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Ventrikelcancer — behandlingsutveckling éver tid

Cytostatika

Ca 1900

Radikal gastrektomi
Billroth Il och totala

gastrektomier etableras.

5-FU provas vid avancerad

GC.

Ca 1960 1990

ToGA

HER2+ GC: trastuzumab +

kemo 1L.

Taxaner & Irinotekan
Anvands i 2:a linjen.

2000 2006 2008 2010
| | | |

Ramucirumab
2L: REGARD & RAINBOW
— FDA. ’

2014
|

T-DXd
Enhertu for HER2+ efter
trastuzumab (EMA).

Zolbetuximab
| CLDN18.2+ GC +
kemo 1L.
2019 2021 2023 2024
| | | |

v

Kombinationskemo

CF (cisplatin + 5-FU) visar
effekt och etableras som

standardregim i 1L.
Forsta

MAGIC
Perioperativ ECF
(epirubicin,
cisplatin, 5-FU)
battre an kirurgi
ensam.

REAL-2

cytostatikabehandling

med battre effekt!

Capecitabin, oxaliplatin,
epirubicin (EOX) visar sig
vara lika effektiva som
ECF, men med
fordelaktigare
toxicitetsprofil. Nya
cytostatikaregimer
etaberas i Europa.

FLOT4 KEYNOTFI’E-SZIE)I ot X
Perioperativ FLOT €mbro +trastuzumab +

blir ny vasterlandsk kemo 1L
standard.

CheckMate 649
Nivolumab + kemo 1L.

Billroth T. 1881, Heidelberger C et al. Science 1957, Lokich J etl al. J Clin Oncol 1980, Boku et al. J Clin Oncol. 1999, Cunningham D et al. N Engl J Med, 2006, Bang YJ et al. Lancet 2010. Cunningham D et al. N Engl J Med 2008, Fuchs CS et al, Lancet 2014.
Al-Batran SE et al. Lancet. 2019. Shitara K et al. N Engl J Med. 2020, Janjigian YY et al. N Engl J Med. 2021.Sun JM et al. J Clin Oncol 2023, Shitara K et al. Lancet Oncol 2023.
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Ventrikelcancer — behandlingsutveckling éver tid

Cytostatika
5-FU provas vid avancerad

ToGA
HER2+ GC: trastuzumab +
kemo 1L.

Ramucirumab
2L: REGARD & RAINBOW
— FDA. ’
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| | | |

T-DXd
Enhertu for HER2+ efter
trastuzumab (EMA).

Zolbetuximab
| CLDN18.2+ GC +
kemo 1L.

2019 2021 2023 2024
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CF (cisplatin + 5-FU) visar
effekt och etableras som
standardregim i 1L.
Forsta
cytostatikabehandling
med battre effekt!

Perioperativ ECF
(epirubicin,
cisplatin, 5-FU)
battre an kirurgi
ensam.

REAL-2
Capecitabin, oxaliplatin,
epirubicin (EOX) visar sig
vara lika effektiva som
ECF, men med
fordelaktigare
toxicitetsprofil. Nya
cytostatikaregimer
etaberas i Europa.
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KEYNOTE-811
Pembro + trastuzumab +
kemo 1L .

FLOT4
Perioperativ FLOT

blir ny vasterlandsk
standard.

CheckMate 649
Nivolumab + kemo 1L.

Billroth T. 1881, Heidelberger C et al. Science 1957, Lokich J etl al. J Clin Oncol 1980, Boku et al. J Clin Oncol. 1999, Cunningham D et al. N Engl J Med, 2006, Bang YJ et al. Lancet 2010. Cunningham D et al. N Engl J Med 2008, Fuchs CS et al, Lancet 2014.
Al-Batran SE et al. Lancet. 2019. Shitara K et al. N Engl J Med. 2020, Janjigian YY et al. N Engl J Med. 2021.Sun JM et al. J Clin Oncol 2023, Shitara K et al. Lancet Oncol 2023.



The Nobel Prize in Physiology or Medicine 2018 Summary .

