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Key Biomarkers for Treatment in Gastroesophageal Cancer

KEY MARKERS IN ADVANCED DISEASE

HER2 positive — 15%-20% of patients, improved survival
with_non-chemo antibody trastuzumab

MSI high — 3%-5% of patients, high response rates to
immunotherapies
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PD-L1 positive — 30%-50% of patients, identifies those
more likely to benefit from immune therapies, likely

CLDN18.2+ '\ gradation within PD-L1+

35%

CLDN18.2 high — 30%-35% of patients, response predictor
for zolbetuximab

INVESTIGATIONAL BIOMARKERS

MSI-high,
4%

EGFR Amp, ‘Her2 Amp!
5% | 15%
= FGFR2 high- May be up to 30% of HER2 negative
= EGFR amp - 5%-7%, may predict response to EGFR drugs
like cetuximab
et erirll W ke AR ASCO sy @
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National National

comprehensive NCCN Guidelines Version 5.2024 NCCH Gudelngs e comprenensve NCCN Guidelines Version 5.2024 %
s . Esophageal and Esophagogastric Junction Cancers Discusson Jneer . Esophageal and Esophagogastric Junction Cancers Dicusson
PRINCIPLES OF SYSTEMIC THERAPY
Systemic Therapy for Unresectable Locally Advanced, Recurrent, or Metastatic Disease (where local therapy is not indicated PR|NC|PLES OF SYSTEM|C THERAPY
ADENOCARCINOMA stemic Thers nsactable Loca EH:
Eut--ne Tharagy ADENOCARCINOMA

« Oxaliplatin is preferred over cisplatin due to lower toxicity.

Second-Line or Subsequent Therapy
+ Dependent on prior therapy and P$

CIETTEU REYITIETIS
+HER2 nverexpresslnn positive®

LOTOpY i uorourd " or capecﬂahine] ulaliplatin and trastuzumab? 8923 2 thrr&d Rﬁ il'l'l&l'ls
» Fluoropyrimidine ﬂuorouracll or capecitabine), oxaliplatin, trastuzumab? and pembrolizymab for PD-L1 CPS 21 (category 1)*&< 49— \ \ .
P { pe ) onallp : !T (category ) + Ramucirumab and paclitaxel (cateaorv 1 for EGJ adenocarcinoma; cateaory 2A for esophageal adenocarcinoma)®

» Fluoropyrimidine (ﬂuamuracil or capecitabine), cisplatin, and trastuzumab (category 1)
rasil® or capecitabine), cisplatin, trastuzumab® and pembrolizumab for PD-L1 CPS 21 (category 1)

+ HER2 overexpression negative

BU + Fam-trastuzumab deruxtecan-nxki for HERZ overexpression positive™

Itahi ] " | ti " WULCLOACH 1hdlﬁHU|] ”4 465&

0 dietfiueroureel” or capecitabine cmapana:_ '

(n:ategory 1 for PD-L1 CPS 2 5; category 2B for PD-L1 CPS <5)"% \ ::Iﬂl:iltt:;::‘ ((E;ﬂattﬁegzw 11)) 41

¥ Fluoropyrimidine {ﬂuorouran:llh or capecitabine), oxaliplatin, and for PD-L1CPS21 Fluorouracil®™ agnz"nomansg 6263
(category 1 for PD-L1 CPS 2 10; category 2B for PD-L1 CPS 1 ' ’ .

) Fluoropyrimidine {ﬂuorouran:ll]’ orcapecitabine) oxaliplatin and zolbetuximab-cizb or CLON8.2 positive? «Trfluridin and tipiacilfor third-ine or subsequent therapy for EGJ adenocarcinoma (category 1%
(category 1 for EGJ adenocarcﬂnoma ; category 2A for esophageﬁl ﬂdenocarclnoma] i Other Recommended Regimens

» Fluoropyrimidine (fluorouracil® or capecitabine) and oxaliplatin ) i

) Fluoropyrimidine (flucrouracil® or capecitabine), cisplatin, and pembrolizumab for PD-L1 CPS 2 1 MH . Famrc“umaz (catelgltnry 1’;5‘“ EGJ adenocarcinoma; category 2A for esophageal adenocarcinoma)
caagory 1 or PD-L1CPS > 1u calagory 23 forPDL1CPS 110 <10)20214 rinotecan and csplai’

+Fluorouracil and irinotecan + ralmuclrumalznh hg7
+ Irinotecan and ramucirumab®®
+ Docetaxel and irinotecan (category 28)%

) Dostarlmb-gxly'-ﬂ!""

