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Key Biomarkers for Treatment in Gastroesophageal Cancer

Key markers in advanced disease

FGFR2 Amp,
5%

« HER2 positive - 15%-20% of patients, improved survival with
non-chemo antibody trastuzumab

MET Amp,
5%

« MSI high - 3%-5% of patients, high response rates to
immunotherapies

PD-L1+,
40% « PD-L1 positive - 30%-50% of patients, identifies those more likely
to benefit from immune therapies, likely gradation within PD-L1 +
CLD|3\|51;'2+’ « CLDN18.2 high - 30%-35% of patients, response predictor for
0 zolbetuximab
Investigational Biomarkers
MSI-high, 4% « FGFR2 amp - 5%-10% of patients, multiple trials of inhibitors
EGFR Amp, . L o .
o p Her2 Amp, FGFR2 high - May be up to 30% of HER2 negative
15% « EGFRamp - 5%-7%, may predict response to EGFR drugs

like cetuximab

Shah, M et al. ASCO GI 2024



Evolution of GE treatment over last two decades
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Current standard

Locally advanced, resectable Gastroesophageal Adenocarcinoma:
Modern Treatment Landscape
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Strickland MR and Klempner SK. The IASGO Textbook of Multi-Disciplinary Management to Upper Gastrointestinal Diseases. Chapter 34. In press. Created with BioRender.com.



Checkmate 577 study design

Nivolumab
* Stage II/Ill esophageal or 240 mg every 2 weeks,
gastroesophageal junction N=532 then 480 mg every 4 weeks
adenocarcinoma or
squamous cell carcinoma *Up to 12 months or
until progressive disease
* Residual disease after 9 or unacceptable toxicity

chemoradiotherapy &
resection

N=262

* ECOGO-1

v

Primary endpoint: DFS

Secondary endpoints: OS, OS at 1, 2 and 3 years

Adapted from Kelly RJ et al. N Engl ] Med. 2021;384(13):1191-1203.



Checkate 577

* Adjuvant nivolumab after trimodality
therapy has DFS benefit

Median Disease-free

Subgroup Survival, months

Unstratified Hazard Ratio (95% CI)

ab Placebo

PD-L1 CPS expression
25 (n = 371)
<5 (n = 295)

294
16.3

10.2
1A

0.62 (0.46-0.83)
0.89 (0.65-1.22)
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0.69 (96.4% Cl, 0.56-0.86)
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No. at Risk
Nivolumab, AC 376 305 257 219 178 151 125 99 65 45 32 16 6 3 2 0
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al. 2021 NEJM




Overall survival by PD-L1 CPS

CheckMate 577

PD-L1 CPS < 1
Nivolumab Placebo
(n = 54) (n =27)
Median 0S,2 months 39.2 52.8
95% Cl 26.0-54.9 24.4-NE
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« Improvement in OS with nivolumab vs placebo was enriched in patients with PD-L1 CPS > 1

3Median (range) follow-up, 78.3 (60.1-96.6) months.

Kelly et al ASCO 2025



Addition of 10 to FLOT

Activated

Perforinsand @ T cell
. . granzymes ® ® ®
« FLOT chemotherapy—fluorouracil, leucovorin, ° ®
oxaliplatin, and docetaxel—improves survival when
combined with surgery for localized gastric and GEJ " 44D
adenocarcinoma (GEA) Bae
Neoepitope
« Adding anti-PD-1 therapy to chemotherapy
improves survival in metastatic GEA; its role in the m
perioperative setting, however, remains uncertain Tumor Durvalumab

cell

Janjigian, Y, et al. NEJM 2025., Powles, T, et al. NEJM 2024.



MATTERHORN: Study Design

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

Neoadjuvant Adjuvant up to 1 year

Study population 2 cycles 2 cycles 10 cycles

* Gastric and GEJ

adenocarcinoma
* StagelltoIVa
* No evidence of metastasis
* No prior therapy R1:1
* ECOGPSOori1 N=948
* Global enrollment in

Asia, Europe, North & South

America

SURGERY

Primary endpoint: EFS
Secondary: OS, pCR

Janjigian, Y, et al. NEJM 2025.



KEYNOTE 585

& Perioperative and Adjuvant Settings

overall Survival
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Baseline characteristics

Central pathology analysis set | ypN evaluable analysis setf

Durvalumab + FLOT Placebo + FLOT Durvalumab + FLOT
(n=385) (n=372) (n=411)

Placebo + FLOT
(n=400)