© Nobel Media AB. Photo: A. © Nobel Media AB. Photo: A.
Mahmoud Mahmoud
James P. Allison Tasuku Honjo

Prize share: 1/2 Prize share: 1/2
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e Anti-CTLA-4 (ipilimumab)
e Anti-PD-1/PD-L1 (nivolumab, pembrolizumab)

Dendritic {\

Cancer cell

Inhibitor
The CTLA-4 checkpoint protein The PD-1 checkpoint protein
prevents dendritic cells from priming prevents T cells from attacking
T cells to recognize tumours. cancer cells. The inhibitor drug
Inhibitor drugs block the checkpoint. allows T cells to act.

Ledford H. Nature 2014.



Timeline of Anti-PD-1/L1 Antibody Approvals by EU, Japan, and China

Approval Agency
O ema(Eu)
4 NMPA(CN)
X PMDA(JP)

Ar for Manad for
Approval Approval
2014 juli
2015 apr.
maj
sep.
dec.
2016 feb.
apr.
juni
aug.
sep.
okt.
dec.
2017 mars
apr.
juli
sep.
nov.
dec.
2018 jan.
maj
juni
juli
aug.
sep.
okt.
nov.
dec.
2019 jan.
apr.
maj
juli
aug.
nov.
dec.
2020 feb.
juni
aug.
nov.
2021 juni
juli
okt.
dec.
2022 apr.
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Colorectal Cancer
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Gastric Cancer

Cervical Cancer
SCLC

Basal Cell Carcin
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Drug & Company

. Pembrolizumab, Merck Co.

- Nivolumab, Bristol-Myers Squibb

. Atezolizumab, Roche

. Durvalumab, AstraZeneca

. Avelumab, Pfizer/Merck KGaA
Camrelizumab, Jiangsu HengRui Med..
. Cemiplimab, Regeneron

Endometrial Can..
Esophageal Can..
Gastroesophage..
Head and Neck C..
Mesothelioma
MSI-High solid t..
TNBC

OO X +X

Sintilimab, Innovent Biologics and El..
. Tislelizumab, Beigene
- Toripalimab, Junshi Biosciences Co.

Urothelial Carci..
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Prediktiva biomarkorer som stod
for behandlingsval

Pembrolizumab
Sintilimab 2
Tislelizumab pN18
PD-L1 mAbs cv FGFR-TKI
Futibatinib

Avelumab

CAR-T
HER2
CLDN18.2
CLDN18.2-mAbs
Zolbetuximab
HER2-ADC  HER2-bsAbs FGFR-mAbs
T-Dxd ZW25 Bemarituzumab
KNO26
i PRS-343 b >
ARX788
HER2-mAbs
Nivolumab Trastuzumab ) =f R eecsrersethorser
Margetuzumab /1 o°'°'°.. T T
post” FGFR
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Antigen-specific antibody
backbone with a potent

Op & HER2-TKI
VEGF O B Tucatinib
VEGFR-mAbs SN
Ramucirumab g}y S &
OQN & VEGFR-TKI i
v F, & Immunterapi
e O R
. S & = Fruquintinib
Panitumumab_,, £==F Lenvatinib
=00 : & Regorafenib G i 1l
s L egorale astric cancer ce
N §
==

cytotoxic payload

Wen-Long et al. Journal of Hematology & Oncology 2023



Behandlingslandskap - metastaserad ventrikelcancer

HER2+ ventrikelcancer HER2- ventrikelcancer

Advanced/metastatic
unresectable oesophageal,

Advancedimetastatic
unresectable oesophageal,

v1.4 - September 2024

oesophagogastric junction or v1.4 - September 2024

gastric adenocarcinoma in
HER2-positive (a) [ESCAT I-A (b)]

} |

1st-line treatment

oesophagogastric junction or
gastric adenocarcinoma in
HER2-negative

1st-line treatment

© ®
| |

v ]

Platin-fluoroprimidine doublet
ChT (c) [, A]

Platin-fluoroprimidine doublet
ChT {a) 1, A]

I
| ! : \
PD 1-positive CPS>1 Claudin18.2 positive >75% dMMR/MS!-high Claudin 18.2-, MMR-,

