151) (154) iE»
Placebo 617 493 339 206 126 66 4 20 7 ] o e m ro + C e m 0 a S = Pembrolzuman + | 313 (83.9) 63(827.1) 064 (0.54-0.75)
(©) () (6 © (@) (s1) (62) ) (849 @ (91) 2 chemotherapy
£ Placebo + 339 (90.2) 58(5.06.0)
C t . ﬁ chemotherapy
PDL1 CPS2> 10 B e standard 1%t line, CPS 21 ;
= Pembrolizumab 188 157 months (13-8-133) 065(053-079) ) — I3
Plaebo 26 11:8months (103-127) ¥
100 H
%0 12 months g
@ gv 61% (95% CI55-66) & 80% 6.3% 55%
E 48% (95% (142-54) 24 manths +
] gg 38%(95% €132-44)
H 21% (95% C116-26]
Z » : 6 12 18 24 30 36 42 1 P P P
) Months.
&3 fo.atrisk 37 210 n 50 ® 2 2 " 2 ° a 1
10 78 2 3 15 5 ' o 0 0 0 o o
o i
1) s 10 15 20 % 30 35 40 45 50 CPS 210 ESCC ESCC and CPS 210
Time since randomisation (months) Pembro +chemo  Placebo + chemo  Pembro +chemo  Placebo + chemo  Pembro+ chemo  Placebo + chemo
("u::en:::‘:‘:m n=186 n=197 n=274 n=274 n=143 n=143
Pembrolizumab 279 20 193 13 104 76 5 30 10 2 o PFS HR (85% CI) 0.510.40-0.64) 0.65(0.54.0.78) 0.53(0.41-069)
© ) 1) (© sy a1 “n 165) ] (®9) (31 EVIEES ek s o G/ o) L o
Placebo 272 20 154 ] 67 37 26 12 6 o L] - o
© Q) @ @ (0 1) o8 Gs) 40 (46 (46

Lancet Oncol 2023; ASCO Gl 2024



Immunotherapy in metastatic gastroesophageal cancer: 1% line
CheckMate648: ESCC

Nivo + chemo or nivo+ipi as standard 15t line for squamous

Key eligibility criteria NIVO 240 mg Q2W + A Overall Survival in Patients with Tumor-Cell PD.L1 Expression of 21%
» Unresectable advanced, chemo (fluorouracil + cisplatin)d Q4we Primary endpoints: 100 12.Mo Median Overall
Upper oesophagus . 5
9! recurrent or metastatic ESCC f 2 % overall survival No.of  Survival
» 0S and PFSf (tumor cell PD-L1 2 1%) £ g0 | :
* ECOG PS 0-1 3 o : Patients  (95% Cl)
_ ) & ] o
« No prior systemic treatment for NIVO 3 mg/kg Q2W + et dhointa: 5 o 7 Nivolumab + Nivolumabs 158 137 (112-170)
| advanced disease IPI 1 mg/kg Q6we oy CACPOlIES: 5w | ipilimumab Ipilimumab
Mid oesophagus. % 7 + 0S and PFSf (all randomized g W b Chemotherapy 157 9.1 (7.7-10.0)
Measurable disease
- g 20 : Hazard ratio for death, 0.64
+ ORR' (tumor cell PD-L1 > 1% and 10 i Pty e (98.6% C1, 0.46-0.80) H .
WRELN] Chemo (fluorouracil + cisplatin)d Q4we all randomized) IBEEEEE R R ) Froo N IVO + Ipl
Months
— Lower oesophagus Stratification factors No. at Risk
% i : b i Nivolumab+ipilimumab 158 136 116 98 89 63 50 40 31 20 11 9 4 0O
GEJ — T""f“ el EDy '_‘1 Sxpression e el 90 Chemotherapy 157135105 72 52 36 21 12 8 4 2 1 1 O
Proximal stomach + Region (East Asiac vs rest of Asia vs ROW)
« ECOG PS (0 vs 1) B Overall Survival in the Overall Population
« Number of argans with metastases (1 vsz 2) 100- 12-Ma Median Overall
Body/fundus g % overall survival No. of Survival
/ s ¥ i Patients  (95% ClI)
—— Antrum/pylorus & ;3 | mo
4 ‘.5, 50- gl Nivolumab + Nivolumab+ 325 127 {113-15.5)
& 40 h ipilimumab Ipilimumab
1 5 30 | Chemotherapy 324 107 (9.4-11.9)
ivo + chemo B ; e o for et 075
< 10 : Chemotherapy (98.2% €1, 0.62-0.8)
Tt T T T T T T T T P=001
A Overall Survival in Patients with Tumor.Cell PD-L1 Expression of =1% C Progression-free Survival in Patients with Tumor-Cell PD-L1 Expression of 21% 0 3 6 9 121518 21 24 27 30 33 36 39
100 12Mo Median Overall 100 1Mo Median No. at Rk Montw
2 overall survival No. of Survival E 90 progression-free survival Progression- Nivolumab-+ipilimumab 325 274 232 191 166 120 97 77 55 33 22 12 6 0
g Patients (95% CI) 3 80 No. of  free Survival Chemotherapy 324281229171131 93 56 41 23 9 5 2 1 O
I3 mo F ™ Patients  (95% CI)
s [ 158 154 (1L9-195) 5 :g' o C Progression-free Survival in Patients with Tumor-Cell PD-L1 Expression of =1%
& cl & Lol Nivolumab+ 158 69(5.7-83) 100 X X Median
£ Chemotherapy 157 9.1 (7.7-10.0) 2 ol ’ Chemotherapy g S} pogisttionhes il Progression-
§ E 30 1 Nivolumab-+ Chemoth; 44 (2.0-5 & 8 i No.of  free Survival
§ Hazard ratio for death, 0.54 g 20 . chemotherapy emotticspyl % | Bil2ssd) T : Patients  (95% CI)
Chemotherapy (99.5% Cl, 0.37-0.80) S 104 10 Hazard ratio for disease 5 23 ! i
| RSEUIN TR FR [ [ Ea o ) e e e e | P<0.001 Tt T T T T progression or death, 0.65 & | Nivolumab+ 158 40 (2.4-49)
0 3 6 9 1215 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 {98.5% C, 0.46-0.92) g ;g b i \pilimamab
. Months Months P=0.002 20- » ipilimumab Chemotherapy 157 4.4 2.9-5.8)
No. at Risk No. at Risk 10-|Chemotherapy . Hazard ratio for d
Nivolumab+chemotherapy 158 143 129 105 88 70 53 36 22 16 4 2 0 0 Nivolumab.+chemotherapy 158107 75 47 29 18 10 8 5 3 1 1 0 e o s
Chemotherapy 157135105 7252 36 21 12 8 4 2 1 1 0 Chemotherapy 1576735 17 5 1 11 1 1 1 1 0 0 3 6 9 1215 18 21 24 27 30 33 36 '(‘gfsseCLQ,y;.m','
> i Months P=0.90
B Overall Survival in the Overall Population D Progression-free Survival in the Overall Populati lo. at Ris|
P ‘ Fma i A Nivolumab-ipiimumab 156 78 46 38 31 18 14 13 8 7 4 2 0
100 12-Mo Median Overall 100 12-Mo Median Chemotherapy 15767 317 5 1 1 11 1 1 1 0
2 overall survival No. of Survival @ 904 progression-free survival Progression-
3 Patients  (95% CI) 5 80 i No.of free Survival D Progression-free Survival in the Overall Populati
K s z Zg— ! Patients (95% Cl) 100 12:Ma Median
s lurnab 321 132(111-15.7) ‘s q H mo z © progression-free survival Progression-
2 o a 50 I i 30 i p
& cl & 40l ' Nivolumab+ 321 5.8 (5.6-7.0) 2 % : No.of  free Survival
E Chemotherapy 324 107 (9.4-119) % 301 t24 R Chemotherapy £ & | Patients  {95% CI)
- 4 Chemotheraj 324 5.6 (4.3-5.9) ) e:
Hazard ratio for death, 0.74 20Chermotherapy S, >, chemotherapy Py 50 | .
Chemotherapy — (99.1% C1, 0.58-0.96) & 104 e Hazard ratio for disease } 40 ! NIIH:‘-::::; 25 29742
e e e e L S e e P=0.002 Tt T T T T progression or death, 0.81 § H] s hamiiie 24 564359
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 3 6 9 12 15 18 21 24 27 30 33 36 39 (98.5% Cl, 0.64-1.04) g 20 Chemotherapy ipilimumab Py i
Months Months P=0.04 10 16} Hazard ratio for disease
i . = 0t + death, 1.26
No. at Risk No. at Risk 0 3 6 9 12 15 18 21 24 27 30 33 36 T;i?ﬁ“f;::l?z,
Nivolumab-+chemotherapy 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0 Nivolumab-+chemotherapy 321216 136 81 53 35 18 13 10 6 3 2 1 0 bl Pvalue not tested
Chemotherapy 324281229171131 93 56 41 23 9 5 2 1 0O O Chemotherapy 324170 9043 19 8 5 4 3 2 2 1 0 0 No. at Risk
Nivolumab+ipilimumab 325149 86 65 52 31 22 18 13 10 5 2 O
Chemotherapy 32417090 43 19 8 5 4 3 2 2 1 0

ASCO 2021, Doki et al., NEJIM 2022



Immunotherapy in metastatic gastroesophageal cancer: 1% line

KN811

Patients
+ Advanced G/GEJ
adenocarcinoma
+ No prior therapy in
advanced setting
* HER2-positive

Stra ation Factors

Geographic region
PD-L1CPS
Chemotherapy choice

Upper oesophagus.