HI;IIIvOMma'? alnglcil Ip"fllmumab.'glll " — Userul In Gertain Lircumstances* .-

: Flﬂg:ggﬁmldigg Eﬂﬂﬂﬁﬂﬂﬁﬁutﬂ g: E:Eﬁﬁm.m:ﬁ} g::IIEIalI: :zd ;:;mmmahu’gm ' Enlrectmlb Iarutctmlb o renotrecunlblfor HTRK aene fusion-positive tumors
et Recompended Redien, Nvolumaband ||J|I|mumab°=9 for m3| HIHR umors®

' Pamhmhzumah‘!g for TMB hig h 210 mutatlunsfma gabase) tumors’®

« Paclitaxel with or without carboplatin o cisplatin 14246
*Docetaxelwith orwithout clsplatinh” 50 '
« Fluoropyrimidine"¥5:5%:52 (fluorouracil® or capecitabing + Dabrafenib and trametinib for BRAF V600E mutated tumors™
* Docetaxel, cisplatin or oxaliplatin, and fluorouracil®**: + Salnarratinih far RET rana fiiginn.nngitiva fimare s
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IMMUNOTHERAPY IN THE ADJUVANT SETTING

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 VOL. 384 NO. 13

Adjuvant Nivolumab in Resected Esophageal
or Gastroesophageal Junction Cancer

J

R.). Kelly, J.A. Ajani, J. Kuzdzal, T. Zander, E. Van Cutsem, G. Piessen, G. Mendez, J. Feliciano, S. Motoyama, A. Liévre,
H. Uronis, E. Elimova, C. Grootscholten, K. Geboes, S. Zafar, S. Snow, A.H. Ko, K. Feeney, M. Schenker, P. Kocon,
J. Zhang, L. Zhu, M. Lei, P. Singh, K. Kondo, ].M. Cleary, and M. Moehler, for the CheckMate 577 Investigators*
.
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Immunotherapy for Locally Advanced GE Cancers

Locally advanced Esophageal and GE Junction cancers

Neoadjuvant (:z‘> Adjuvant
. Therapy

Therapy

Benefit of Adjuvant
Add 10 Upfront? Immunotherapy
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MATTERHORN STUDY

Study population

Gastric and GEJ adenocarcinoma

Stage II, lll and IVA
(>T2 NO-3 MO or T0-4 N1-3 MO)

No evidence of metastasis
No prior therapy
ECOGPSOor1

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

Stratification factors

Geographic region: Asia versus
non-Asia

Clinical lymph node status: positive
versus negative

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

Pre-operative Post-operative (1-year duration)

2 doses of 2 doses of 10 doses of
durvalumab or placebo durvalumab or placebo durvalumab or
4 doses FLOT 4 doses FLOT placebo

Durvalumabt
plus FLOT

Durvalumab

plus FLOT Durvalumab

Randomized
(1:1)
N=948

Placebot
plus FLOT

Placebo

Placebo

plus FLOT

Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15)
for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre- and
post-operative), followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles

[o-a)
vJ

Primary objective:
« EFS

Key secondary
objectives:

+ Central review of
pathological complete
response by modified
Ryan criteria

+ OS

AdventHealth



14

Pathological complete response by region
(non-Asia)

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

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

= 30 1 o 30 4 [ ~ 30 4
L 25 L 25 - L 25 -
© S ©
9 20 - Q20 - Q20 A
5 : :
o 15 1 o 15 - o 15 4
W 7] (7]
Lt H] @ @
= 10 E 10 - @ 10 -

5 1 5 5 -

0 0 - 0 -

Durvalumab plus FLOT Placebo plus FLOT Durvalumab plus FLOT Placebo plus FLOT Durvalumab plus FLOT Placebo plus FLOT
(n=256) {n=250) (n=42) (n=40) {n=886) (n=94)

Participants achieve pathological complete response if there i no residual viable umor cells found at prmary tumor and resected lymph nodes at the time of resection. meaning a pathological regression of 100%. based on cenitral assessment. Central review of pathological complete
response was scored using modified Ryan critenia

Cl, confidence inlerval, FLOT, S-fudrowracil, eucovorn, oxalipiatin and docelane]

ASCO Gastrointestinal - e S L ASCO sssans

CLUINICAL OROOLOGY
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MATTERHORN reported superior pCR with EFS data yet pending