== iti >
Dy [ESCAT LA (b)] IHC 2+ or 3+ [ESCAT LA (b)] [ESCAT LA (bj] PD-L1-negative (CPS <1)

[ESCAT I-A (b)]

0)

|

Addition of trastuzumab and
PD-1ICI (d) [I, A; MCBS 2]

Addition of trastuzumab
1, A; MCBS 3]

For CPS =5, add PD-1 ICi (c,d)
[I, A; MCBS 4]
For CPS 1-4, consider adding
PD-1 ICi (cd) [B]

Add zolbetuximab (e)
[ A; MCBS 2]

Addition of PD-1ICI (f)
[Il, A; MCBS 3]

Addition of docetaxel
in selected patients (g) [1, C]
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Pembrolizumab plus trastuzumab and chemotherapy for
HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3
KEYNOTE-811 randomised placebo-controlled trial

Yelena ¥ Janjigion, Akihito Kowozoe, Yuxion Bai, fionming Xu, Soro Lonordi, fean Phillipe Metges, Potricio Yonez, Lucjan S Whrwicz, Lin Shen,
Yuriy Ostapenko, Mehmet Bilici, Hyun Cheal Chung, Kohei Shitana, Shu-Kui Qin, Eric Yan Cutsem, josep Tabernera, Kon Li, Chie-Schin Shih,
Poojo Bhaga, Sun Young Rho, on behalf of the KEYNOTE-811 Investigotars®
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Clinical Trial > Lancet. 2021 Jul 3;398(10294):27-40. doi: 10.1016/S0140-6736(21)00797-2.
Epub 2021 Jun 5.

First-line nivolumab plus chemotherapy versus
chemotherapy alone for advanced gastric, gastro-
oesophageal junction, and oesophageal
adenocarcinoma (CheckMate 649): a randomised,
open-label, phase 3 trial

Yelena Y Janjigian 1, Kohei Shitara 2, Markus Moehler 3, Marcelo Garrido 4, Pamela Salman *,

Lin Shen ©, Lucjan Wyrwicz 7, Kensei Yamaguchi &, Tomasz Skoczylas °

Arinilda Campos Bragagnoli 10 Tianshu Liu 1, Michael Schenker 12, Patricio Yanez
Mustapha Tehfe ', Ruben Kowalyszyn ">, Michalis V Karamouzis '8, Ricardo Bruges "7
Thomas Zander '8, Roberto Pazo-Cid 9, Erika Hitre 29, Kynan Feeney 21 James M Cleary 22
Valerie Poulart 23, Dana Cullen 23, Ming Lei 3 Hong Xiao 23 Kaoru Kondo 23, Mingshun Li 23
Jaffer A Ajani 2*

13
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Clinical Trial > Lancet Oncol. 2023 Nov;24(11):1181-1195. doi: 10.1016/51470-2045(23)00515-6.
Epub 2023 Oct 21.

Pembrolizumab plus chemotherapy versus placebo
plus chemotherapy for HER2-negative advanced
gastric cancer (KEYNOTE-859): a multicentre,
randomised, double-blind, phase 3 trial

Sun Young Rha !, Do-Youn Oh 2, Patricio Yafiez ¥, Yuxian Bai #, Min-Hee Ryu 3, Jeeyun Lee %,
Fernando Rivera 7, Gustavo Vasconcelos Alves &, Marcelo Garrido ?, Kai-Keen Shiu 10

Manuel Gonzalez Fernéndez "1, Jin Li 2, Maeve A Lowery 1, Timugin Cil ™, Felipe Melo Cruz

Shukui Qin '8, Suxia Luo 7, Hongming Pan 18, Zev A Wainberg 2, Lina Yin 20, Sonal Bordia 27,
Pooja Bhagia !, Lucjan S Wyrwicz 2; KEYNOTE-859 investigators