Mid cesophagus

Lower oesophagus

GEJ —
Proximal stomach

Pembro + tras + chemo if
HER2+ and PDL1 CPS> 1

Pembrolizumab 200 mg IV Q3W
+

Trastuzumab and FP or CAPOX?
for up to 35 cycles

Placebo IV Q3W
+
Trastuzumab and FP or CAPOX?

for up to 35 cycles

Dual Primary End Points
- OS
+ PFS (RECIST v1.1 per BICR)

Secondary End Points
+ ORR (RECIST v1.1 per BICR)
+ DOR (RECIST v1.1 per BICR)
+ Safety

A Dana-Farber
' Cancer Institute

PFS

—— Pembrolizumab group (n=350)
— Placebo group (n=348)

HR 073 (95% C10-61-0-87)

All patients

Progression-free survival (%)

T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Number at risk

(number censored)
Pembrolizumab group 350 296 234 173 139 102 84 67 59 53 41 31 24 20 14 6 2 1

(0) (16) (25) (28) (31) (39) (40) (47) (S1) (S5) (63) (68) (73) (77) (83) (91) (85) (96)
Placebogroup 348 274 184 121 93 71 55 43 34 25 23 21 17 1 6 4 2 0
(0) (22) (43) (52) (53) (56) (59) (61) (63) (68) (69) (69) (72) (78) (B2) (83) (85) (87)

—— Pembrolizumab group (n=298)
— Placebo group (n=296)

HR 071 (94% C10:59-0-86)

PDL1 CPS>1

Progression-free survival (%)

T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Number at risk Time since randomisation (months)

(number censored)
Pembrolizumab group 298 250 200 151 123 91 74 63 56 S1 39 30 23 20 14 6

(0) (13) (19) (21) (24) (30) (31) (34) (37) (40) (48) (53) (58) (61) (67) (75) (79) (80)
Placebogroup 296 231 152 100 78 58 45 34 28 20 18 16 14 10 6 4 2 0

(0) (19) (36) (43) (44) (46) (48) (50) (51} (56) (57) (57) (59) (63) (66) (67) (69) (71)

A All Participants

Percentage of Participants
3

Median
Overall

All patients Sunivl

No. of Events (%) (95% CI)
mo

200 (17.8-22.1)

16.8 (14.9-18.7)

Pembrolizumab 267 (76)
Placebo 288 (83)

Pembrolizumab

Hazard ratio for death, 0.80
(95% Cl, 0.67-0.94)
P=0.004

Placebo

No. at Risk
Pembrolizumab 350
Placebo 348

E)0E
292

12 18 24 30 3% 42 48 M4 60 66
Months

243 192 M4 116 34 62 49 32 s 0
220 165 125 102 74 59 37 16 6 0

OS

B Participants with PD-L1 Combined Positive Score of 21

Percentage of Participants
F

PDL1 CPS= 1

Median
Overall
Survival
No. of Events (%) (95% CI)
mo
201 {17.9-22.9)
15.7 (135-185)

Pembrolizumab 226 (76)
Placebo 244 (82)

Pembrolizumab

TR Al Hazard ratio for death, 0.79

(95% CI, 0.66-0.95)

Placebe

No. at Risk
Pembrolizumab 298
Placebo 296

265
244

T T T
12 18 24 30 36 42 48 54 60 66
Months

207 166 127 102 78 59 48 32 5
180 135 104 B85 63 50 30 13 3

oo

0s

Pembrolizumab gp 52
Placebo gp 52

100+
Median, mo
90 Events (95% CI)
80 Pembrolizumab gp 41 (79%) 18.2 (13.8-22.9)
Placebo gp 44 (85%) 20.4 (16.4-24.7)
704
60
501 PDL1CPS< 1
404
304
204
104
Hazard ratio, (CPS <1) 1.10 (95% Cl, 0.72-1.68)
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No.at Risk Months
4% 36 26 17 " 6 3 1 0 0 [
48 40 30 21 17 1 [ 7 3 3 0

Lancet 2023; NEJM 2024



What can we tell our patients? A Dana-Farber
P Cancer Institute

 The median OS improvement is 2-3 months with the
[ by addition of PD-1 (ITT)

Explain what
decision is to be
made

Match patient
preferences to Rx
options

e The PFSis 6-7 months for most frontline therapies for
HER2 negative disease

Assess patient SHARED DE C]S IDN Assess desired
values and MAK'NG degree for decision

preferences involvement

* There are clear differences in outcomes based on PD-L1
expression

Explain Use
robabilities and evidence-based .. . . . el
[“:,,;mi:;; e * The addition of anti-PD-1 agents introduces new toxicities

(~20%)

Explain all Rx options [0
withrespective pros |
and cons




Immunotherapy in locally advanced gastroesophageal cancer Dana-Farber

Cancer Institute

CheckMate577: Nivolumab for adjuvant therapy following trimodality therapy

Disease-free survival

+ CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial?

100
TR N Nivolumab Placebo
“ RESEARCH SUMMARY ] | KEy E‘Is‘bﬂlty critena I ; %0 (n =532) (n =262)
e p— r e em— = Stage II/Ill EC/GEJC n=532 Nivolumab K = 80 \\ M::::ZIDFS.-mnn:hs 'bzﬁl.:q , \ |}n1.i ,
juvant Nivolumab in Resected Esophage - Adenocarcinoma or squamous cell e 240 mg Q2W x 16 weeks Primary endpoint: ig e 1% TR @5% CIF 076 0051
or Gastroesophageal Junction Cancer carcinoma N =794 then 480 mg QAW . DFse R g - .76 (0.63-0.
Kelly Rj et al. DOI: 10.1056/NEJM0a2032125 * Neoadjuvant CRT + surgical resection - kS
S E 50
(RO,® performed within 4-16 weeks Secondary endpoints: E_ o
i izati o
Ry e Nivolumab 794 Patients s prior to randomization) « 0sf a 40
For patients with locally advanced esophageal or gastro- 532 1o N=262 » Residual pathologic disease - OSrateat1,2,and3 s 30 Nivolumab
esophageal junction cancer, neoadjuvant chemoradio- ey = b
therapy followed by surgery Is a standard treatment. 2 ypT1 or 2 ypN1 L years § 20 .
However, the risk of recurrence is high, especially » ECOG PS 0-1 n =262 “ 10
among the 70 to 75% of patients without  pathological U ‘ Placebo
complete response, and clinicians lack proven adjuvant Stratification factors 0 T T T T
therapis for these patients. o A [ 84 90 9
5 o 5 « Pathologic lymph node status (= ypN1 vs ypNO) Total treatment duration
Disease-free Survival in the Overall Population
FEINCA Al . + Tumor cell PD-L1 expression (2 1% vs < 1%°) of up to 1 year? MaZar fla
A phase 3, double-blind, randomized, placebo-controlled 532 375 308 250 234 220 208 19 180 165 97 2 15 7 2 ' )
trial to evaluate the effi of the checkpoint inhibitor e . 262 159 115 99 89 8. 74 68 5 10 4 C )
R S R e Sl ke £ ’ + Median follow-up was 24.4 months (range, 6.2-44.9)2
794 adults who had received standard therapy for stage 11 £ « Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%) + Clinically meaningful improvement in DFS with nivolumab vs placebo was maintained with longer follow-up
or 11l esophageal or gastroesophageal junction cancer d g \‘__“_“
but had residual pathological disease were assigned with- g .Nivolumab
in 410 16 weeks after surgery to intravenous nivolumab 5 » \"‘h‘—h
GO-minute infusions of 240 mg every 2 weeks for 16 g T Placebo sMadian (range) follow-up, 78.3 (60.1-96.6) months.
weeks and then 480 mg monthly) or placeba for a maxi- 2w
mum of 1 year. Median follow-up was 24.4 months. 10 =
INEE R ] Overall SUI'V'lvaI by pD-L1 CPS
AEswurh Na. at Risk Manths
Efficacy: Nivelumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 ¢