Central review

Pathological response subgroup analysis (central review)

Cl 203-4 67 d complete and near-compl
p<0 00001 Ourvel Placebo Pathological complete response pathological response
plus FLOT, N plus FLOT, N Odds ratio (95% C1) Odds ratio (95% C1)

474 474 { 308 2034867 219 (158-34)

326 356 335 (207-541) 22 (154322

148 4 253(109-589 247 (118518

21 265 . 271(153479 - 8 (1.39-337
183 g - - 370 201-684) 2141373
Location at screening
GC K. ) B 25 (150438 b 160 (1.12-255
3E 15 58 . 420 (214-821 . 350 (201-6.07
TNM classification
T4
Non-T4
Clinical lymph node status
Durvalumab plus FLOT Placebo plus FLOT Posiive
(n=474) (n=474) Negatrve
PO-L1 expression at baseline
<1% 8 } 4 088 (0.19-511
21% B 3BV R15513)

<

Response rate (%)

» “-'\‘Y" 5

5% : } 379 225639)
Region
Asa %0 %0 366 (1.39-11.2%)
Non-Asia 38 3 292 (1854 81

Country
Sermany 7 0 b 288 (113-735
Non-Germany 334 (208-538)

Y Y T Y T

4 6 - 2 3 e 8
Odds ratio (95% CI) i Odds ratio (95% C1)

Favours placebo Favours durvalumab Favours placebo  Favours durvalumab

PCR in the German subgroup 30% vs. 13%

éSCO' GSasTroinfesTinal Feaer | emesewronn Ashiq Masood. MD ASCO) 2sssns
ancers Symposium [EERie)

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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KEYNOTE 585 DESIGN

Pembrolizumab 200 mg IV Q3W
Key Eligibility Criteria for up to 3 cycles
+
* Localized G/GEJ FLOT Q2W

adenocarcinoma defined by T3 or for up to 4 cycles
greater primary lesion or
presence of N+ nodes

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

No prior therapy
Able to undergo surgery

Provision of tumor sample for Placebo IV Q3W

PD-L1 testing? for up tci3 cycles

ECOG PS 0-1 FLOT Q2w
for up to 4 cycles

Sniae: Elacebo Placebo IV Q3W
el o for up to 11 cycles
FLOT

Stratification factors Endpoints:
» Geographic region (Asia versus non-Asia) * Primary: safety
» Tumor staging (Il vs Il vs IVa) » Key secondary: pathCR rate per BICR, EFS per investigator, OS

* Chemotherapy backbone (XP/FP vs FLOT)

.
AdventHealth



KEYNOTE-585 Study Design

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

Key Eligibility Criteria

Localized G/GEJ
adenocarcinoma defined by T3 or
greater primary lesion or
presence of N+ nodes

No prior therapy

Able to undergo surgery

Provision of tumor sample for
PD-L1 testing?

ECOG PS 0-1

Pembrolizumab 200 mg IV Q3W
=
Cisplatinand Capecitabine/XP
or
Cisplatinand 5-FU/FP

Pembrolizumab IV Q3W
+ Pembrolizumab IV
Surgery Chemotherapy Q3w

for up to 11 cycles

for up to 3 cycles for up to 3 cycles

Placebo IV Q3W
-+
Cisplatinand Capecitabine/XP
or
Cisplatinand 5-FU/FP

Placebo IV Q3W

+ Placebo IV Q3W
Surgery Chemotherapy for up to 11 cycles

for up to 3 cycles

for up to 3 cycles

Stratification factors

» Geographic region (Asia versus non-Asia)
* Tumor staging (Il vs Il vs IVa)

« Chemotherapy backbone (XP/FP vs FLOT)

Endpoints:
* Primary: pathCR rate per BICR, EFS per investigator, OS (main cohort), safety (FLOT)
» Key secondary: safety (main cohort), safety, OS, EFS (main plus FLOT cohort)

aPD-L1 status was centrally assessed; ®Main cohort. An additional 203 patients were randomized 1:1 to a separate FLOT cohort evaluating pembrolizumab + FLOT vs placebo + FLOT (5-FU 2600 mg/m?, leucovorin 200 mg/m?2, oxaliplatin 85 mg/m?2, docetaxel 50
mg/m2) Q2W for up to 4 cycles in the neoadjuvant and adjuvant phases. XP: cisplatin 80 mg/m? IV on d1 and capecitabine 1000 mg/m?2 orally BID from d1 —d14. FP: cisplatin 80 mg/m2 IV on d1 and 5-FU 800 mg/m?2 IV from d1 —d5 up to 4000 mg/mZ.