Median age, years (range) 61.0 (27-84) 63.0 (25-81) | 61.0 (27-84) 62.0 (29-81)
Sex, n (%) Male 264 (68.6) 286 (76.9) | 286 (69.6) 304 (76.0)
Geographical region, n (%) Non-Asia 310 (80.5) 293 (78.8) | 336 (81.8) 319 (79.8)
Asia 75(19.5) 79 (212) | 75 (18.2) 81(20.3)
ECOG PS, n (%) 0 (normal activity) 275 (71.4) 291 (78.2) | 292 (71.0) 313 (78.3)
1 (restricted activity) 110 (28.6) 81(218) | 119 (29.0) 87 (21.8)
Site of tumour, n (%) Gastric 255 (66.2) 244 (65 6) | 275 (66.9) 265 (66.3)
GEJ 130 (33.8) 128 (34 4) | 136 (33.1) 135(33.8)
Primary tumour stage, n (%) T4 93 (24.2) 91 (24 5) | 95 (23.1) a7 (24.3)
Non-T4 292 (75.8) 281 (75.5) | 316 (76.9) 303 (75.8)
Clinical lymph node status, n (%) N+ 264 (68.6) EED (69.9) | 284 (69.1) 280 (70.0)
PD-L1 expression by TAP, n (%) <1% 38 (9.9) 36 (9.7) | 40(9.7) 39 (9.8)
>1% 347 (90.1) 336 (90.3) | 371 (90.3) 361 (90.3)
Histology type (investigator assessed), n (%)  Intestinal 195 (50 6) 193 (51.9) 212 (516) 207 (51.8)
Diffuse 102 (26.5) 91 (24.5) | 107 (26.0) 100 (25.0)
Unspecified adenocarcinoma or
mixed | other 88 (229) 88 (23.7) 92 (22.4) 93 (23.3)
MSI status, n (%) MSI-high 18(4.7) 21 (5.6) | 17 (4.1) 21(5.3)
Not-MSI-high 251 (65.2) 253 (68.0) | 270 (65.7) 272 (68.0)
Not evaluable / missing 116 (30.1) 98 (26.3) | 124 (30.2) 107 (26.8)
"Paricinam® Wwhi COMpisE sungerp e sampley That wese Balsa b for modified Ryen sooring by st sssesyment. P ipanty wha Con el ey Wil s es et mere veluaile for nodsl IrkoiheTent Ty Inesigeie e rsaneT
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Jogep Tabernero
Content of this presentation is copyright and responsibility of the author. Permission is reguired for re-uge. MATTERH O R N Stl.l dy' mmnungr&ss




Primary endpoint of EFS®

A statistically significant improvement in EFS was observed with durvalumab + FLOT versus placebo + FLOT
Durvalumab + FLOT  Placebo + FLOT

. (n=474)* (n=474)*
. . Hledian EFS (35% G NR (40.7-NR) 32,8 (27.9-NR)
08— TR . HR (95% Cl) 0.71 (0.58-0.86)
» 07— e L Stratified log-rank p-valueT <0.001
L ' Lh-m“"- ' 1HAH
.l 0.6— "*'E-—~+-_.__, —— WFLQT
E 0.5 | 99% MI.“"'"*"WHMH-—H—HHHH—q ———————— -
8 04 ' Placebo + FLOT
& 03~
02— Median (range) duration of follow-up,’ months
o - Durvalumab + FLOT 31.6 (0.0-48.1)
0.1 ; ; - Placebo + FLOT 314 (0.0-48.1)
00 | T T T T 1 T i T T T T T | T T 1
No. of 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 Total no.
participants at risk Time since randomisation (months) of events
Durvalumab + FLOT 474 436 404 381 351 334 320 307 288 234 187 107 88 33 20 2 1 0 167
Placebo + FLOT 474 429 392 360 329 302 278 264 249 202 160 89 65 26 21 2 1 0 218

*Full ensty=is set |all mndomised paricipants, regandeys.of femiment repeived), TThe threshold of significence for his snalysiswas L0233, 1n|raurudpu‘h-:purh
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FLOT is a Stable and Modern Control Arm

1.0 MATTERHORN FLOT-Durva mEFS = NR (HR 0.71)
0.91 MATTERHORN FLOT-Placebo mEFS = 32.8mon.
0.8 FLOT4 mDFS = 30mon (HR 0.75).
X
» 0.7
Ll
LLl
0.61 FLOT-Durva in MATTERHORN
5 e NN FLOT-Placebo in MATTERHORN
FLOT in AIO-FLOT4
041
-~
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
e Time, months

mem | 474 436 404 381 351 334 320 307 288 234 187 107 8 33 20 2 1 0 0 O
mmm| 474 429 392 360 329 302 278 264 249 202 160 89 65 26 21 2 1 0 0 O
mem| 356 337 297 269 241 225 205 186 175 161 138 116 102 91 83 73 66 58 50 41

Unpublished, assisted by Dr. Joseph Zhao

Samuel J. Klempner, MD, FASCO



Patient Subgroups

EFS in Matterhorn Subgroups

Durvalumab

+ FLOT

Placebo
+ FLOT

MNo. of participants with events / HR for event

Subgroup . total no. of participants (3%) (95% ClI)