Median disease-free survival was 22.4 months with Placsbo 262 214 163 126 9 80 65 53 38 28 17 12 S 2 1 H
s Loy i " FDA approves nivolumab for resected PD-L1 CPS 2 1 PD-L1 €PS < 1
nivolumab was also associated with longer metasta-

i e i Gt esophageal or GEJ cancer

Safety: 100 (related to the trial regimen) Nivolumab Placebo ivolumab Placebo
. - 2 (n=381)  (n=204) (n = 54) 27)
The safety profile of nivolumab was similar to that £ - = 100 = 100
] fhue W Tw in Uskedn B Email & Print a :
seen in other types of solid tumors. The most common E w0 i s n " §_ i Median 05, months. 45.5 3.5 é 90 Median 05,* manths 39.2 52.8
high-grade nivolumab-related adverse events with po- = N N-260 3 95% €1 35.4-60.0 27.1-39.3 5 95% €I 26.0-54.8 24.4-NE
tential immunologic cause were pneumonitis and rash. g % % HR (95% CI) 0.79 (0.64-0.99) H 80 HR (95% CI) 1.40 (0.77-2.56)
£ 13% = amn 2" 1
| B e T 60 5 60 \ 1
o L
Tt e P . Nivolumab Placebo On May 20, 2021, the Food and Drug Administration approved nivolumab (Opdivo, § 5 b S iRt § 5 LL__ 1 - Pl
Further study R . . N 2 - o . P
« The longer-term effects of nivolumab on overall Bristol-yers Squibb Company) for patients with conpletely resected coophages] or g . s ® e
survival gastroesophageal junetion (GEJ) cancer with residual pathologic disease who have > 30 b 2w e
3 . . Z z -
» Whether standard chemotherapy would be more received neoadjuvant chemoradiotherapy. = ) =
z g a 1w Placebo L 20 Nivolumab
effective if given with checkpoint inhibitors . 3 rl ]
Efficacy was evaluated in CHECKMATE-577 (NCT02743494), a randomized, multicenter, 4 10 2 10
double-blind trial in 794 patients with completely resected (negative margins) esophageal a 0 ey s s s e e g sy & e
Links: Full article | NEJM Quick Take | Editorial or GEJ cancers who had residual pathologic disease following concurrent [] 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
b ioth Patients were ized (2:1) to receive either nivolumab 240 mg Months Months
or placebo every 2 weeks for 16 weeks followed by 480 mg of nivolumab or placebo every 4 N
weeks beginning at week 17 for up to one year of treatment. wom “ o 0 s 0 17 e 14 4 0

« Improvement in OS with nivolumab vs placebo was enriched in patients with PD-L1 CPS > 1

*Median (range) follow-up, 78.3 (60.1-96.6) months.

Kelly et al., NEJM 2021, ASCO 2025



Immunotherapy in locally advanced gastroesophageal cancer

NEONIPIGA: MSI-H/dMMR

« Phase |l study evaluating efficacy of neo-adjuvant nivolumab and ipilimumab followed

by adjuvant nivolumab in pts with resectable OGA MSI/dMMR, T2-T4 NxMO

ADJUVANT
treatment
9 cycles =9 mo

NEO-ADJUVANT treatment
6 cycles = 12 wks

NIVOLUMAB
240 mg g2w (30 min IV)
*

NIVOLUMAB

480 mg gdw (30 min IV)
IPILIMUMAB

1 mg/kg qéw (30 min IV)

<1 c2 C3 c4 C5 cs6
Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
- -y
Ipilimumab. Ipilimumab

ZO0O=0CIrOzT=—

Patients screened
)

Did not meet inclusion criteria (n=7)
Absence of dMMR/MSI-H status  (n = 3}
Cardiovascular disease (n=1)
Older than 75 years (n=1)

Logistics/COVID-19 pandemic (n=2)

Included
(ITT population)
(N =32)

|

Treated with neoadjuvant therapy (n = 32)
Six cycles completed {n=27)

Five cycles completed (n=1)
Three cycles completed (n=2)
Two cycles completed (n=2)
Not eligible for surgery (n=1)

Metastatic disease at inclusion (n=1)

Eligible for surgery
(PP population)
{n=31)

Did not undergo surgery (n=2)
——  Refused surgery and received (n=2)
additionnal injections of nivolumab

Underwent surgery
{mITT population)
(n =29}

= The primary objective was pathological complete response rate (pCRR).

FOLLOW-UP

q2mo for 2 years
then

qémo until 5 years
from inclusion

ClinicalTrials.gov: NCT04006262

A Dana-Farber
' Cancer Institute

o < Treatment
E ks * - = - —— Neoadjuvant
[ | * - —— Adjuvant
= *
| — & —
o = .
—— =
L] —_— * -
0 = * —_—
o * S Surgery
o 70 o * TRG 1a
| . * “ ¢ TRG 1b
5 ™ ’. a TRG 2
2 .
i o * * TRG3
o -
o +* _ —a
* B S—
o * —— End of treatment
; e * —— t Death
« Treatment of the study received entirely
- : . < Adverse event
- - cPS < Investigator's decision
g ” H-s » Still on treatment
* Ozs » Second tumor discovered
*t
T T
0 20
Time Since Neoadjuvant Treatment (months)
Nonmetastatic patient Metastatic patient
TRG Becker TRG Mandard
TRG 1a: complete tumor regression without 17 (59) TRG 1: complete regression/fibrosis without 17 (59)
residual tumor tumor cells
TRG 1b: < 10% residual tumor per tumor 4 (14y TRG 2: fibrosis with scattered tumor cells 4 (14r
bed TRG 3: fibrosis and tumor cells with a 2(7)
TGR 2: 10% to 50% residual tumor 2(7) dominance of fibrasis
TRG 3: > 50% residual tumor cells 6(21) TRG 4:. fibrosis and tumor cells with 4 (14)
dominance of tumor cells
TRG 5: tumor without evidence of 2:07)

pCR=17/29 (58.6%)

regression

JCO 2023



Dana-Farber

Immunotherapy in locally advanced gastroesophageal cancer y | )
PP Cancer Institute

MATTERHORN

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

100,
Pre-operative Post-operative (1-year duration) A
Study population 2 doses of 2 doses of 10 doses of 904 b
+ Gastric and GEJ adenocarcinoma d“”:'::‘::;:_ﬂ:—“bn 4 dose;nFrL%hT“bn placebo o ﬂ 80
- Stage I, lll and IVA c = . .
(>T2 NO-3 MO or T0-4 N1-3 MO) s No. of Participants Median
-+ Noevidence of metastasis D“I“’aIF"I'_'g?rh D"'Irval:fg_:" Durvalumab G 704 Durvalumab plus FLOT with Eventl Event-free
- Noprior therapy plus A Primary objective: B 60 ) ! Total No. of Survival
o 5 — 0 .
ECOGPS 0 or1 = g ! ! Participants (% 95% ClI
+ Global enrciment from Asia, Europe, Key secondary — 1 I P 0) ( 2 )
North America, and South America objectives: 15} 50 : : . R
+ Central review of ) 1 I mo
Stratification factors Placebo Placebot pathological complete %0 40+ : i 167/474 (35.2 NR (40.74—NR
g 5 o Durvalumab plus FLOT 167/474 (35.2)  NR (40.74-NR)
non-Asia a - \ \ .
= Clinical lymph node status: positive - 08 E : : PIaCEbO pll.ls FLOT 218/474 (460) 32.8 (2786 NR)
(RGNS Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15) & 20+ 1 1 Stratified hazard ratio for event or death,
= PD-L1 status: TAP <1% versus for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre-and ! : o,
TAP 21%" post-operative), followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles 10— : : 0.71 (95 /3 CI, 058—086)
' } P<0.001 by stratified log-rank test
. 0 — T T T T Tt T T T T T T T T 1
Pathological complete response 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Durvalumab plus FLOT showed statisti ignificant impi inp i plete response Months since Randomization
* oddxA:-ﬁo/;.:u No. at Risk
(95% Cl, 2.03-4.67)
= * <0.00001 Durvalumab plus FLOT 474 436 404 381 351 334 320 307 288 234 187107 88 33 20 2 1 O
< Placebo plus FLOT 474 429 392 360 329 302 278 264 245 202 160 89 65 26 21 2 1 O
o
o
g
& Durvalumab Placebo
Subgroup plus FLOT plus FLOT HR
0 No. of Participants with for Event
uumm(m:mn)u FLOT Plice:»:%!;n:JFLOT : Events/Total No. of Participants (%) (95% CI)
PD-L1 expression: TAP =1% —— 4 150/426 (35.2) 197/427 (46.1) 0.70 (0.57 to 0.87)
" PD-L1 expression: TAP <1% [ Y : 17/48 (35.4) 21/47 (44.7) 0.77 (0.40 to 1.46)
Combined complete and near-complete !
. p p PD-L1 expression: TAP =5% P e : 76/238 (31.9) 106/244 (43.4) 0.69 (0.51 to 0.92)
pathologlcal response PD-L1 expression: TAP <5% e : 91/236 (38.6)  112/230(48.7)  0.72 (0.54 to 0.95)
Durvalumab plus FLOT showed improvement in combined complete and near-complete pathological response PD-L1 expression: TAP =10% I @ T 27/102 (26.5) 42/101 (41.6) 0.57 (0.35 to 0.92)
3 o PD-L1 expression: TAP <10% e ! 140/372(37.6)  176/373(47.2)  0.75 (0.60 to 0.93)
(95% CI, 1.58-3.04) [}
30 <0.00001 T T T T
i 0.25 05 1 2
1 HR
B 2 < >
z 5 Durvalumab plus FLOT Better Placebo plus FLOT Better
2
63: 0
5 Near-complete pathological
= single cell il
ot e s ey ASCO Gl 2024
D“Nﬂ‘umm;ﬁ FLOT P‘aw:’r“’:&:'ﬁ)ﬂ-m resection, per modified Ryan criteria