AdventHealth



KEYNOTE 585 EFS, OS

Event-Free Survival: FLOT Cohort

Overall Survival; FLOT Cohort

1001

%o

EFS,

' 66%

57%

24-mo rate

36-mo rate

Events
Pembrolizumab group 37%

Median (35% CI), mo
NR (28.2-NR)

Placebo group 47% 30.9(22.8-NR)

59%

47%

[ HR 0.79(95% CI, 0.52-1.22) J

o

T

0 6 12 18 24

No. at Risk

100 84 m
103 91 80

Data cutoff date: 09 Feb 2023 Median Folow.Up® 316 months (range, 24.5-576). EFS defined as time from randomization to first occurrence of radiographic disease progression per RECIST vi.1, local or distant recurence as assesses by CT scan or biopsy if
indicated, ciinical progression, or death due to any cause per investigator assessment. NR, not reached.

67 54
65 5

30

% 42 48 54 60 66

Months

2
2

15 14 1 1 0 0
16 15 14 1 0 0

100 dmorale  3-morate Events  Median (95% Cl), mo
90+ | ; Pembrolizumabgroup ~ 35% NR (34.7-NR)
80- i72% 5 Placebo group 35% NR (45.9-NR)
L)
70 | {62%
60 173% ;
X ! :
& 50- 5 e
0 | é
401 ; g HR 1.04 (95% CI, 0.66-1.66)
30- i §
20 i ?
- o
0 4] T L T ’. :l v T X ; L T L T . T . T L3 1
12 18 24 30 36 42 48 54 60 66
No. atRisk Months
88 81 70 3 19 19 18 5 0 0
95 82 75 33 21 20 19 3 0 0

Data cutoff date: 09 Feb 2023. Median Follow-Up: 31.6 months (range, 24.5-57 6).

AdventHealth



MATTERHORN STUDY

KEYNOTE 585 STUDY

Table: LBA73

pCR
n; % (95% CI)
B [GCo

pCR/pnCR

n; % (95% Cl)
OR (95% CI)
Surgery performed
n: % (95% Cl)
OR (95% CI)

RO resection®
n; % (95% Cl)
OR (95% CI)
AE', n (%)
Grade 3/4
TRAE

Grade 3/4 TRAE

D + FLOT (n=474)

91; 19 (15.8—23.0)
" [ ] o

A K

411; 87 (83.3—89.6)
1.23 (0.85—1.76)

369; B6 (82.2—89.0)
1.00 (0.68—1.48)
470 (99)

326 (63)

452 (95)

275 (58)

P + FLOT (n=474)

34; 7 (5.0-9.9)

68; W (11.3-17.8)

399; B4 (80.6—87.4)

362; 86 (82.1-89.0)

463 (99)
317 (68)
441 (94)
264 (56)

*In pts with surgery: D + FLOT, n=430, P + FLOT, n=422. fln safety analysis set: D +

FLOT, n=475, P + FLOT, n=469. TRAE, treatment-related AE.
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Do MATTERHORN and

YES, equal rates of resection in

KEYNOTE meet the control and experimental arms
but toxicity is not trivial (KN
goal for successful 585 11% Grade 3-4 AEs

experimental arm)

Neoadjuvant therapy?

Ensure surgery

B gleli
compromised to Eii st
treatment micrometastases
Shrink the Tumor toxicity &
(Downstaging for RO :
Resection)
YES, unequivocal improvements in MAYBE. but probabl
PCR rate for both trials Control arm ehl fo'r P Y
PCR underperformed in both studies ; y :
(advanced tumours) immunologically hot tumors

ASCO Gastrointestinal o sresexreosy. Ashiq Masood ASCO ssmecme

Cancers Symposium
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Microsatellite Unstable Esophageal and GE-Junction tumors 14

NEONIPIGA

NEO-ADJUVANT Treatment 5 weeks ADJUVANT Treatment E FOLLOW-UP
6 cycles = 12 weeks ; 2 5 JgyCes, = Ao N
| ' D
S
N 0
C NIVOLUMAB U = Q2w for 2 years
240mg q2w (30min [\) .
L - R NIVOLUMAB then q6mo until
U IPILIMUMAB G 400 mg g4w(30min [V) i3 5 years from
1 mg/km géw (30min V) R inclusion
S E E
I R A
@) c2 c3 cs cé il
N Nivolumab Nivolumab Nivolumab Nivolumab Y hEA
N
s — i
Treatment protocol: Surgical outcome: Pathologic complete response (pCR): Survival at 12-month follow-up:

ASCO GanrO”’ﬁ-eShnal 19 m PRESENTED BY: A5h|q Masood. MD ASCO AMERICAN SOCIETY OF

CLINICAL ONCOLOGY
Ca n Ce rS Sy m p OS | U m = = Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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IMMUNOTHERAPY NEOADJUVANT MSI-H WITHOUT
CHEMORX

15

INFINITY:

o
18 patients
* Gastricor gastroesophageal cancer
* Microsatellite instability
e cT22 anycN, MO or Any cT, cN1-3, MO ‘

.

» Single-Arm, Multi-Cohort,
Phase Il INFINITY Study for
microsatellite instability-high
(MsSl) resectable gastric or
gastroesophageal junction
adenocarcinoma.

every 12 weeks for 2 years, then
| every & months for 3 years

S

‘/ Standard follow up ]

Baseline staging with: Restaging with:
Chest-abdomen-pelvis CT Chest-abdomen-pelvis CT

ASCO Gastrointestinal presenten ey Ashiq Masood, MD ASCO) Sssurene

KNOWLEDGE CONQUERS CANCER

#GI2a

Cancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org




NOVEL BIOMARKER PATHWAY

Claudin18.2
A Novel Target

Claudin18.2

Mechanism of Action
of Zolbetuximab

zolbetuximab

L - _—
‘ .‘/VtIJ‘ k‘ \
> 2
L 4

Junction
omple
it ol by *
X ‘\ oh \ /- FcyR+ Effector Cell aniis2 Complement

ADCM
Claugin
Upid bilayer CLDN18.2 CLDN18.2

= Member of the claudin family

CcDC

= Major structural component of tight junctions
= Seals intercellular space in epithelial sheets l

= Not expressed in any healthy tissues, except stomach mucosa :

Sahin U et al. Ann Oncol. 2021;32(5):609-619.
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GLOW: Zolbetuximab + CAPOX in CLDN18.2+ G/GEJ Cancer

= Global, double-blind, placebo-controlled, randomized phase lll study

Stratified by region (Asia vs non-Asia), organs
w/mets (0-2 vs 23), prior gastrectomy (yes vs no)

Zolbetuximab + CAPOX*
Patients with CLDN18.2+

(> 75% by IHC) HER2-
unresectable/metastatic
G/GEJ adenocarcinoma,

no prior CT
(N =500)

(n = 250)

discontinuation

Placebo + CAPOX*

(n = 250)

* Zolbetuximab dosed initially as 800 mg/mm? |V followed by 600 mg/mm?
IV Q3W. CAPOX dosed as 21d cycles of oxaliplatin 130 mg/mm? IV up to 8
cycles and capecitabine at investigator’s discretion cycle 9+.

—JPrimar endoint:IRC-assessed PES.2

Secondary endpoints: OS, ORR, DOR, safety, PK, (

Shah. et al. Nat Med 2(

AdventHealth



GLOW: Zolbetuximab + CAPOX in CLDN18.2+ G/GEJ Cance

= Global, double-blind, placebo-controlled, randomized phase lll study

Primary End Point: PFS by Independent Review Committee

10+
Zolbetuximab + Zolbetuximab + | Placebo + CAPOX
09 CAPOX CAPOX
Events/patients®, n/N 137/254 172/253
08+ Median PFS, months 821 6.80
Placebo + (95% CI) (746-884)  (6.14-8.08)
074 CAPOX
0 HR (95% CI) 0.687 (0.544-0.866)
& 12-Month Pvalue 00007
P 7 PFS rate
2 35% vs 19%
£ 05+ ! 24-Month
2 ! PFS rate
£ 04+ ! 14% vs 7%
I 1
o h
0.3 | !
! 1
! |
02 | :
| 1
1
01 | K
i !
00 T T LI T T T T T T T T T T T T 1 T 1T T T T T 1
0 2 4 6 8 10 12 14 16 18 2 2 24 2 28 30
No. at Risk Months
Zolbetuximab + CAPOX

254 223 205 187 171 141 132 104 91 66 61 47

Placebo + CAPOX 253 233 215 188 1

PFS was significantly longer in patients treated with
zolbetuximab + CAPOX vs placebo + CAPOX