All participants —— 167/474 (35) 218/474 (4&) 0.71 (0.58-0.86)
Sex: Male & | . 1117326 (34) 168/356 (47) 0.65 (0.51-0.83)
Sex: Female & ] ! 56/148 (38) S0/118 (42) 0.84 (0.58-1.24)
Age at randomization: =65 years & E 1045291 (26) 123265 (46) 0.71(0.54-092)
Age at randomization: =65 years & i E B63183 (34) 95/2059 (45) 0.70 (0.51-0.97)
Geographic region: Asia & I 2690 (29) 3590 (39) 0.74 (0.44-1.22)
Geographic region: non-Asia L | i 1417384 (37 1837384 (48) 0.70 (0.56-0.87)
Climical lymph node status: positive L i E 1217334 (36) 1657333 (50) 0.67 (0.53-0.84)
Clinical Ilymph node status: negative \ : 451137 (33) 221140 (37} 0.85(057-127]
PD-L1 expression: TAP 21% & ! i 1501426 (35) 1971427 (46) 0.70 (0.57-0.87)
PD-L1 expression: TAP <1% | »— i 17748 (35) 21147 (45) 0.77 (0.40-1.46)
PD-L1 expression: TAP >5% [ * | ol T6/238 (32) 10G/244 (43) 0.69 (0.51-0.92)
PD-L1 expression: TAP <5% k L ': 917236 (39) 1127230 (49) 0.72 (0.55-0.95)
PD-L1 expression: TAP >10% I L i 27102 (27) 42101 (42) 0.57 (0.35-0.92)
PD-L1 expression: TAP <10% ; » ! ,: 1407372 (38) 1T76/3T3 (47) 0.75 (0.60-0.93)
M5I Status: High NC l 8125 (32) 6124 (25) NC (NC-NC)
M5I Status: Not High L & i i 106/301 (35) 148/310 (48) 0.67 (0.52-0.86)
‘Primary tumor location: gastric : @ ; 114/324 (35)  139/316 (44) 0.76 (0.59-0.97)
Primary tumor location: GEJ & : 53/150 (35) T9/158 (50) 0.61 (0.43-0.88)
ECOG P5: 0 [ L 2 : 118337 (35) 169/366 (46) 0.72 (0.57-0.91)
ECOG P5: 1 C L 49/137 (36) 49/108 (45) 0.69 (0.46-1.02)
Histology type: intestinal & o T2/245 (29) 97/238 (41) 0.66 (0.48-0.89)
Histology type: diffuse b ! 53130 (48) 63119 (53) 0.93 (0.66-1.32)
Histology type: indeterminate & { E 32199 (32) S8M1T (50) 0.56 (0.36-0.88)

1 ] 1 ]
0.2 0.5 HR 1 2

Durvalumab + FLOT better

=
Placebo + FLOT better

Refarences, PMID: 3BB22761, 38503041, 402



MATTERHORN: Secondary Endpoints OS and DFS

Secondary Endpoint of Disease-Free Survival (DFS)
DFS improved with durvalumab with FLOT vs Placebo with FLOT in those with RO

Secondary Endpoint of Overall Survival (OS) resection

1.0 1.0

Median (range) duration of follow-
0.9 18-mo OS up*, mo 0.9
Durvalumab + FLOT: 34.6
81%  24-mo0S (3.5-48.6)
038 76% *+  Placebo + FLOT: 34.6 (0.0-48.1) 0.8
0.7 0.7 Durvalumab +FLOT
Durvalumab +FLOT 73% ~“HH‘”_
8 o6 2 06 - -y
5 S 66% 'Hi-H
> s
z > I
£ 05 £ 05 !
2 2 |
S Placebo +FLOT s !
a 0.4 2 0.4 !
e

0.3 03 Placebo +FLOT

0.2 0.2

0.1 0.1

0.0 0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time since randomization (mo) Time since adjuvant baseline scan (mo)
No- of participants at risk Total events No. of participants at risk Total events
Durvalumab +
FLOT 474 464 438 422 403 389 376 367 351 338 293 205 143 80 38 8 2 0 145 Durvalumab +
FLOT 339 327 305 283 272 265 258 244 184 168 81 74 19 3 2 0 90

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)



Final OS

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

1.0
0.9
08 —
0.7 =
06
0.5 -
04
0.3

Prob ability of 08

0.2
0.1 —

0.0

Durvalumab + FLOT  Placebo + FLOT

(n=474)* (n=474)*
18-mo OS S Median OS5 (95% CI), mo NE (NR-NR) NR (NR-NR)
A 4.0 mo
81.1% A- 5.1 2%-mo 05 HR (95% CI) 0.78 (0.63-0.96)
S 75.5% A:8T  Stratified log-rank p-value !

S— 68.6% (significance threshold p<0.0499)

77.1%

Durvalumab + FLOT
Placebo + FLOT

Median (range) duration of follow-up,t mo
* Durvalumab + FLOT- 430 (3.4-57.0)
* Placebo + FLOT: 42.9 (0.0-56.5)

0
No. of
participants at risk
Durvalumab + FLOT 474
Placebo + FLOT 474

464
457

435
439

472
414

12

403
395

I
15 18 21

| [ | | | | | | | [ |
2 30 KK 3B 39 47 45 48 ] hd A7 G0
Total no.