13
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a NIVD) = chamo Chamo
= 473) n = 4B2)
_ 1001 Median QS (month) 14.4 1K
CheckMate 649 study design pof saded. Lo S S i
oo HIA [95% CI1) 0.70 0,61, 0.81)
» CheckMate 649 is a randomized, open-label, phase 3 study®
3 70 k NIVO + chemao
; 04 % 57% Chemo
Key eligibility criteria £
« Previously untreated, — NIVO1 + IPI3 Dusl primary e 5 50
unresectable, advanced or Q3W x 4 then NIVO 240 mg Q2wW¢ . 0% and PFStI PDI 41CPS 25 B 40
metastatic gastric/GEJ/ A ( 7, g
esophageal adenocarcinoma n =789 NIVO 360 mg + XELOX® Q3W¢ or Secondary endpoints: il
* No known HER2-positive status NIVO 240 mg + FOLFOX! Q2W¢ - 0S (PD-L1 CPS > 1 orall 204
+ ECOG PS 01 randomized) ‘
n =792 XELOX® Q3We > OS (PD-L1 CPS 2 10) 1 :
. « PFS®(PD-L1CPS 210, 1, or : i
Stratification factors or FOLFOX' Q2W¢ all randomized) E—
-;uwerPDi'lmu!:!:sm(zI!nd::w . ORRe 0 3 & 9 1215 18 21 24 Z7 30 33 36 30 42 45 48 5
= Region (Asia vs Uni tates/Canada vs )
- ECOG PS (0 vs 1) N = 1581, including 955 patients (60%) with PD-L1CP5 2 5 L " Months
+ Chema (XELOX vs FOLFOX) o, at i
. NIVID + chamo 473 440 38D 315263 223167 161141107 81 61 43 26 19 6 2 0O
Chemo 4B2424353275215154125 97 B3 62 46 31 B 11 6 1 0 0

Nivo + kemo vs kemo.
All randomized patients,
CPS >=5

Janjigian et al. Lancet 2021
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100+ —— Pembrolizumab group (n=298
— Placebo group (n=296}

HR 081 (95% C1 0-67-0-98)

80
g 7 .
= 604 ®  Key eligibility criteria Pembrolizumab 200 mg Q3W +
% * Histologically or cytologically confirmed trastuzumab 8 mg/kg loading dose,
2 30 diagnosis of previously untreated, and 6 mg/kg thereafter Q3W +
= 40 locally advanced unresectable or investigator's choice of FP or CAPOX
g metastatic HER2-positive gastric or
304 GEJ adenocarcinoma
20 * Measurable disease per RECIST v1.1 )
- '+ ECOG performance status of 0 or 1 : Pltacebo (Q%rmaliial:neLQB\ijV +
- ‘ ‘ . rastuzumab 8 mg/kg loading dose,
o 8 Ade,qu,ate ISEUa catfiie and 6 mg/kg thereafter Q3W +
0 é 1'2 llﬁ 2'4 3'0 3!‘6 4'2 4‘3 5'4 investigator’s choice of FP or CAPOX
F Time since randomisation (months) Stratification
Number at risk * Geographic region
{number censored) « PD-L1 status
*ambrolizumab group 298 265 207 166 115 78 58 7 0 « Chemotherapy regimen

7
(0) (0) (o) (0) (13) (28) (43} {59) (88) (94)
Placebo group 296 244 180 135 a6 67 41 n 5 o

(0) (0} (0) (@) 1y (25 41} (58} (74) (78)

CPS >=1
HR 0.79, mOS 20.1 vs 15.7 man

Janjigian et al. Annals of Oncology 2024.



Behandlingsutfall vid behandling med immunterapi

A Hyperprogression
Primary resistance
c
)
2
>
-D ] ]
Q Acquired resistance
5
L2
&)
Durable response
Pseudoprogression
. >
Time

Baxter, M.A., Middleton, F., Cagney, H.P. et al. Resistance to immune checkpoint inhibitors in
advanced gastro-oesophageal cancers. BrJ Cancer 125, 1068-1079 (2021).
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Pseudoprogress vid immunterapi