Janjigian et al., NEJIM 2025
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HR (95% C1) Number Median HR (95% Cl)

HER2: 15t line

@ Anti-HER2 monoclonal antibodies b HER2TKI € Anti-HER2 biparatopic antibodies
HER2 L 2 oy pertumumabs o P o oft. > uver.alil
P 1 " " ~ patients  survival
i i, R.I :‘g.:i;m;:i ZOA) Of G EC (months)
T }.‘,".‘ Margetuimob o W
P memteane All = = 584  13.Bus111 0.74(0-60-0.91)
Vo +Lapatinib = Tuoatinty Pre-planned
s vt exploratory analysis*
e Tone IHC OfFISH positive [N S— 61 106vs72  0.92(0-48-1:76)
IHC 1+/FISH positive —_— 70 87vs10:2 1.24(0-70-220)
L 1 ) IHC 2+/FISH positive —e—H 159 123v510-8 0.75(051-1.11)
T P P T ( N IHC 3+/FISH positive ——i 256 179w 123 0.58(0-41-0-81)
5-FU/capecilabine IHC 3+/FISH negative ' | 15 17-5vs 177 0-83(020-3:38)
_ = 0 Post-hoc
v + CISplatln exploratory analysist
(N=290) IHC 0 or 1+ FISH positive —le— 131 100us87 107(070-1-62)
L ) IHC 2+ /FISH pasitive or IHC 3+ —— 446 16:0vs11-8 0.65(0-51-0.83)
ToGA HER2+ advanced . . .
gastric cancer i, 2 e
Fi F:
(N=584) P . ' N -avours trastuzumab plus chemotherapy avours chemotherapy alone
5-FU/capecitabine 8 Cvente Median HR
. . . vents ian
*HER2 IHC3+ or FISH positive + cisplatin overall
+ trastuzumab 1.0+ survival
- (manths)
(N=294) oo
—— Trastuzumab 120 160 0-6M
0.8 plus chemotherapy
074 — Chemotherapy alone 136 118
e T : HER2 IHC3+ or IHC2+/FiSH+
A overall 3 0.6
1.0 survival g (VL et e e BN L e O L - TORRpHE 2
(months) H
094 < 044
Trastuzumab 167 138 74(0-60-0-91) 0-0046 a :
0-84 plus chemotherapy 0-31 :
z . . é
Z 06+ ] i :
= 118 1160
e 0_5_ ________________________ 0 I T 1 L 1 1 T 1L 1 L 1 1 U T 1 L} T 1
L T 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
= H Ti the
< 04 Number at risk sl
A } y Trastuzumabplus 228 218 196 170 142 122 100 84 65 51 39 28 20 12 11 5 4 1 0
03 : : chemotherapy
o4 P Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0 0
H i alone
014 i |
11 | i 138 b h l I l
0 T T T T SR [ | T T T T T T T T T T 1 Trastuzuma + C e O
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Lancet. 2010

Time (months)



HER2: 15t line

A Dana-Farber
' Cancer Institute

S

» Advanced G/GEJ
adenocarcinoma

* No prior therapy in
advanced setting

* HER2-positive

Stratification Factors
Geographic region
PD-L1CPS
Chemotherapy choice

Pembro + trastuzumab + chemo if
HER2+ and PDL1 CPS >1

Lancet. 2023; NEJM. 2024

Pembreolizumab 200 mg IV Q3W
+

Trastuzumab and FP or CAPOX?
for up to 35 cycles

Placebo IV Q3W
+
Trastuzumab and FP or CAPOX?

forupto 35 cycles

Dual Primary End Points
- 0s
» PFS (RECIST v1.1 per BICR)

Secondary End Points
+ ORR (RECIST v1.1 per BICR)
+ DOR (RECIST v1.1 per BICR)
+ Safety

ORR
72.6% vs 59.8%

PFS

Progression-Free Survival, %
w
2

100
Median, mo
90 Events (95% Cl)
80 Pembralizumab gp 258 (74%) 10.0 (8.6-12.2)
Placebo gp 263 (76%) 8.1 (7.0-8.5)

601 All patients

o~ | Hazard ratio, 0.73 (35% CI, 0.61-0.87)

0 L e e e e e e
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

i . at Ris Month:
Medlan PFS Fsmhm\izunu:w";;ﬂk 234 139 83 &7 57 on ?E 29 19 12 2 o
10.9 VS 7.3 mOnthS Placebo gp 348 184 3 55 35 28 23 18 17 ] 2 o
1004

Progression-Free Survival, %
w
<

Median, mo
Events (95% CI)

Pembrolizumab gp 221 (74%) 10.9 (8.5-12.5)
Placebo gp 226 (76%) 7.3 (6.8-8.4)

PDL1CPS21

10

Hazard ratio, 0.72 (95% Cl, 0.60-0.87)
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

No. at Risk Months
Pombrolzumab gp 208 200 123 7 50 50 ® 2% 1 12 2 0
Placebogp 296 152 78 45 29 2 19 1 13 ] z 0

A Al Participants

100,

Percentage of Participants
3
g

Median
. Overall
Survival
A” patlents No. of Events (%) (95% CI)
mo
Pembrolizumab 267 (76) 20.0(17.8-22.1)
Placebo 288 (83) 16.8 (149-18.7)

Hazard ratio for death, 0.80
(95% €1, 0.67-0.94)
P=0.004

Pembrolizumab

Placebo

No. at Risk
Pembrolizumab 350
Placebo 348

Months

311 243 192 144 116 84 62 49 3R H [
292 220 165 125 102 74 59 37 16 6 0

B Participants with PD-L1 Combined Positive Score of =1

Percentage of Participants
k=3
7

PDL1CPS21

Median

Overall

Survival

No. of Events (%) (85% CI)

mo
Pembrolizumab 226 (78) 20.1(17.9-22.9)
Placebo 244 (82) 15.7 (13.5-18.5)
Pembrolizumab
Ntlong 1 Hazard ratio for death, 0.79
(95% C1, 0.66-0.95)

Placebo
————— T
6 12 1 24 30 36 42 4 54 [ 66 -
i Median OS
No. at Risk 20.1 vs 15.7 months
Pembrolizumab 298 265 207 166 127 102 78 59 48 32 5 0
Placebo 296 244 180 135 104 85 63 50 30 13 3 0 J
1 -
Do Median, mo
90 Events (95% CI)
80 Pembrolizumab gp 41 (79%) 18.2 (13.9-22.9)
Placebo gp 44 (85%) 20.4(16.4-24.7)
704
60
2
g 501 PDL1 CPS< 1
404
304
20
104
Hazard ratio, (CPS <1) 1.10 (95% CI, 0.72-1.68)
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at Risk Months
Pembrolizumab gp 52 46 36 26 17 14 6 3 1 o ] 0
Placebogp 52 48 40 30 21 17 1 9 7 3 3 o