Time since randomisation (mo) of events

3 37 ®F 0 331 338 3 32 316 235 18 12 N 29 b 1 0 160
4 3By 38 3 30 2% 293 278 22 167 99 61 23 T 0 0 192

e e e e T T

(o]

*Interrion fo rest analys s sebjal randomized particpants, regard evs of restment raceived|. "in censored paricpaniy

Doetn curi-off: 01 Sephember 2025, 05 materity: 37.1%. Everiy were defined 2s fme from randomisstion until the dee of death due to amy couze. The HR andits €I were eslimaled fiom & Cox proporfional kazend= moded, adj usbed for grographic region, clinical iymph node siafus, and PDHL 1 expressionxiakes.
The Tl for e HR. wee ealculeded uzing & profie ke ifood spproadh, 8n HR =1 favours durvalumab + FLOT. The fwo-aided poshue was caloulated using a siatfied log-renk 2=t adjusting for geographic segion, cinical lymp#inode sishe, and PDHLT expression siakes.

G, confidence intereal; ALOT, Suormimdl, leuccerin, comlipbsin and docetewet HR, hazeed rafio; ma, month; N, ol reached: O3 overall surdvel; PO-L1, progremesed cell death ligend-1.

Josep Tabemnero

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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OS in key subgroups

A consistent benefit in OS5 was observed with durvalumab + FLOT versus placebo + FLOT in most key subgroups

OS HR

Subgroup Category N (95% CI)
All participants 948 ——A 0.78 (0.63-0.96)
Sex Male 682 : & : 0.74 (0.58-0.93)

Female 266 : & | 0.91(0.62-1.39)
Age at randomisation <b3 years 556 I @ | 0.78 (0.95-1.04)

=63 years 392 E & = 0.81 (0.28-1.11)
Geographic region Asia 180 l L l 0.74 (0.431.27)

Mon-Asia 768 = ® 0.80 (0.64-1.00)
PD-L1 expression status®  TAP =1% 853 ' & : 0.79 (0.63-0.99)

TAP <1% 95 L o | 0.79 (0.41-1.50)
Clinical lymph node status ~ Positive bb7 = @ | 0.73 (0.57-0.94)

Megative 277 = L : 1.01 {0.67-1.51)
Primary tumour location Gasinc 640 = @ 1 0.85 (0.66-1.10)

GEJ 308 b & = 0.69 (0.47-0.99)
ECOG PS 0 703 ! @ | 0.76 (0.59-0.97)

1 245 b L | 0.87 (0.58-1.32)
Histology type Intestinal 483 = & 1 0.76 (0.56-1.09)

Diffuse 249 : & : 0.98 (0.68-1.40)

Indeterminate 216 I L I 0.61{0.38-0.96)

1 | | |
2.0 0.5 HR 1.0 15 20
Durvalumab + FLOT better Placebo + FLOT better

Tolzasurad by immunchisicche misiny weing VENTAMA PD-L1 (5P263) Companion Disgraxic Aeswy [Roche Diagnoafics; investiqerional uze anly| and recorded sl mrdomisstion on fre Inberactie Response Techrology Syriem, Randosisrion and Trisl Supcly Maregement, Electonic Case Rzpord Form or from exiemal vendar dais
from sa=plea coliecied on or befoee randomisaiion. Particpant= provided & fumoer §32ue sample s screening to delemine PO siatus wsing e TAP scosing method

Dabn cut-of: 01 Zeplember 2025 The ansly=iawas performed using 2 Cox proporfional Fazands moded with restment s the: only covanale. &1 HR, <1 favoursdunvelumab + FLOT. The Gl wes calgilried wsing 8 profie lle=ifood approach. The grey band represents the 35% & forheimiention o treat HR.

CL zonfidence imlervak ECOG PE, Enxiem Cooperafive Oronlogy Group performence wiateee FLOT, S-faoreuredi], leucovorin, conliplatin snd docetmel, GEJ, gasboesophageal juncion; HR, hazard rabio; OF, overal suneal; PD-LY, progremmed cell death ligend-1; TAP, Turmoer feea Posdpaty.
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OS by PD-L1 status

OS was improved with durvalumab + FLOT versus placebo + FLOT regardless of PD-L1 status

Probability of 08

No. of
participants at risk
Durvalumab + FLOT
Placebo+ FLOT

PD-L1 TAP 21%*

Durvalumab +  Placebo + FLOT
FLOT (n=426) (n=427)
10 Medan O3 (3% ED. NR(NR-NR)  NR(NRAR)
0.8 HR {95% CI) 0.79 (0.63-0.99)
0.8 Durvalumak + FLOT
0.7 1
064
057 Placebo + FLOT
HES
034
024
0.1
ﬂ'-ﬂ [ I I I I I | ] I [ I I ] I I I I ] I 1
0O 3 &6 9 12 15168 21 24 27T 30 33 36 30 42 45 48 51 B 57 60
Time since randomisation (mo)
426 418 354 383 365 303 M A2 MT 304 301 G2 M6 229165101 64 25 6 1 O
47 A2 387 37T 366 MO B2 08 295 28 MO AT A3 200152 ¥ 59 2 6 0 O