Karolinska Comprehensive Cancer Center

Pretreatment 2 months 4 months
- - -
| 4 4 [ 4
d Ll i

Pseudoprogression is seen in 7-10% of the patients

15



 Encephalitis
* Meningitis
¢ Polyneuropathy

e Uveitis Fatigue

* Sjdgren syndrome ¢ Guillain—Barré syndrome
° COFIJUFI(_It‘IVItIS and/or e e Subacute inflammatory
blepharitis Sy neuropathies

e Episcleritis and/or scleritis

e Retinitis

e Hypnonhysitis
o L 7

e Thyroiditis

* Adrenalitis

* Pneumonitis |

e Pleuritis
* Sarcoid-like granulomatosis | * Myocarditis

e Pericarditis

Hepatitis g / //\) X * Interstitial nephritis

e Pancredtits ¢ Glomerulonephritis
* Autoimmune diabetes
* Colitis
* Enteritis
« Skin rash e Gastritis
® Pruritus
e Vitiligo
¢ LURESD <5
* Psoriasis
e Stevens—Johnson
syndrome e Anaemia
* Neutropenia
e Arthralgia e Thrombocytopenia
e Arthritis e Thrombotic
* Myositis microangiopathy
* Dermatomyositis . Ocquill"ed haemophilia
® Vasculitis

Martins, F., Sofiya, L., Sykiotis, G.P. et al. Adverse effects of immune-
checkpoint inhibitors: epidemiology, management and
surveillance. Nat Rev Clin Oncol 16, 563-580 (2019).



Ventrikelcancer — behandlingsutveckling éver tid

Cytostatika

Ca 1900

Radikal gastrektomi
Billroth Il och totala

gastrektomier etableras.

5-FU provas vid avancerad

GC.

Ca 1960 1990

ToGA

HER2+ GC: trastuzumab +

kemo 1L.

Taxaner & Irinotekan
Anvands i 2:a linjen.

2000 2006 2008 2010
| | | |

Ramucirumab
2L: REGARD & RAINBOW
— FDA. ’

2014
|

T-DXd
Enhertu for HER2+ efter
trastuzumab (EMA).

Zolbetuximab
| CLDN18.2+ GC +
kemo 1L.

2019 2021 2023 2024
| | | |

v

Kombinationskemo

CF (cisplatin + 5-FU) visar
effekt och etableras som

standardregim i 1L.
Forsta

MAGIC
Perioperativ ECF
(epirubicin,
cisplatin, 5-FU)
battre an kirurgi
ensam.

REAL-2

cytostatikabehandling

med battre effekt!

Capecitabin, oxaliplatin,
epirubicin (EOX) visar sig
vara lika effektiva som
ECF, men med
fordelaktigare
toxicitetsprofil. Nya
cytostatikaregimer
etaberas i Europa.

FLOT4 KEYNOTFI’E-SZIE)I ot X
Perioperativ FLOT €mbro +trastuzumab +

blir ny vasterlandsk kemo 1L
standard.

CheckMate 649
Nivolumab + kemo 1L.

Billroth T. 1881, Heidelberger C et al. Science 1957, Lokich J etl al. J Clin Oncol 1980, Boku et al. J Clin Oncol. 1999, Cunningham D et al. N Engl J Med, 2006, Bang YJ et al. Lancet 2010. Cunningham D et al. N Engl J Med 2008, Fuchs CS et al, Lancet 2014.
Al-Batran SE et al. Lancet. 2019. Shitara K et al. N Engl J Med. 2020, Janjigian YY et al. N Engl J Med. 2021.Sun JM et al. J Clin Oncol 2023, Shitara K et al. Lancet Oncol 2023.
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Advancedimetastatic

unresectable oesophageal,
oesophagogastric junction or v1.4- September 2024
gastric adenocarcinoma in
HERZ2-negative

!