HER2: 15t line

Investigational

Zanidatamab 4 HER2
4
6%
s
00”‘00 %\fp 6‘00 ORR
5 D 76%
F® 2
& . q
& Median PFS Median OS
- Extracellular 12.5 mo 36.5 mo
A B
Intracellular All patients (N=46) All patients (N=46)
Number of events, (%) 29(63%) Number of events, n (%) 23(50%)
Zanidatamab + mFOLFOX6 12/24(50%) Zanidatamab + mFOLFOX6 13/24(54%)
Zanidatamab+CAPOX 16/20(80%) Zanidatamab + CAPOX 9/20(45%)
Zanidatamab+FP 142 (50%) Zanidatamab +FP 1/2 (50%)
Fc Patients censored, n (%) 17 (37%) Patients censored, n (%) 23 (50%)
\ ) Median progression-free survival, manths (95% Cl) 12.5(82-21.8) Median overall survival, months (95% Cl) 365 (23-6-NE)
~ 100 + Censored
g
3 80 £
8 60 z
g o
= s Single arm trial: g w &
Eligibility criteria Zanidatamab + clinician’s Primary endpoint S S A o e e e e e st A, e s
L 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Adad =18 t the ti £ choice of chemotherapy N
=Ly SRS S TINCO Zanidatamabe® » Investigator-assessed (cemored)

signing informed consent

IV Q3W + CAPOX®

CT/MRI scans

confirmed ORR

Total

46 36 32 25 22 17 14 12 10 9

65542110

7
(©) G} (4) (6) (6) (7) (9) (9) (9) (10)(10)(12)(12) (13) (13) (14) (15) (16)(16) (17) ()
6

46 43 41 38 37 36 35 32 27 24 22 19 16 14 13 13 8 7 4 2 O
© @@ @ @63 @ @@ IE @ 001)(12)(12)(16)(17)(20)(21)(23)

HERZ2-expressing advanced or Zanidatamab+ mFOLFOX6 24 16 14 12 12 10 8 6 5653 21111110 242 2711818171615 31211 8 8 7 5 3 2 0
-p 8 Zanidatamab?® Q6W per © (3) @ (6) (6) 6) () () 7 B) (B) 10D () (5) (5) () ) (B) () (©) (0) (0) (8} (0) (0) (0) (0) (0) (0) (1) (4) (4) (5) () (0) (0) (0) (2) (3) (5)
- Zanidatamab + CAPOX 30 18 16 12 6 [ - 2019 18 18 17 17 17 15 13 11 10 8 7 6 6 6 2 2 1 O -
metasiatic | 9 5.5 333 3.3 33 2
5 IV Q3W + FPd RECIST v1 .11 Select secondary endpoln‘s (@) (©) (©) (© (©) (1) 2) 2) () (©) (0) (0) (0) (O) (@ (V) ) () () ¢} () © () (2) () (3) 3) B) @) @) @) ) (5) (6) (6) (2) (2) (6) (6) (1) (7) ()
* Part1:IHC 3+ or [HC 2+ - DOR Zanidatamab+FP 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1 © = = = 2-2,°2°3 2222114111111 1.0 -
regardless of FISH status per Zanidatamabbe . (0) (0} (0) (9) (0) (0) (0) () (0) (0) (0) (O) (0) {O) (0) (O) (O} (1) () () () (0) (0) (0) (0) (0} (0} (O) (@) () (O} (0) (0) (O) (O) (0] (0) (0) (1) (-} (=) ()
local or central assessment IV Q2W FOLEOX6 i - PFS
- + m
Part 2: IHC 3+ or IHC 2+/FISH+ Plasma ctDNA - 0S

per central assessment
Measurable disease per
RECIST v1.1'
Baseline ECOG PS 0 or 1
No prior HER2-targeted
treatment

After the first 25 patients
were enrolled and treated,
antidiarrheal prophylaxis®
was added for all
subsequent patients

ASCO 2025; Elimova et al., Lancet Oncol 2025

samples at baseline
and on treatment
using NGS testing
(Guardant360)

+ Rate and severity of AEs

Exploratory endpoint
+ Potential biomarkers for
prognostic prediction

Global phase Ill, HERIZON-GEA-01 ongoing:
zanidatamab + chemo +/- immunotherapy
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HER2: 2" line

A Overall Survival
Trastuzumab-deruxtecan 100
_+Dxd W’uﬁ"'\ Medisn
| - 0+ Overall
5 : No. of Deaths/ Survival
l \ 3 ol T : No. of Patients (95% C1}
£ H ] mo
T 5 H
| H “L.‘“Sl . 5 § ' .
A0S0 0808 (| 133808000 S - i P sty [t e pE Median OS
g a0 H PN denamecan e g
werz [l § w0 i L. Ty P e /%2 34(63-107) 12.5 vs 8.4 months
\I e 20 H ' | Hazaed ratio for death, 0.59
u 10 i} Physidian's choice R (95% C1, 0.39-0.38)
\ H uf:hrmnth‘trapr P=0.01
lysosome o 3 ] 9 12 15 18 21 24
o000 = Manths ORR
DNA damage and~—" No. at Risk 0,
apoptotic cell Trastuzumab dertecan 125 115 38 54 3 14 7 3 [ 51 VS 14 A)
death Physician’s choice 62 54 7 19 10 2 2 0 o
of ehemotherapy
B Progression-free Survival
. 100-
DESTINY-GastricO1 N
— P 804 H | Pragressionfree
\ : ] i
Primary cohort (HER2 positive [IHC 3+ or IHC2+/ISH+]) i \ i ; g e v
E - Progressed on trastuzumab-containing regimen ; w0 -L_ \LZEL‘_‘ Thestuimidh 7128 sst:‘;fﬁ 9
. H Deruxtecan
g 40 v : o . q
St Iati G A R e e Median PFS
udy population £ s ni e Hazad rto for & dest 5.6 vs 3.5 th
: g i (azard ratio for disease progression or death,
— HER2-expressing advanced : Physician’s choice 10 Lﬂ e 0T sl oa o) O VS 9.9 MOnhs
gj;tlgﬁg;rggl%ig:n?ﬂcjgllzgmse ? {uiEinsiEChaE e kel o) 0 3 5 9 ;z 15 13 21 4
fluarapyrimidine and a platinum agent R Months
.
A Exploratory cohorts (HER2 low) ;‘.:;:;:::n derudecan 125 23 20 12 5 3 1 o
- Anti-HER 2 treatment naive Physician's choice 62 19 5 Q o (] 0 0 1]
- - - T of chemotherapy
Stratification factors (primary cohort) I Cohort 1: HER2 (HC 2+1SH-) |
— Reqgion (Japan or Karea) o T-DXd (N = 20)
e N Cohort 2: HER2 (IHC 1 T-DXd 6.4 mg/kg |
—HERZ status (IHC 3+ or IHC 2+SH+) o OTD)-(d NJZD +) | (N =79)
DS 2 100 Median OS2
. 12.1 months
DESTINY-Gastric02 80 (95% Cl, 9.4-15.4)
S
Key eligibility criteria Primary endpoint = 601
* Pathologically documented, unresectable or * Confirmed ORR by ICR %
metastatic gastric or GEJ cancer ) a
T-DXd Secondary endpoints® = a0
» Centrally confirmed HER2 positive disease 6.4 mg/kg Q3W * PFSbylICR g
(defined as IHC 3+ or IHC 2+/ISH+) on biopsy N = 792 e 0S | ORR 38%
after progression on first-line trastuzumab- * DoR 207 | Median [gslj/n C|]:L_12_.l1 (9.4,15.4) . (J
containing regimen * Safety foz: L:::‘ |
* Patient-reported outcomes | +  Censored Cases
« ECOGPSOori1 B T it I
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23
No. at Risk Time (Months)
. 79 78 74 73 66 62 59 53 50 47 41 37 26 19 14 13 11 10 9 7 5 3 1 0
Int J Mol Sci. 2021; NEJM. 2020; Lancet Oncol. 2023