S 4 3B U U Y M 99 9 3 3

ASCO Gastrointesting

Cancers Symposium

- saserone. Manish A. Shah, MO

Key Secondary End Point; OS

Probability of OS

No. at Risk zolbetusimab +

CAPOX Placebo + CAPOX

10+

09

08+

0.7

06

054

044

034

02+

0.1

00

Zolbetuximab +
CAPOX

Zolbetuximab + | Placebo+ CAPOX
CAPOX

12-Month Events/patients?, n/N 144/254 174/253
0S rate Median 0S, months 14.39 12.16
Placebo + 58% vs 51% (95% CI) (1229-1649)  (10.28-1367)
CAPOX I
! HR (95% CI) 0771 (0.615-0.965)
! Pvalue 00118

24-Month
0S rate
29% vs 17%

25

T
0 2

T LS L PO O R
8 10

1 16 18 20 2
Months

I
I
|
I
I
I
I
I
|
I
I
I
I
I
I
I
|
I
I
:
12

1 I
4 6

4 243 233 226 211 203 193 187 171 150 138 125 108 100 87 80 68 61 47 38 31 27 2 2

08 was significantly longer in patients treated with zolbetuximab + CAPOX vs placebo + CAPOX
Subsequent anticancer therapies were administered to 47% of patientsin the zolbetuximab arm and 55%

in the placebo arm

ASCO Gastrointestinal

Cancers Symposium

- nnnnnnn Manish A. Shah, MO
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SPOTLIGHT and GLOW

Control
Countries

CPS=5
mPFS

| Nausea
Vomiting

Discontinuation of
zolbe/pbo by AE

SPOTLIGHT (n=550
FOLFOX CapeOX

Global Global
(~50% from China)
13% 22% -
10.6 vs 8.7 8.2vs 6.8
+1.9 +1.4
HR 0.75 HR 0.69
37, 22
HR 0.75 HR N
651% vs 62% 4% vs 49%
-1% +9%

81% vs 61% 69% vs 50%
655% Vs 35% 66% vs 31%
14% vs 2% 7% vs 4%

ASCO Gastrointestinal

~ a sesewren we Manish A. Shah, MD
Cancers Symposium - s e M At A A R e AR S ontetig

Shitara K et al. Presented at: ASCO-GI 2023. Abstract LBA 292
Xu RH et al. Presemted at: ASCO Plenary 2023. Abstract 40573

AaventHedaith
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KEYNOTE-811 Study Design (NCT03615326)

Phase 3 Randomized, Placebo-Controlled

Key Eligibility Criteria
e Advanced, unresectable G/GEJ
adenocarcinoma

* No prior systemic therapy in
advanced setting

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

*ECOGPSOor1

Stratification Factors
» Geographic region

*PD-L1 CPS <1 vs CPS =1
» Chemotherapy choice

Pembrolizumab 200 mg IV Q3W +

for up to 35 cycles

Placebo IV Q3W +

for up to 35 cycles

Endpoints
*Dual primary: OS, PFS
«Secondary: ORR, DOR, safety

Trastuzumab and FP or CAPOX?

Trastuzumab and FP or CAPOX?

aTrastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m? IV on D1-6 Q3W =+ cisplatin 80 mg/m?2 |V Q3W. CAPOX: capecitabine 1000 mg/m?BID on D1-14 Q3W + oxaliplatin 130 mg/m? IV Q3W. PFS, ORR, DOR per

RECIST by BICR.

AdventHealth



Overall Survival at A3

All patients PD-L1 CPS 212

Pembro Placebo Pembro Placebo
1001 Median OS, mo 200 16.8 b Median OS, mo 20.0 15.7
90 1 95% ClI 17.8-22.1 15.0-18.7 90 1 95% Cl 17.9-22.7 13.5-18.5
80 1 HR (95% Cl) 0.84 (0.70-1.01) 801 HR (95% Cl) 0.81(0.67-0.98)
701 701
o 5 - 1
@3 50 5 501
40 1 401
30 - 304
20 - : § 20-
10 - é i 10-
"0 3 & o 1215 16 21 26 27 30 33 36 39 42 45 48 51 54 "0 3 & o 1215 18 21 24 27 30 33 3 39 42 45 48 51 64
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HEUR 2 NEU TARGETED THERAPY
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T-DXd for Gastric/GEJ Cancer

A Overall Survival
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« DESTINY-GastricO1:

 HERZ2+ advanced/metastatic G/GEJ adenoca
« >2 prior regimens, including trastuzumab

« T-DXd 6.4 mg/kg vs irinotecan or paclitaxel

* cORR was 40.5% with T-DXd vs 11.3%

FDA approved for advanced/metastatic
HER2+ gastric/GEJ adenoca who have received

a prior trastuzumab-based regimen.