1st-line treatment

®

Platin-fluoroprimidine doublet
ChT (a) [1, A]

Claudin18.2 positive >75% dMMR/MSI-high
IHC 2+ or 3+ [ESCAT LA {bj] [ESCAT LA {b)]
PD
[ A; MCBS 4]

Add zolbetuximab (e) Addition of PD-1I1CI(f) Addition of docetaxel
L A; MCBS 2] [il, A; MCBS 3] in selected patients (g) [1, C]
For CPS 1-4, consider adding

PD-1 ICl {c,d) [B] ‘ | ‘

|

Claudin 18.2-, MMR-,

PD-L1-positive CPS >1
[ESCAT LA (b)]

PD-L1-negative {CPS <1)

For CPS =5, add PD-1 ICl {c d)
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naturemedicine
Explore content v About the journal v~ Publish with us Zo’betUXimab pIUS I‘I‘IFO LFOX6 in patients With 9 @ +~ @

CLDN18.2-positive, HER2-negative, untreated, locally
advanced unresectable or metastatic gastric or gastro-
Article | Open access | Published: 31 July 2023 oesophageal junction adenocarcinoma (SPOTLIGHT):

Zolbetuximab plus CAPOX in CLDN18.2-positive gastric a multicentre, randomised, double-blind, phase 3 trial
or gaStroesophageal‘lun(:tlon adenocarCInoma: the Kohei Shitara, Florian Lordick, Yung-Jue Bang, Peter Enzinger, David llson, Manish A Shah, Eric Van Cutsem, Rui-Hua Xu, Giuseppe Aprile,

rand Omized y phase 3 Gl_ow trial Jianming Xu, Joseph Chao, Roberto Paze-Cid, Yoon-Keo Kang, Jianning Yang, Diarmuid Meran, Pranob Bhattacharya, Ahsan Arozullah,

Jung Wook Park, Mok Oh, Jaffer A Ajani

nature » nature medicine » articles » article

Manish A. Shah, Kohei Shitara, Jaffer A. Ajani, Yung-Jue Bang, Peter Enzinger, David llson, Florian Lordick,

Summary

Eric Van Cutsem, Javier Gallego Plazas, Jing Huang, Lin Shen, Sang Cheul Oh, Patrapim Sunpaweravong Background Zolbetuximab, a monoclonal antibody targeting claudin-18 isoform 2 (CLDN18.2), has shown efficacy in  Lancet 2023; 401: 1655-68

patients with CLDN18.2-positive, human epidermal growth factor receptor 2 (HER2)-negative, locally advanced rubiished online

unresectable or metastatic gastric or gastro-oesophageal junction adenocarcinoma. We report the results of the April14.203

Ahsan Arozullah & Rui-Hua Xu & SPOTLIGHT trial, which investigated the efficacy and safety of first-line zolbetuximab plus mFOLFOX6 (modified :;Tl":;’ :;“Z'g?ﬁ;g;g_’;
folinic acid [or levofolinate], fluorouracil, and oxaliplatin regimen) versus placebo plus mFOLFOXG6 in patients with Thisor;lini :u:ieﬁonha! _—

Nature Medicine 29, 2133-2141 (2023) | Cite this article CLDN18.2-positive, HER2-negative, locally advanced unresectable or metastatic gastric or gastro-oesophageal junction o = =
adenocarcinoma. first appeared at thelancet.com

64k Accesses | 702 Altmetric | Metrics on December12.2023

Hwoei Fen Soo Hoo, Haci Mehmet Turk, Mok Oh, Jung Wook Park, Diarmuid Moran, Pranob Bhattacharya,
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CLDN18.2 expression nol Damage cell polarity leading 1o Stimulates immuno effectors to
exposed to cell surface CLDMN18.2 exposure to cell surface induced ADCC and CDC
Mormal gastc celis Gasts cancer oells Zolbetuximalb
|"|.|:||I:.E| side CLDN1B.2 Malignant RENIE : -:I'[ h Efteptas ol "'{ Componen
i “C | Zolbetuximab ﬁd’ CLON18.2

transformation . =y B |

ADCC

10 i i
: :
Basolateral side I ritiuimat L (R —— — L

cDGC
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Samanta A et al. Zolbetuximab for Unresectable and Metastatic Gastric and Gastroesophageal Junction Adenocarcinoma: A Review of Literature. Cureus. 2024 Dec
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Ventrikelcancer — behand

Cytostatika
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Kombinationskemo
CF (cisplatin + 5-FU)
effekt och etableras
standardregim i 1L.
Forsta
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Perioperativ ECF
(epirubicin,
cisplatin, 5-FU)
battre an kirurgi
ensam.
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cytostatikabehandling

med battre effekt!
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Perioperativ FLOT €mbro +trastuzumab +

blir ny vasterlandsk kemo 1L
standard.