HER2: 2" line Dana-Farber

Cancer Institute

A Overall Survival

Median
100+ Overall
No. of Survival
8 804 Deaths (95% C1)
i . mo
. o 60 : Trastuzumab 124 14.7 (12.1-16.6) Median OS
DESTINY-Gastric04 F | Deruiecan
2 L0l ' ' Ramucirumab+ 142 114 (9.9-15.5) 14.7 vs 11.4 months
T ' ' Paclitaxel
g H H rastuzumab Deruxtecan
H : :
& 209 H | Ramuciramab + Paclitaxel Hazard ratio for death, 0.70
: ' (95% Cl, 0.55-0.90)
L s T T S S T R S P=0.004
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Trastuzumab deruxtecan 246 219 185 134 94 65 45 30 21 12 2 1 1 1 O 0,
Ramucirumab+ 248 204 150 109 76 52 36 18 9 4 3 3 0 ORR 44%
& = litaxel
Patient Population Primary Endpoint -
T-DXd * 0OS B Progression-free Survival
* HER2+ (IHC 3+ or IHC 2+/ISH+)2 GC/GEJA 6.4 mg/kg Q3W Median
? Secondary Endpoints 100+ Progression-free
* HER?2 status confirmed locally or centrally® on a 2 =Y = P No. of Survival
; ; ; PFS (INV) s sl Events (85% 1)
recent biopsy obtained after progression on - Confirmed ORR (INV)® £
= mo
IrastiaTah * DCR(INV)® § 60 Trastuzumab 166 6.7 (5.6-7.1)
. . e Deruxtecan
ECOGPS Oor 1 RAM + PTX¢ st b ¥ oo Ramucumabr 156 56 (49-58 Median PFS
* No clinically active CNS metastases® v Sy 5 : Paclitaxel
I H
5 ' o 6.7 vs 5.6months
T ~ = ' Trastuzumab Deruxtecan Hazard ratio for disease progression
Stratification factors Exploratory Endpoints Poong Ramucirumab+ Paclitaxel or death, 0.74 (95% CI, 0.59-0.92)
*  HER2 status (IHC 3+ vs IHC 2+/ISH+) * PROs R pom F=0.007
* Geography (Asia [excluding mainland China] vs Western Europe Months
vs mainland China/rest of world) No. at Risk
* Time to progression on 1L therapy (<6 months vs 26 months) ;msmz_umat-bdemnecan = 1 12§ N ig e 12 7 4z 1 zl) .
amucirumap+
paclitaxel
C Duration of Response
100+
Median
Duration of
2 80-{ No. of Response
% Events (95% C1) Median DoR
60
s " 7.4 vs 5.3months
g Trastuzumab 62 7.4 (5.7-10.1)
g 40+ Deruxtecan
8 Ramucirumab+ 52 5.3 (4.1-5.7)
E 204 Trastuzumab Deruxtecan Paclitaxel
o : ' : Ramucirumab+ Paclitaxel
0 Z‘! é é 1‘2 1‘5 lIZ l‘l 2‘4 2‘7 3‘0
Months
. No. at Risk
ASCO 2025, Shltara et al,, NEJM 2025 Trastuzumab deruxtecan 104 81 45 29 17 10 6 2 2 1 0
Ramucirumab+ 69 50 19 12 6 4 2 2 1 1 0

paclitaxel



CLDN 18.2

Nonmalignant cells
—Apical membrane

| 1 1 - 1 .
Pixiy(f 9 9 8 9 8 9 T ¢ Claudin18.2
N NN NN\ —Basolateral membrane
“\—Basement membrane

Cancer cells

~35% of GEC

SPOTLIGHT

Key Eligibility Criteria

= Planned
Pm“w;:b'l"mm:;é'é " (N = 550) Zolbetuximab Zolbetuximab
e 800/600° mg/m? IV Q3W + 600 mg/n¥ IV Q3W +
lenocarcinoma (n=283)

mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W*

CLDN18.2+ (2 75% of
tumor cells demonstrating
moderate-to-strong
membranous CLDN18
staining)”

HER2-

ECOG PS5 0-1

Stratification Factors
* Region (Asia vs non-Asia)

Cycles 14
(42 dayslcycle)

Cycles 5+
(42 daysicycle)

~&

Placebo IV Q3W +
mFOLFOX6 IV Q2W

Placebo IV Q3W +
5-FU + folinic acid IV Q2W*

0 n = 282) Cycles 1-4 Cycles 5+
:‘; m;::,:g?";z\m >3) { ' (42 daysicycle) (42 days/cycle)
* Prior gastrectomy
(yes vs no)
Primary Endpoint Key Secondary Endpoints Secondary Endpoints
- PFS’ *+ OS -+ TTCDin GHS/QoL, « ORR' « Safety
PF, and OG25-Pain - DOR' - PROs
Zoleriodeiah CAPOX Chemotherapy
o ay 1 Yo
ach 21-day cycle thereafter O:aliplatin

= Administered by IV infusion
= 130 mg/m’ on Day 1 of each 21-day cycle
for up to eight cycles

Capecitabine

= Administered orally

« 1000 mg/m? twice daily on Days 1-14 of
each 21-day cycle

= Administered at the investigator’s
discretion from Cycle 9 onward

Placebo

« Administered by IV infusion

+ 800 mg/m? loading dose on Cycle 1, Day 1

+600 mg/m? on Day 1 of each 21-day cycle thereafter

FDA approves zolbetuximab-clzb with
chemotherapy for gastric or gastroesophageal
junction adenocarcinoma

Fonws | XPost | in Likedn | 38 Emaa | & Prnt

On October 18, 2024, the Food and Drug lion approved

(Vyloy, Astellas Pharma US, Inc.), a claudin 18.2 (CLON18.2)-directed cytolytic antibody,
with imidine- and pl taini for the first-line treatment of
adults with locally advanced unresectable or metastatic human epidermal growth factor
receptor 2 (HER2)-negative gastric or junction (GEJ)

whose tumors are CLDN18.2 positive, as determined by an FDA-approved test.

Today, FDA also approved the VENTANA CLDN18 (43-14A) RxDx Assay (Ventana
Medical Systems, Inc./Roche Diagnostics) as a companion diagnostic device to identify
patients with gastric or GEJ adenocarcinoma who may be eligible for treatment with

Nat Rev Clin Oncol. 2024; NEJM. 2024

A Progression-free Survival

Median
100+ Progression-free
90- No.of No.of Survival
Patients Events (95% CI)
80+ mo
£ 70 Zolbetuximab + Chemotherapy 537 312 9.2 (8.4-10.4)
-% - Placebo + Chemotherapy 535 369 8.2 (7.6-8.4)
&0 Hazard ratio for disease progression or death,
g 507 0.71 (95% Cl, 0.61-0.83)
£ 40 ,
g i
& 20 : N ) Median PFS
204 ' 117 Zolbetuximab + chemotherapy
: : 9.2 vs 8.2 months
10 ' i :
H , 8. Placebo + chematherapy
0 T T T T T : T T T T T \. T T T T T i T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Months
No. at Risk
Zolbetuximab 537 459 397 321 249 183 145 120 100 82 72 58 42 3% 31 28 21 19 16 11 10 8 5 1 1 1 O
Placebo 535 474 400 300 220 148 101 82 59 46 37 30 22 20 15 10 7 5 5 4 4 2 1 0 0 0 O
B Overall Survival
Median
100~ Overall
90 No.of  No.of Survival
7 Patients Deaths (95% CI)
804 mo
2 50 Zolbetuximab + Chemotherapy 537 377 164 (15.0-17.9)
8 Placebo + Chemotherapy 535 424 13.7 (12.3-15.3)
=
é 60 Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)
:;’n 50
g o . Median OS
I H
& 307 ; 16.4 vs 13.7 months
20 H .
H : Zolbetuximab +
10 \ : chemotherapy
0 H ' : ! Placebo + chemotherapy
T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Months
No. at Risk

Zolbetuximab 537 497 462 427 387 343 303 273 249 213 174 159 140 109 96 75 60 47 39 30 25 20 14 10 7
Placebo 535 506 463 409 362 317 278 239 204 169 135 119 102 85 65 50 38 28 21 17 17 11 6 3 3