Shitara NEJM, 2020
ASCO rasoms
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0-..’ DESTINY-GastricO3

ERRESVD ™™
2024

Trastuzumab deruxtecan monotherapy
and combinations in patients with
advanced/metastatic HER2-positive
esophageal, gastric or gastroesophageal

junction adenocarcinoma:
DESTINY-Gastric03 (DG-03) .
Yelena Y Janjigian,' Hanneke van Laarhoven, Sun Young Rha, V

Vadim Kozlov, Do-Youn Oh, Adriano Gravina, Liane Rapatoni,
Hirokazu Shoji, Ralf-Dieter Hofheinz, Li-Tzong Chen, Hugo Ford,
Maxime Chénard-Poirier, Saeed Raoufmoghaddam, Caron Lloyd,
Cuihong Zhang, Carla Mateo Mohedano, Jeeyun Lee

'"Memorial Sloan Kettering Cancer Center, New York, NY, US

.
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#%"» DESTINY-Gastric03
Progression-free survival in all patients and by PD-L1 status
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For PFS analyses (assessed by investigator per RECIST 1.1). patients without progressssn of whao died, or wha had progression of died afer bao of mofe missed visils, were censored al the latest evaluable RECIST assessmernl
of al Day 1 (randomizaton/reatriant assigrment) il there were no evaluable visils of no baseling menl (unless the patient died within 13 weeks of baseline assessment). PD-L1 stalis was centrally assessed. Patients with
CPS missing/pending slalus were nol included in the PFS subgroup analyses.

EMo™™
Yelena Y Janjigian Content of this presantation is copyright and respansibility of the author. Permission is required for ra-use.
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#%50% DESTINY-Gastric03

]

Conclusions

f/ . « T-DXd 6.4 mg/kg demonstrated antitumor activity as a first-line treatment for HER2+ GC/GEJA, with a confirmed ORR
of 49%, a median PFS of 9 months, and a median OS of 18 months

Combining T-DXd 6.4 mg/kg with fluoropyrimidine showed a confirmed ORR of 78%, a median PFS of 20 months, and “
a median OS of 23 months, with a manageable safety profile in HER2+ GC/GEJA, irrespective of PD-L1 status

« T-DXd 6.4 mg/kg with full-dose fluoropyrimidine and pembrolizumab demonstrated antitumor activity in HER2+
GC/GEJA, specifically in tumors with a PD-L1 CPS 21%; however, it was associated with a high level of toxicities,
including ILD, leading to treatment discontinuations

T-DXd 5.4 mg/kg and reduced-dose fluoropyrimidine with pembrolizumab has a manageable safety profile, with

promising early antitumor activity in HER2+ GC/GEJA

« Studies evaluating the combination of T-DXd with fluoropyrimidine and immunotherapy are planned for patients with
HER2+ CPS 21% GC/GEJA

First-line T-DXd combinations with fluoropyrimidine and/or pembrolizumab demonstrated
promising antitumor activity in metastatic HER2+ GC/GEJA

BARCEL ONA M“'@Es o P
2024 Yelena Y Janpguan Content of this presantation is copyright and responsibility of tha author. Permission is requirad for re-usa. ..
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FGFR Pathway Inhibitors

@ FGF ligand trap
FP-1039 (GSK3052230)

NSC12 o

@® Antibody—drug conjugates (ADCs)
Aprutumab ixadotin (BAY 1187982)

LY3076226

©O— Drug/linker

@®Non-selective FGFR TKIs

Dovitinib
Lucitanib
Ponatinib
Nintedanib
Regorafenib
S49076
Lenvatinib
SOMCL-085

Ooki A et al. Gastric Cancer. 2021;24(6):1169-1183.