CheckMate 649
Nivolumab + kemo 1L.

Capecitabin, oxaliplatin,
epirubicin (EOX) visar sig
vara lika effektiva som
ECF, men med
fordelaktigare
toxicitetsprofil. Nya
cytostatikaregimer
etaberas i Europa.

Billroth T. 1881, Heidelberger C et al. Science 1957, Lokich J etl al. J Clin Oncol 1980, Boku et al. J Clin Oncol. 1999, Cunningham D et al. N Engl J Med, 2006, Bang YJ et al. Lancet 2010. Cunningham D et al. N Engl J Med 2008, Fuchs CS et al, Lancet 2014.
Al-Batran SE et al. Lancet. 2019. Shitara K et al. N Engl J Med. 2020, Janjigian YY et al. N Engl J Med. 2021.Sun JM et al. J Clin Oncol 2023, Shitara K et al. Lancet Oncol 2023.



Trastuzumab deruxtecan i ESMOs behandlingsriktlinjer

Advanced/metastatic
unresectable oesophageal,

oesophagogastric junction
and gastric adenocarcinoma

Second-line treatment
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Ramucirumab—paclitaxel
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Ramucirumab monotherapy
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Pembrolizumab monotherapy
[, A; MCBS 2]

!

HER2-positive (b)

@

|

Trastuzumab deruxtecan
[A; MCBS 4]




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trastuzumab Deruxtecan or Ramucirumab
plus Paclitaxel in Gastric Cancer

K. Shitara,' E. Van Cutsem,?* M. Giimiis,** S. Lonardi,® C. de la Fouchardiére,’
C. Coutzac,’ ). Dekervel ** D. Hochhauser,® L. Shen,*** W. Mansoor," B. Liu,*
L. Fornaro,” M.-H. Ryu,*** J. Lee," C. Faustino," J.-P. Metges," |. Tabernero,'*%
F. Franke,? Y.Y. Janjigian,* F. Souza,” L. Jukofsky,” Y. Zhao,” T. Kamio,”
A. Zaanan,** and F. Pietrantonio,” for the DESTINY-Gastric04 Trial Investigators*
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Antibody Anti-Cancer Antibody-Drug
Drug Conjugate

A Overall Survival
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No. at Risk
Trastuzumab deruxtecan 246 219 185 134 94 65 45 30 21 12 2 1 1 1 0
Ramucirumab+ 248 204 150 109 76 52 36 18 9 4 3 3 0
paclitaxel

Median OS, 14.7 vs. 11.4 months; HR 0.70
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Monoclonal antibodies — ‘\S \_a Bispocific antibodies
« Zolbetuximab  « LM-102 ( Macrophage / or T cell engagers
* Osemitamab  « ZL1211 Complement .
« ASKB589 o TORL-2-307-MAB : ~ Donteatme ™ ool
« ABOT * SPX101 - q soml J . ASP2138
« MIL93 « FL-301 (NBL-015) ‘ C . ‘—_ : « AZD5863

« DR30303 SIRPa ,h\-/'&tm( signal : To.wog

- Anti-claudin 18.2/ « PTBSE

CDA47 bispecific antibody

= SYSA1801

* RCN8

» TORL-2-307-ADC
« SOT02

= SKB315

“aAM
va r—CD8a hinge region gt

Anti-claudin 18.2 scFyv
~—— CD28 transmembrane region
.—‘CD?B co-stimulatory domain

CAR T cell

Nakayama, I., Qi, C., Chen, Y. et al. Claudin 18.2 as a novel therapeutic target. Nat Rev Clin Oncol 21, 354-369 (2024). https://doi.org/10.1038/s41571-024-00874-2
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