CLDN 18.2: AE’s A Dana-Farber

' Cancer Institute

Table $10. Adverse Events in the Safety Analysis Set in SPOTLIGHT and in GLOW

SPOTLIGHT GLoOw
Zolbetuximab + Placebo + Zolbetuximab + Placebo + A B ) .
mFOLFOX6 mFOLFOX6 CAPOX CAPOX 100, GHs/et 100, Ay R ciosiy
Event — no. (%) (n =279) (n=278) (n = 254) (n = 249) 3E 8 ig 0
Treatment-emergent adverse events 25 &l £5 6]
Al 278 (99.6) 277 (99.6) 251 (98.8) 244 (98.0) 25 0] Wedantme,  HR £8 ol Wedangme,  HR
28 304 months (95% Cl1) £ 8 304 months (95% CI)
Grade 23 244 (87.5) 219 (78.8) 186 (73.2) 175 (70.3) 5% o] Tae  om B8 @ om  om
Serious 133 (47.7) 129 (46.4) 123 (48.4) 126 (50.6) i L N 1 R = ol 1380 O g
Treatment related adverse avents A O IESEEOR oS ees
"Ceading t© dose mierruption uaze e
(oray sy g 217 (778) 130 (46.8) 168 (66.1) 108 (43.4) £ sneapssmatigiLy  EESeemspmsamaniain
Leading to dose interruption m:.'iﬁf;w 535 .333, %r;;gnc;;a r;fhu?:m::a]zuzﬁm 309)\359\ csmrmwz) che::f:r:f‘;y Tgf ?;3) Lfgfug;me;a ;«eg: [32357 u‘nzg (33) l35-\(356\\3:r‘-](3601[360
: 172 (61.6) 61(21.9) 114 (44.9) 39 (15.7)
of zolbetuximab or placebo c U D ——
Leading to discontinuation 100 ominalfain ané Discomte 100+ SEEEEEEE
of any study drug 108 (38.7) 83 (29.9) 56 (22.0) 40 (16.1) sz 2 sz 2
Leading to discontinuation £5 o] £5 o
Of ZOIbetUXimab or placebo 38 (1 36) 7 (25) 18 (71) 1 1 (44) E ? gg- Median time, HR I’—[ ‘E ?OE jg- Median time, HR i—L_A_‘
Leading to death 5(1.8) 5(1.8) 6 (2.4) 7(2.8) S5 sof _momths  (ewey £5 aof _months"  suon
- £33 209 NR 085 &g 201 NR 1.04
- 'g' . 25 32 (U 541 13) + Ce"soled 13- . 2?‘52I — (UIJQ—I1,35I) ——r—— + ICenslwd
All grade | Grade 23 | All grade | Grade 23 | All grade | Grade 23 | All grade | Grade 23 03 6 9 121518 2124 27 30 33 36 3 42 0.8 8 12 1200 18 U 90 3 98 3042
Nausea 230 (82.4) | 45(16.1) | 171(61.5) | 19(6.8) | 175(68.9) | 22(8.7) [125(50.2) | 6 (2.4) e Months from baseline e Months from baseline
Vomltlng 188 (674) 45 (161) 101 (363) 17 (61 ) 168 (661 ) 31 (1 22) 79 (31 7) 9 (3 6) Zg:i?m::?:p; 5(.3‘7 @;3; (g: ;GS;J (;;: (a?n] (39233 (407;(241)(431;.434) (4.16, (.A:ns):.tas) («1} chrlwheerrl\u;‘r\?:py f:;; (ﬁ)(@] t;;é‘l) [;:g] :1533) [;Anggmcazcnau;woa] c«ss) [4?7] (ago) mgm (422]
Decreased appetlte 136 (487) 17 (61) 97 (349) 9 (32) 105 (41 3) 17 (67) 86 (345) 4 (1 6) che:i:::l;gpy ® e [%:H;ggh;;% (;sazmzoﬁm(f%aﬂérnaismgﬁ;mzs nz&ng che:::lche:aw 5;;\5 .ﬁ?ngglcg)ﬁw 2 oy -»‘w\c 12069 ‘427) Lazs] zgmgm
Anemia 106 (38.0) | 24 (8.6) | 107 (38.5) | 26 (9.4) | 93(36.6) | 29 (11.4) | 92(36.9) | 28(11.2) —— Zobetvimas + chomtherapy | — Placebo +chemciray
Diarrhea 114 (40.9) | 12(4.3) | 125(45.0) | 10 (3.6) 83 (32.7) 15 (5.9) 87 (34.9) 18 (7.2)
Neutrophil count decreased | 96 (34.4) | 69 (24.7) | 91(32.7) | 69(24.8) | 71(28.0) | 26(10.2) | 59 (23.7) | 24 (9.6)

* Change from baseline trends for key PRO domains were similar with zolbetuximab + chemotherapy and placebo + chemotherapy.

* Nausea/vomiting worsened in early cycles but later returned to baseline levels without clinically meaningful deterioration.
ESMO Open 2024; NEJM. 2024



VEGF/angiogenesis

| Censored
90 e Placebo phus paditan

| Censored
Eo-]
T
Ha— e

e Median OS ! -
9.6 vs 7.4 months — A RE

Binds (o extracellular |
1 domain of VEGF-R2

RAINBOW LS-M\ S—

/f
b/

30 R = g E!m?i« Fiare
2 i Jci"-'—a::umn.um TR - DS —
ﬂo 2 4 6 8 1 0 14 1% 18 0 n 4 2 2
Eam“m:: 330 308 267 28 i85 148 1if 78 &0 41 34 13 & i o CCR Drug Updates °m““mw“w%‘
I .
Mmml 335 04 241 180 143 109 B1 B4 47 30 br) 13 g 2 o PaC|Ita)(e|
B (N=335)
100 -4
g \k 2L GEA following
Pl platinum/FP
g m \\ Median PFS (N=665)
% o ' i\ 4.4 vs 2.9months Ramucirumab
: l\-x_ ~ Primary endpoint: 0S +paclitaxel
= 40+ " -
; i IL,HL\ ORR (N-330)
o E iy HR 0635 (95% (1 0:536-0751) 27 vs 16%
-y y Stratified logerank p«0.0001
10 T, _‘_'L"-“—'—“—-—..l
e L 'I—-”\u_l_\_‘“ . . . oy .
o e e P * No survival benefitin 1L
o 2 4 & ] 10 12 14 16 18 20 2 24

Tirne froem randamisation {months)

Mumnber at rizk .
i i B it e T ol T A | S e 2L FOLFIRI-Ram: RAMIRIS Phase II/Ill ongoing
Placebo plus paclitaal 335 214 124 50 34 Fil 12 & 5 3 3 3 =

Lancet Oncol. 2014;15:1224-35



FGFR2b

FIGHT Trial Design

~30% of GEC

Key Eligibility Criteria

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

RECIST v1.1 evaluable disease

- FGFR2b overexpression by IHC
and/or FGFR2 gene amplification by
ctDNAT

ECOG 0/1
HER2 not positive
+ May receive 1 dose of MFOLFOX6

Stratification Factors
+ Geographic region

Single dose of mFOLFOXB6 during
‘screening

Prior adjuvant or neo-adjuvant
chemotherapy

-

1 Central testing: Immunohistochemical stain (Ventana): cut-off any

24/3+, circulating tumor DNA (PGDx): cut-off 1.5X

2 15mgikg Q2W with a single 7 Smg/kg dose on Cycle 1 Day 82

Summary

Double blind, placebo controlled

Bema + mFOLFOX6
7)

)

Placebo + mFOLFOX&
( 8)

Treatment Q2W?

Statistical Plan

Primary endpoint

* Investigator-Assessed
Progression-Free
Survival

‘Secondary endpoints
* Overall Survival
* Response Rate

Trial initially designed as registrational Phase 3 (n=548) with 2-sided o 0.05
Amended after enrollingn = 155 to a praof-of-concept Phase 2 with pre-specified

statistical assumptions of

+ Hierarchical sequential testing. PFS, then OS/ORR
+ 28B4 events to demonsirate benefit at a HR=0.76 for PFS at 2-sided  of 0.2

.

test

.

.

The FIGHT trial results support

+ Aprospective randomized phase 3 study in gastric/gastr

The FIGHT trial is the first study to evaluate targeting overexpression of FGFR2b

aden

+ The evaluation of bemarituzumab to treat other FGFR2b+ tumor types

Awaiting phase Il (FORTITUDE 101/102) results

Lancet Oncol. 2022; Gastric Cancer. 2024

~ 30% of 1L advanced non-HER2+ GC/GEA overexpress FGFR2b+ by a centrally performed IHC
Bemarituzumab, added to mFOLFOXE chemotherapy, led to clinically meaningful and statistically
significant improvements in PFS, OS and ORR

Bemarituzumab was associated with an increase in corneal adverse events and stomatitis, the
majority of which were reversible

Bemarituzumab FGF10 [0 FGF7
Antibody: -
a Blocks Growth

factor signalling

ey

NK Cell & - Tumor cell
Macrophage > — s _— FGFA
Fo Bemarituzumab |
ADCC

Probability of PFS

Number at risk
Bemarituzumab
Placebo

Probability of OS

-
)
® &
% . Dana-Farber
2T Cancer Institute

1.0

0.8

0.6

0.4

0.2

0.0

1.0

0.8

0.6

0.4

0.2

0.0

Number at risk
Bemarituzumab 77 71 67 63 54 50 46 41 39 36 33 31 26 21
Placebo 78 70 66 58 52 41 37 20 24 21 21

Median PFS (95% CI),

Treatment N Event (%) months
Bemarituzumab-mFOLFOX6 77 49 (63.6) 85(7.3,13.7)
Placebo-mFOLFOX6 78 61(78.2) 74(57,84)

HR = 0.72 (95% Cl: 0.49, 1.08)

Median PFS
9.5 vs 7.4 months

— Bemarituzumab
— Placebo

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months

77 63 53 41 32 26 23 19 15 11 8 & 8 7 6 6 S 1 0
78 64 55 38 25 16 13 9 8 7 6 4 3 1 1 1 0
Median OS (95% Cl),
Treatment N Event (%)
Bemarituzumab-mFOLFOX6 77 53 (68.8) 19.2(13.6,24.2)

Placebo-mFOLFOX6 78 54(69.2)
HR =0.77 (95% CI: 0.52, 1.14)

135(9.3, 15.9)