Total o,
of events participants at risk
143
172

Probability of 08

Mo. of

PD-L1 TAP <1%*

Durvalumab+ Placebo + FLO

FLOT (n=48) (n=47)
10 Median OS5 (95% Cl), mo  NR (43.66-NR) NR (21.72-NR)
' HR (95% Cl) 0.79 (0.41-1.50)
0.9+
0.8
0.7 ] Durvalumab + FLOT
0.6
057 Placebo + FLOT
0.4+
0.37
0.24
0.1
{:“:I || [ I 1 I I | I | I I I I 1 I | || [ I 1
0 3 &6 9 12 15 18 21 24 27 30 33 36 39 42 45 485 51 B 5 &0
Time since randomisation (mo) Total
of ewve
Durvalumab+FLOT 48 46 44 39 36 36 36 35 M 324 33 2 30 26 77 11 7 & 0 @ 0 T
Placebo+FLOT 47 45 42 37 37 M4 3 30 2% 29 28 2% 25 11 15 6 2 1 1 0 0 A

*Meazured by im=enchistochemisiy wsing VENTANAPCH. 1 {3P2E3) Companion Disgrastic A==ay (Foche Disgrovics; inve=igationsl use only) endeecorded at randossi=adion on the Imemciee Response Technobgy Sysiem, Randemisaion and Trial Supply Management, Blechronic Case Reparl Form o fros estemal vendor deta from samsples
collecied on or before mndomisation. Parficipents provided a usour ysie sample at sceeening fo debermine PL-L1 sizdus using e TAP 3coring mefrod,
Detn cur-off: 01 Sephember 2125, The HR. sndits T v estimaled from & Cox proporbionsl hazseds model. The O for fre HR was calculsbed using & profile Fkefhood appmach.
G, confdence intereal; FLOT, S-uorured, leucovaring cealiplain snd doceteet HR, hazeed rafio; MR, not resched; OF, oversll sunvenl; PDHLT, progeammezd el dealnligand-1; TAP, Tumour Ares Posiiaty.
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MATTERHORN: pCR Assesment

PCR: A Statistically Significant Improvement With the Addition of Durvalumab to FLOT

35 Difference: 12%
20 Odds ratio: 3.08
(95% Cl, 2.03-4.67)

25 P<0.001
20
2
&
2 15
B
©
a 10

5

0

Durvalumab + FLOT Placebo + FLOT
(n=474) (n=474)

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)



Pathological response and EFS

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

pCR

24-mo EF5: 96.5%

MPR

Any pathological response*

= " Dsarvalumab + FLOT — 24-mo EFS- 32.7% —
e - L W Durvabumab + FLOT ' _"""-\Ha
1 i a
13 = A " | [N T ] 1 Ly — 1__1\““ | 13 — ""\?:_1"
I L _— i
12 — 3-maz EFS: le_al_,l.Ilﬂl’h-hlhllh-illlbnlli 0§ — -.__L s — -“-r-.._-hh"“ 24-mo EFS: TE.1%
1 Placeba + FLOT 2&-mo EFS: T9.4%) .h""""""""'! "'l-...‘q_‘?h‘-i _I'::urw:lurr-:h+FL-:IT
07 : 07 : b 0T | b
Plapelo + FLOT & - .
E 0g = : E 0E = : E 0E = Hme BT EH.DH.N_‘_.
2 1 2 ] 2 I
s - ! £ os : £ 0s ] Placsbe # FLOT
04 = ! Durvalumab +  Placeba 2 4 = . - 2 04 = | }
: : et T ; Dl ; D
03 - i {n=¥1] =34 03 - j [n=127) (=il 03 [ [n=348)
| Wedion EFS [35% - " Wedin EFS [95% - : i
1z = MR MR [MR-H ona an [327 0z hiedizn EFE (25% MR MR
: CIj, mo |HE-KR| [MR-HR) : £f), mo MR |NR-KE| NR [MR-NR) : €}, mo NR-KR}  [3SE5-NR)
01 = LR C) 129 [0L.06-0.36) 01 = | HR(ESRC) 0.32 [1.A5-0.53| LN | HREN O 060 (146078
0a N B [ p R B B R B m I R | N N B I B R B B R E e m e 0a B B B I S R B B B S R s
@ 3 6 0 129596 213 I I 3 M M 42 A5 A 903 B 0 1IEIE N HMTWRIE WL ESAN @ 3 B 0 1295 96 21 3 I A0 33 6 3 42 46 4 BN
Mo, of Time since randomisation {months] Total ne. Ho. of Time since randomisation {months) Totsl ma. o of Time since randomisation [mosths) Total me.
parficipanks at rick of ewents participams 2t rick of eveniz participants at risk of events
Durvabemab +FLOT 91 90 B5 5@ B7 86 &5 85 B3 BE 80 3B 27 7 5 1 1 O 5§ Durvalumab # FLOT 127 1812121120118 117115111 21 7B 45 & 9 6 1 1 @0 1M Durvalumas +FLOT 346 3433303 W 295 M3 T3 MSMB 2071162 90 73 28 17 2 1 0 B
Placeba +FLOT 34 M 22 3 NN W X X J 23N E 21T 000 6 Placeba #FLOT 66 67 B3 BG4 &1 50 57 56 &4 45 35 ¥ 13 3 1 0 & o A7 Placele + FLOT 313 M2 05T 42 2R 3200160129 M & 1 17 2 1 @ 13

