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Abstract: In recent years, significant advancements in molecular biology have paved the way for novel
targeted therapeutic strategies for gastric cancer treatment. Claudin18, which is an important structural protein
involved in tight junctions between cells, and its subtype Claudin18.2 (CLDN18.2), which is specifically
expressed in differentiated gastric epithelial cells, have emerged as novel therapeutic targets for patients with
gastric cancer. This article aims to systematically review the latest developments in CLDN18.2 research in the
fields of basic and clinical gastric cancer studies to provide a reference for clinical practice.
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Table 1 Expression of CLDN18.2 in different studies

Sample Anti-

Positivity

High

First author .~ “Population Detection method Definition of high expression . PMID
size body rate expression
Sahin V, et al” 686 German CLAUDETCT™]8.2clone43- —  =40% of tumor cells 48.0% 33610734
14A show =2+staining intensity

Mouse anti-CLDN18.2
monoclonal antibody

Dottermusch M, 481 Caucasian Abcam Cambridge EPR

Sahin V, et al'” 66 German

et al® 19202
381 Caucasian CLAUDETCT™]8.2 clone43-

Arnold A, 14A

et al™

Pellino A, 350 Caucasian CLAUDETCT™]8.2 clone43-

et al'™ 14A

Rohde C, 262 Japanese CLAUDETCT™I82 clone43-

et al™ 14A

Rohde C, 135 Japanese CLAUDETCT™I8.2 clone43-

et al™ 14A

Coati I, et ™ 510 TItalian  clone34H14L15

Zhu G, et al'™™ 236 American anti-CLDN-mlgG1

Lu, et al™ 63 Chinese Abcam Cambridge EPR
19202

XuB, etal' 105 Chinese Abcam Cambridge EPR
19202

Sahin U, 29 German Mouse anti-CLDNI82

et al'"” monoclonal antibody

Sahin U, et a/™ 33 German Mouse anti-CLDNI18.2

(Ovarian monoclonal antibody

metastasis from
gastric cancer)

Tiireci O, 202 German
et al™

Rabbit anti-Claudinl82
serum (Zymed)

77.0% =60% of tumor cells
42.2% =40% of tumor cells

53.0% Percentage scoring of stained

74.6% =50% of tumor cells
87.0% =40% of tumor cells

80.0% -

43.2% Sum of the percentage of tumor cells

55.6% =40% of tumor cells show =2+
95.2% =40% of tumor cells show =2+
66.0%

96.0% - -

56.0% 19047087

show = 2+staining intensity

10.0% 31332522
show =2+staining intensity

17.1% 32488802
tumor cells (0=0, 1=1%-25%,

2=26%-50%, 3=51%-75%,

4=76%-100%)xstaining intensity >8

45.1% 34834447
show =2+staining intensity

51.5% 31087075
show = 3+staining intensity

31087075

61.6% Sum of the percentage of tumor cells 2939, 31235864

with different staining intensities %

respective staining intensity >51

16.0% 31182754
with different staining intensities x

respective staining intensity >100

42.9% 33456998

staining intensity
64.8% 33457012
staining intensity

19047087

19047087

= =70% of tumor cells
show =2+ staining intensity

14.4% 31240302

Note: —: not available.
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HENEFELT, BEEMREERITITA 2
[FR N

Publication Trial NCT Registration Trial Sample

d . Treatment method mOS mPFS ORR
ate name number phase  size

2009 - 00909025 1 15 Zolbetuximab(single-dose escalation) — - -

2019 MONO 01197885 Ma 54 Zolbetuximab - 14.5 weeks 9%
2015 PILOT 01671774 1 32 IMAB362+zoledronic acid+IL-2 40 weeks 12.7 weeks -

2021 FAST 03159819 b 161 Zolbetuximab + EOX 13.0 months 7.5 months 39%

vs. randomized EOX

vs. 8.3 months vs. 5.3 months vs. 25%

Notes: —: not available; mOS: median overall survival; mPFS: median progression-free survival; ORR: objective response rate; IL: interleukin; EOX:

epirubicin+oxaliplatin+capecitabine.
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Table 3 Overview of ongoing CLDN18.2 monoclonal antibodies in China

Drug Phase Company NCT number Indication
ASKB-589 /11 AskGene 04632108 Advanced malignant tumor
TSTO001 [/ Mabos Biotechnology 04495296, 04396821  Advanced tumor

LM102 1 Lanova Medicines 05008445, 04735796  Advanced solid tumor

MIL93 I Mabworks Biotech 04571875 Advanced malignant tumor

M108 I Futuregen 04894825 Advanced unresectable solid tumor
Q1802 I  Qure Biotechnology 04856150 Advanced solid tumor

QL1779 I  Shandong Qilu Biotechnology Group - -

SYSA1801 I CSPC Pharmaceutical Group 05009966 Advanced solid tumor

NBLO015 I NovaRock Biotherapeutics - -

ABO11 I  CARsgen Therapeutics 04400383 Solid tumor (gastric cancer, pancreatic cancer)
BA1105 I Boan Biotech - -

Note: —: not available.
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Table 4 Overview of clinical studies on CAR-T targeting CLDN18.2

Drug name NCT Trial phase Indication Affiliations
Gastric cancer, pancreatic cancer,

CT041 04581473 /1 gastroesophageal junction cancer CARsgen Therapeutics

04404595 /1 Gastric cancer, pancreatic cancer
CAR-CLDN18.2 03874897 1 Advanced solid tumor CARsgen Therapeutics
T-Cells 03198052 1 Lung cancer Zhaotai Medical
LB1908 04467853 I Gastric cancer Legend Biotech

04966143 I Pancreatic cancer .
RO 04977193 1 Gastric cancer Longyao Biotech
TILs and CAR-TILs 04842812 | Lung cancer, liver cancer, breast cancer, The Second Affiliated Hospital of

targeting CLDN 18.2

colorectal cancer, brain tumor

Guangzhou Medical University
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Table 5 Overview of bispecific antibodies and ADCs targeting CLDN18.2

Drug NCT Trial phase Target Indication Company

Dual antibody drugs targeting CLDN18.2

ABLI11 04900818 I/ CLDNI8.2/4-1BB Advanced solid tumor Imab Biopharma

SPX-301 - 1 PD-L1/ Claudin 18.2 GC/GEJ Sparx Therapeutics

AMGI10 04260191 1 Claudin18.2/CD3 GC,GEJ BeiGene

QLS31905 05278832 1 CLDNI18.2/CD3 Advanced solid tumor Shandong Qilu
Biotechnology Group

Q-1802 04856150 1 PD-L1/CLDN18.2 Advanced solid tumor Qure Biotechnology

ADC drugs targeting CLDN18.2

LM-302 05001516 I/l Advanced solid tumor Lanova
Medicines

SYSA1801 05009966 1 Advanced solid tumor, GC, GEJ, pancreatic cancer CSPC Zhongqi
Pharmaceutical Technology

CMG901 04805307 | Advanced solid tumor, GC, GEJ, pancreatic cancer Keymed Biosciences

RC118 04914117 1 Unresectable solid tumor, metastatic tumor, RemeGen

locally advanced solid tumor
SKB315 CXSL2101287 I Solid tumor Sichuan Kelun-Biotech

Biopharmaceutical Co

Note: -: not available.
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