—

. . @®FGFR antibody
o Bemarituzumab (FPA144) for FGFR2-I11b
MFGR1877S for FGFR3
U3-1784 for FGFR4

@®Scelective FGFR TKIs
Erdafitinib (JNJ-42756493)

Infigratinib (BGJ398)

Pemigatinib (INCB054828)
Rogaratinib (BAY1163877)
Futibatinib (TAS-120)
Derazantinib (ARQ 087)

LY2874455

AZD4547

Debio 1347 (CH51832
E7090

PRN1371

Alofanib (RPTS835)
CPL304110

84)

ASCO Gastrointestinal
Cancers Symposium

presentensy. Manish A. Shah, MD

Prosentation is property of the author and ASCO. Permission required for reuse. Contact permissions @esco org

" AMERICAN SOCIETY OF
CLNICAL ONCOLOGY
KNOWLEDGE CONQUERS CANCER
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FIGHT Phase |l Study Design

Key Eligibility Criteria

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

RE

FGFR2b overexpression and/or
GFR2 gene amplification

Stratification Factors

- Geographic region
- Single dose of FOLFOX while screening
- Prior perioperative chemotherapy

-

Randomization

Bemarituzumab®

+ MFOLFOX6 Primary endpoint
(n=77) - PFS

Secondary endpoints

Placebo + - OS
MFOLFOX6 - Response rate

(n=78)

2 >

Treatment may continue until progression, unacceptable
toxicity, or the patient meets other withdrawal criteria

*Bemarituzumab dosing: 15 mg/kg Q2W beginningcycle 1 day 1 (plus 1 dose of 7.5 mg/kg on day 8 of cycle 1 only). FOLFOX6 dosing: standard fixed doses Q2W.

FGFR2b, fibroblast growth factor receptor 2b.

Catenacci D. Presented at: ASCO 2021 Annual Meeting. Abstract 4010.

b
AdventHealth



FIGHT: Update of Main Results (FGFR 210% Population)
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Wainberg ZA et al. Presented at: ASCO-GI 2021 Abstract 160; Presented at: ESMO-GI 2023 Abstract SO-11.
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Evolution of first-line therapy

o> ;DL‘I

AAAA »
Irrespective of PDLA1
Nivolumab/Chemo

Zlbetuximab/Chemo
Pending FDA
Y=o ERBB2/HER2

Pembrolizumab/Trastuzumab/Chemo

Trastuzumab/Chemo

2008
Oxaliplatin

1994
5FU

Scheithauer et al Ann Hematol 1994; Al-Batran et al/ J. Clin Oncolo 2008; Bang et al Lancet 2010;
Janjigian YY, Shitara K et al Lancet 2021; Janjigian YY Nature 2021; Shitara 2023 ASCO GI; Xu RH 2023 ASCO Plenary Series Virtual
9
-.
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P
Biomarker

Prevalence in metastatic

gastric cancer

Therapeutic agent(s)

*>= ERBB2/HER2

@ MSI-high
{:} EBV-positive

S>> PD-L1 CPSBio

~nnoe FGFR2b overexpression

% CLDN18.2

rcac Tumor sequencing

A< Plasma DNA

20%

5% in Stage IV
20% in Stage |-lll

3%

80% CPS =1
60% CPS =5

30%
35%

NTRACK, EGFR, MET,
RAS amplification

Monitoring for response
and resistance

Trastuzumab and Pembrolizumab

Pembrolizumab or Nivolumab

Pembrolizumab or Nivolumab

Pembrolizumab and Nivolumab

Bemarituzumab

Zolbetuximab

Larotrectinib, Afatinib, etc.

Broad application

BIOMARKER DIRECTED THERPAY FOR ESOPH- GASTRIC CA

AdventHealth



BIMARKER TESTING IN GASTRO-ESOPHAGEAL CANCERS

Gastroesophageal Biomarkers
Gastroesophageal Biomarkers - Other

J L _,._..-»---'j_'_‘.f'::"" ) Gene Rare Fusion/| | Biomarker
iy i Amplification Mutation Negative

HER2- bsAbs I |
i T VEGFR-mAbs | corR NTRK il Anti-VEGF
therapy
CLDN18-2 VEGFR-TKI

FGFR mAbs mAbs

MET

FGFR

her2 |PER2 | hera

o3

AdventHealth
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» Thelandscape of Gastro-Esophageal Cancer management had evolved to a personalized
biomarker selected pathways.

» Biomarkers identification at diagnosis is critical initial step in this new paradigm

» Anti-PDL1 for metastatic Esophageal and Gastric cancers improve survival
» WiIll there be arole in the perioperative management
» Optimizing targeted therapies with Anti- CLDN 12.8 will maximize patients outcomes

» ADC had emerged important therapeutic class = Moving TDX, Anti-Her-2 Neu therapy from
2"d Line treatment option to upfront

» Integration of ctDNA in the future as MRD and prognostic tool.

AdventHealth
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