Median OS

— Bemarituzumab
— Placebo

19.2 vs 13.5 months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Months

19 18 14 9 5 2 2
19 17 15 14 11 7 5 2 1 0

AMGEN ANNOUNCES POSITIVE TOPLINE PHASE 3 RESULTS FOR
BEMARITUZUMAB IN FIBROBLAST GROWTH FACTOR RECEPTOR 2b
(FGFR2b) POSITIVE FIRST-LINE GASTRIC CANCER

At an Interim Analysis, Bemarituzumab Plus Chemotherapy Significantly Improved Overall Survival in People With
FGFR2b Overexpression Compared to Chemotherapy Alone




Overview

* Epidemiology, presentation and diagnostic work up

* Potential therapeutic targets in gastroesophageal cancer

e Targets, evidence, ongoing trials
e PD-L1
 HER2
« CLDN18.2
 VEGF
* FGFR2b

* Novel therapeutic targets and clinical trials



Ongoing clinical trials

14010 - Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in

patients (pts) with advanced/metastatic HER2-positive (HER2+) esophageal,

gastric or gastroesophageal junction adenocarcinoma (GEJA): DESTINY-
HER2

VEGF

Gastric03 (DG-03)
Date

14 Sep 2024

Presenters

Yelena Janjigian

Zanidatamab, a HER2-targeted bispecific antibody, in combination with tislelizumab and chemotherapy as first-line therapy for patients
with advanced HER2-positive gastric/gastroesophag

| junction adenocarcinoma: Preliminary results from a Phase 1b/2 study

Apstract No: 4032, presenied a1 ASCO,
Chicagp, L, June 2022

nature medicine

Article h

fdoi.org/10.1038/s41591-024 7-z

Claudin18.2-specificCART cellsin
gastrointestinal cancers: phase1trial
final results

CLDN18.2

CLARITY-PanTumor01: A Phase 2 trial of the claudin 18.2-specific antibody-drug conjugate
AZD0901 (CMG901) in patients with CLDN18.2-expressing advanced solid tumors
NCT06219941

Alexander Raufi,’ Lipika Goyal,? Elizabeth Smyth,? Philip Szekeres,! Marcella Petrone,* Rosalind Hobson,! Kenneth Thress,® Makoto Origuchi,® Jyoti Nehra,’ Jessica S. Brown,* Rakesh Kumar,®
Italia Grenga,® Laura Barker,* Yelena Janjigian,” Kohei Shitara®

Study/Phase Indications™ Key Overview

ClinicalTirals.gov
reference

https://clinicaltrials.go
v/ct2/show/NCT05052
Secondary outcomes: Efficacy assessed by PFS and OR; safety and 801

tolerability

Untreated Bemarituzumab + mFOLFOX6 + nivolumab (Part 2: comparison
advanced gastric with mFOLFOX6 + nivolumab alone)

and GEJ cancer

FORTITUDE-101
Phase 3 Study
(NCT05052801)

Untreated Bemarituzumab + mFOLFOX6 vs mFOLFOX6 alone
advanced gastric Primary outcome: Efficacy assessed by OS
and GEJ cancer

FORTITUDE-102
Phase 1b/3 Study
(NCT05111626)

https://clinicaltrials.qo
vict2/show/NCT05111
Part 1 (phase 1b): DLTs, TEAEs, clinically significant changes 626
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LEAP-014: AN OPEN-LABEL, RANDOMIZED, PHASE 3 STUDY OF FIRST-LINE LENVATINIB PLUS
PEMBROLIZUMAB PLUS CHEMOTHERAPY IN ESOPHAGEAL SQUAMOUS CELL CARCINOMA
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Other targets

A Phase 2 clinical trial including some combination of EDGE-Gastric
quemliclustat, domvanalimab, zimberelimab, and
chemotherapy, for people with an upper gastrointestinal
tract (G1) cancer (cancer of the stomach or esophagus) that
cannot be removed with surgery (unresectable) that has

spread to other parts of the body (metastasized).
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A1: Phase 2 Study of Domvanalimab,
Zimberelimab, and FOLFOX in First-Line
Advanced Gastroesophageal Cancer
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Telisotuzumab Adizutecan (ABBV-400; Temab-A) in Combination With Fluorouracil, Leucovorin,
and Budigalimab in Locally Advanced/Metastatic Gastric, Gastroesophageal Junction, or Esophageal
Adenocarcinoma
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Predictive role of homologous recombination deficiency (HRD) for irinotecan in combination with venadaparib,
a novel PARP1/2 inhibitor as third- or fourth-line treatment in patients with advanced gastric cancer
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Enfortumab vedotin
in previously treated
gastric/esophageal
cancers cohorts

1471TiP MK-2870-015: A phase III study of trophoblast antigen 2 (TROPz)-directed
antibody-drug conjugate (ADC) sacituzumab tirumotecan (sac-TMT) vs treatment of
physician’s choice (TPC) for previously treated metastatic gastroesophageal
adenocarcinoma (GEA)
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A Phase 2, Open-label Study of Amivantamab in Patients with
Previously Treated Advanced or Metastatic Gastric and

Gastroesophageal Junction Cancer or Esophageal Cancer
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Can we enhance chemotherapy backbone? - _
' P Cancer Institute
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Background

Challenging the current standard: mFOLFIRINOX vs FOLFOX

Doublet chemotherapy with FOLFOX has been preferred standard first line
therapy

Upfront triplet strategy allows exposure to more active agents in a population
where the majority (>80%) do not receive all effective agents

Prior triplet regimens were developed in an era when there were no third-line
treatment options, and few patients received second-line therapy

Recent studies (CheckMate649 or KEYNOTE-590) established immune
checkpoint inhibitor (IC1) + doublet chemotherapy as standard first line therapy:
ICls are approved in the US independent of bioomarker, but subgroup analyses
indicate greater benefit in tumors with higher PD-L1 expression (CPS = 5)

Study Schema, Eligibility and Treatment Plans

Patients with newly diagnosed,
advanced HER2 negative
gastric, GEJ, esophageal

adenocarcinoma

Key Eligibility Criteria
HER2 negative gastroesophageal adenocarcinoma, known PD-L1
CPS
Measurable or non-measurable, but evaluable disease by RECIST

.

No prior treatment for metastatic disease

ECOGOor1

Prior or concurrent malignancy that does not interfere with the safety
or efficacy of the regimen allowed

No known UGT1A1*28 polymorphism

No concurrent uncontrolled medical condition that would make this
protocol unreasonably hazardous for the patient

No active autoimmune disease requiring systemic therapy

.

.

Why FOLFIRINOX?
+ More manageable toxicity than taxane-based triplet
« Promising activity in multiple phase |l trials (overall survival shown below)
- Efficacy and safety established across other Gl cancers
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Arm 1. mFOLFIRINOX +/-
nivolumab¥

5-FU infusion 2400mg/m? IV over 44-46h
Leucovorin 400mg/m?2 IV
Oxaliplatin 85mg/m?2 IV
Irinotecan 150mg/m? IV
(Nivolumab 240mg IV)

Arm 2. mFOLFOXG6 +/-
nivolumab*

5-FU bolus 400mg/m? IV
5-FU infusion 2400mg/m? IV over 44-46h
Leucovorin 400mg/m? IV
Oxaliplatin 85mg/m?2 IV
(Nivolumab 240mg V)

* Stratification factors include tumor focation (gastric. GEJ, esophagus), measurable disease
{yes vs no), PD-L1 expression (CPS 25 vs <5), and nivolumab use (yes vs no)
¥ Patients whose tumors have PD-L1 CPS 25 MUST receive nivolumab, unless there are
contraindications to immunotherapy use. Patients whose tumors have PD-LT CPS <5 may
receive nivelumab with chemotherapy. The use of nivolumab in this patient population is not
mandaled by the protocol and is left at the discretion of the treating physician.



Unanswered questions A Dana-Farber
P Cancer Institute

* Who are the responders? Cell-free DNA, better chemo and IO biomarkers, expanding the pool (EBV+,
high PD-L1, MSI, etc)

¢ Optimal 2" line + therapy after I0+chemo? Do we continue 10?
* Optimal chemo backbone?

* How do we incorporate additional therapeutic targets: EGFR, FGFR2, CLDN18.2, TMB, HRD, MET, etc



Take-home messages Dana-Farber

* Global incidence and mortality rates of gastroesophageal cancers are high
* Incorporation of novel biomarkers have led to advances in therapeutic effectiveness

* Multiple biomarkers of therapeutic implications exist and should be identified before treatment planning
 HER2, PDL1, MMR/MSI, CLDN18.2

e Addition of immune checkpoint inhibitors improve survival in metastatic HER2 positive or negative
gastroesophageal cancer

* Immune checkpoint inhibitors are beneficial in selected population for treatment of locally advanced
gastroesophageal cancer

* Future directions: mechanism of resistance, managing toxicities, better combinations
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