*Amang participant= who compliebed surgeny with samples et were evalinble for modied Ryan seoring by central assessment the rabe of pardicipants who achisved any pafhological response vwes B3 5% in e dunalumab -+ FLOT am and &4, 1% in the placebo + FLOT aem,

vl cui-off: 210 Degember 2024 pCf is defined 2s modified fyan scoee of ; MPR iz defined 2a modiied fyan scoee of 0'and 1; any pathological sespon=eis defined 25 modified fyan scoee O, 1, and 2. Event= were defined as the eadiestof REHET 1.1 events non-RECIST 1.1 esents or deaths due jo any cause. dnalysis was besed on BICR
asmeszmernts and | or locally by palhol gy testing Fdinically sequired. The HR andits Gl were estimaled fiom & Cox proportional hezards model, The C for the HA. was colculabed usinga profile Bkelihood approach.

BICR, binded independen cenbeal review; CL confidence interval EF3, eveni-hee surdival; FLOT, Fuorsemcl, leucmonn, osshipistin and docelzeel; HR, hezand miio; ma, mandy; MPR, mejor pathological nesponae; N, noi reached: pCR, pathological complele resporse; RECIET 1.1, Reaporee Evaluation Criterin for Sobd Temars version 1.1.
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Nodal staging assessment by investigator

The rate of participants who achieved ypN- was higher in those receiving durvalumab + FLOT versus placebo + FLOT

Durvalumab + FLOT Placebo + FLOT
(n=411)* (n=400)*

ypN staging at surgery, n (%)

411 (100.0) 400 (100.0)
Total N- 239 (58.2) 179 (44.8)
Downstaged to N- 148 (36.0) 112 (28.0)
Persistent N- 89 (21.7) 67 (16.8)
Total N+ (persistent or upstaged) 171 (41.6) 220 (55.0)
E;t:ﬂﬂ;g;;ﬁﬂﬁmw with sa=ples et were evalushie for rodal involve ment by invexligerior azseasment.
.Jns;ep Ta.her.nem | |
Content of this presentation is copyright and responsibility of the author. Permission is reguired for re-use.
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Nodal staging and EFS

EFS was improved with durvalumab + FLOT versus placebo + FLOT, regardless of ypN status

ypN- Durvalumab+ Placebo + FLOT ypN+ Durvalumab+ Placebo + FLO
FLOT (n=239)  (n=179) FLOT (n=172)  (n=221)
Median EFS (95% CI), Median EFS (95% CI), 3384 25.56
10 mo e e o - mo (333NR)  (18.83-29.14)
= #-mo EFS: 38.3% HR (95% CI) 0.74 {0.46-1.18) w"\\ HR (95% CI) 0.77 (0.58-1.02)
0.3 e — Durvalumab + FLOT 08 K
e +i |'h|- "-I'b
08 24-mo EFS: BATY, rimmy WS 08 - LN
| | P — e
07 7 | Placebo + FLOT o 'y T
£ 06 - | 5 06 - v 24moEFS: 56.6%
s : B by, g
= - = - - ti |
= 05 : = 05 24-mo EFS:E'IJ‘;Er "“q B "lnuwalumam FLOT
g I ﬁ ! g,
g 04 — ! E 04 ] o T TT IR TR R eR—
03 - 03 - Placebo + FLOT
02 = : 0.2 I
I I
01 : 01 |
I I
{]D || I | I 1 | | i | I I | | I I I 1 ﬂ':' I || | | | | I : | || 1 I 1 I | | I
0 3 686 5 12 15 18 21 24 EH 30 33 B 39 42 45 48 o 0 3 B % 12 15 18 21 M I I} B ¥ I 42 4 4 H
Time since randomisation {months Time since randomisation {months)
No. of ' } Total no. No. of ' } Total ng
participants at risk of events participants at risk of ewent
Durvalumab+ FLOT 238 237 224 217 211 206 203 202 196 158 123 ™ & 19 16 2 1 0O 35 Durvalumab+ FLOT 172 171 165 1584 132 121 M0 100 B7 72 60 32 3B 13 & 0 0 a1
Placebo+ FLOT 179 178 172 1686 163 159 155 152 145 123 99 &7 40 16 13 1 1 O 36 Placebo+FLOT 231 216 207 187 181 139 1% 102 100 75 59 3 2 10 & 1 0 121

Dwriaiad-off: 20 December 2024 Evenls were defined g the emdien of RECIST v1.1 evenls, nan-REZET v1.1 evenls or deafre dus o sny cause. Analysis was based on BICR assesamentzand | or Iocally by pairologyesting Finicaly requised. The HR andits Ol were 2sbimaied from & Cox proportional hazards

=ode]. The Clor e HR was caloulaled uing a profile Feefhood approach
ICR, biinded independent cenbal meviey; Cl, cnfidence inberaal; EFS, event-res surival; FLOT, S-fucrunac, leucmionin, oxsiipistin and docelas; HR, hezand miioc mo, morh; KR, notresched; RECIET v 1.1, Resporse Evaluabion Criresia for Solid Turmors version 1.1; ypiN, pathological nodal xishs.
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EFS by FLOT completion status

* EFS was improved with durvalumab + FLOT versus placebo + FLOT regardless of FLOT completion status

Participants who completed all cycles of FLOT Participants who discontinued all FLOT

) ) --
0.9 0.9
Median EFS
(95% Cl), months 19.65(10.94-31.77)  8.67 (6.70-12.81)

0.8 0.8 HR (95% Cl) 0.72(0.55-0.95)

0.7 0.7
w 06 o 06
[T [T
w w
- Y
) ©
> 05 > 05
3 3
[ Durvalumab + FLOT ©
% 04 8 04
a Placebo + FLOT a

0.3 0.3

0.2 -- 0.2

Median EFS
01 . (95%Cl), months NR (NR-NR) NR (NR-NR) 01 | =™ Durvalumab+FLOT
HR (95% Cl) 0.68 (0.49-0.94) = Placebo + FLOT
0.0 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months) Time from randomization (months)
Total no. Total no.

No. of participants at risk of events No. of participants at risk of events
= 228227227217 204189177172160132112 66 57 25 16 2 1 O 59 - 183146114102 89 87 85 78 74 58 41 22 14 4 1 O 98
— 243243242 233215196180173162132104 59 46 20 16 2 1 O 89 - 167124 88 69 60 55 52 48 47 39 30 17 11 4 4 O 104

FLOT discontinuation and EFS

EFS HR (95%
cl)
P ’ (51.9) (48.3) (0.53-0.88)
(%)
Discontinued
1 FLOT 47 45
components, (9.9) (9.6)
n (%)
Discontinued
2 FLOT 15 15 0.35
components, (3.2) (3.2) (0.16-0.71)"
n (%)
Discontinued
3 FLOT 1 0
components, (0.2)
n (%)
Discontinued all 183 167 0.72
FLOT, n (%)* (38.6) (35.5) (0.55-0.95)

Analyses performed in the intention-to-treat analysis set (all randomized participants, regardless of treatment received). HRs show durvalumab + FLOT versus placebo + FLOT, with an HR <1 favoring durvalumab + FLOT.
*Includes 62 participants in the durvalumab + FLOT arm and 70 participants in the placebo + FLOT arm who did not complete surgery. tIn participants who discontinued 1, 2, or 3 of the 4 FLOT components.

Cl, confidence interval; HR, hazard ratio; NR, not reached.

Presented at ASCO GI 2026 by E. Smyth. Copies of this slide deck obtained through quick response (QR) code are for personal use only and may not be reproduced without permission from ASCO® or the author of these slides.



EFS benefit with durvalumab + FLOT : Surgical Journey

EFS

* EFSimproved with durvalumab + FLOT versus placebo + FLOT regardless of tumor location (Figure 2A), resection margin (Figure 2B), and lymphadenectomy type (Figure 2C)

Figure 2. EFS by (A) tumor location, (B) resection margin, and (C) lymphadenectomy type

A. Gastric cancer
1.0

9 0.8

w

S 06

Z

S 04

-]
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& 0.2 - Median EFS (95% Cl), months
HR (95% C1)

0.0

0 3 6

No. of participants at risk

A. GEJ cancer
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w
Y
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z
8 g4
)
[
& 0.2 - Median EFS (95% CI), months
HR (95% C1)
0.0
0 3 6 9

No. of participants at risk

135 134 126 116 103 92

Molena, D et al. ASCO Gl 2026

82

79

NR (NR-NR)

Durvalumab + FLOT
Placebo + FLOT

NR (NR-NR)

0.70(0.52-0.94)

265 262 253 237 221 206 192 181 169 137 107 57 46 23

276 275 264 252 232 220 207 201 190 153 121 69 58 25 17
19

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)

Total no.
of events

2 1 0 74
2 1 0 98

Durvalumab + FLOT

Placebo + FLOT

35.68 (26.38-NR)
0.64(0.43-0.95)

136 134 125 119 111 107 106 101 93

76

NR (40.74-NR)

77
61

62
51

34
31

12 15 18 21 24 27 30 33 36
Time from randomization (months)

27
19

39 42 45

Total no.
of events
7 3 0 43

3 2 0 59

Probability of EFS

No. of participants at risk

RO
1.0 Durvalumab + FLOT
Placebo + FLOT
0.8
0.6
0.4 --
0.2 -| Median EFS (95% Cl), months NR (NR-NR) NR (NR-NR)
HR (95% CI) 0.67 (0.51-0.86)
0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months) Total no.
of events

= 377 375 363 345 319 305 291 283 268 223 179 100 82 30 18 2 1 O 98

= 369 365 349 325 301 282 262 249 236 190 151 85 63 26 21 2 1 0 135
B.R1
) --
a2 08 Median EFS
w
w (95% Cl), 23.36 13.01
© 0.6 (12.71-31.77)  (10.94-15.84)
> months
3 HR (95% CI) 0.58 (0.28-1.19)
s 0.4
'§ = Durvalumab
2 0.2 +FLOT o .
Placebo + FLOT
0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomization (months) Total no.
No. of participants at risk of events

23 22 19 19 17 15 15 12 8 3 2 1 1 1 1 0 14
21 21 20 18 14 8 5 5 5 4 4 2 2 0 0 0 17

C.D1
1.0

0.8
0.6

0.4

Probability of EFS

0.2

0.0

No. of participants at risk

== Durvalumab + FLOT
Placebo + FLOT

35.09(19.65-NR)  NR (13.31-NR)
0.75(0.33-1.70)

Median EFS (95% Cl), months

HR (95% Cl)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from randomization (months) Total no.

of events

3 36 32 29 26 24 24 22 21 16 10 5 3 1 0 14

26 25 22 20 18 13 11 11 10 9 7 1 0 0 0 11

C.D2/D3

1.0

0.8

0.6

0.4

Probability of EFS

0.2

0.0

No. of participants at risk

== Durvalumab + FLOT
Placebo + FLOT

NR (NR-NR) NR (35.68-NR)
0.67 (0.52-0.86)

Median EFS (95% Cl), months
HR (95% CI)

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)

0 3 6
Total no.
of events
375 372 356 341 316 302 288 279 261 213 172 97 81 30 20 2 1 0 103

373 370 356 332 305 284 263 249 235 189 151 87 65 26 21 2 1 O 145



MATTERHORN: Safety

Safety: AEs Aligned With Known Profiles
No new concerns identified with durvalumab and FLOT

Any Grade AE, % 99 99
Possibly related to any study treatment 95 95
Grade 3 or4 AE, % 72 71
Possibly related to any study treatment 60 59
Serious AE, % 48 44
AE leading to discontinuation of any study treatment, % 30 23
Durvalumab or placebo 10 6
Any FLOT 25 20
AE with outcome of death, % 5 4
Possibly related to durvalumab or placebo 1 <1
Possibly related to FLOT 1 <1
imAE (any grade), %' 23 7
Grade 3 or 4 imAE 7 4
Any AE leading to surgery not being performed, % 1 <1
Any AE leading to a delay in surgery, %* 2 3

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)



MATTERHORN: Adverse Effects

Most Common AEs of any grade* Most Common Maximum Grade 3 or 4 AEs?

Neutrophil count decreased
Diarrhea 6 .. 6
White blood cell count decreased 5 l. 6
Alopecia E .
Anemia 5 ll 5
Decreased appetite _- Febrile neutropenia 4 II 3
. Nausea 3 Il
Neutrophil count decreased --
Fatigue ZII 3
Peripheral sensory neuropathy --
Vomiting 2 II 3
Weight decreased 2 II 3
Pyrexia 0 s Hypokalemia 2 I 2
Abdominal pain -- Pulmonary embolism 2 Il 1

70 50 30 10 10 30 50 70 270 =50 =30 -10 10 30

Event rate (%) Event rate (%)

w

[y

B Durvalumab + FLOT (n=475)* I Placebo + FLOT (n=469)*

Janjigian, Y, et al. (2025). Perioperative durvalumab in gastric and gastroesophageal junction cancer. The New England Journal of Medicine, 390(22)
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NCCN Guidelines: Esophageal and Esophagogastric Junction Cancers V1.2026

Principles of systemic therapy

Definitive Chemoradiation

BT B 2 B U T (Infusional fluorouracil can be replaced with capecitabine)

Preferred

* Fluorouracil, leucovorin, oxaliplatin, and docetaxel (FLOT)(category 1)

* FLOT? + durvalumab for PD-L1 CPS 21 or TAP 21% (category 1 for EGJ adenocarcinoma; category 2A for
esophageal adenocarcinoma)

Preferred
Paclitaxel and carboplatin®
* Fluorouracil® and oxaliplatin (category 1)

Other Recommended

Other Recommended e Fluorouracil and cisplatin (category 1)
* Fluorouracil and cisplatin (category 1) * Cisplatin with docetaxel or paclitaxel
* Fluoropyrimidine and oxaliplatin * Irinotecan and cisplatin (category 2B)

* Paclitaxel and fluoropyrimidine (fluorouracil or capecitabine) (category 2B)

Preoperative Chemoradiation

(Infusion fluorouracil® can be replaced with capecitabine) S ERE OB AT e ()

Preferred
* Paclitaxel and carboplatin (category 1)
* Fluorouracil® and oxaliplatin (category 1)

Preferred
* Nivolumab only after preoperative chemoradiation with RO resection and residual disease (category 1)

Other Recommended

* Capecitabine and oxaliplatin

* Fluorouracil® and oxaliplatin

* Fluoropyrimidine (infusional fluorouracil® or capecitabine) before and after fluoropyrimidine-based
chemoradiation

Other Recommended

* Fluorouracil and cisplatin (category 1)

* lIrinotecan and cisplatin (category 2B)

* Paclitaxel and fluoropyrimidine (fluorouracil or capecitabine) (category 2B)

Neoadjuvant or Perioperative Inmunotherapy

Useful in certain circumstances
*  MSI-H/dMMR tumors
— Dostarlimab-gxly for neoadjuvant therapy only
— Nivolumab and ipilimumab followed by nivoluma
— Pembrolizumab
— Tremelimumab and durvalumab for neoadjuvant therapy only

www.nccn.com V1.2026 Accessed January 2026



http://www.nccn.com/
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