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Chimeric antigen receptor T cell immunotherapy in advanced gastric cancer: research progress
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[ Abstract | Gastric cancer (GC) is one of the most common malignant tumors, and most GC patients in China are
diagnosed as progressive GC at their first visit and late stage patients fail to have surgical treatment. The effects of conventional
treatments, including chemotherapy, radiotherapy and targeted therapy, are limited and may induce poor prognosis. As a new
treatment in hematological malignancy, chimeric antigen receptor (CAR)-T cell (CAR-T) immunotherapy is indicated as a

promising treatment for advanced GC, which paves a new way for the GC immunotherapy. However, there are still some obstacles
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to overcome, such as the heterogeneity of GC, immunosuppression of tumor microenvironment, tumor target antigen escape and

off-target toxicity. In this review, the CAR structure, therapeutic principle of CAR-T, and the main targets and treatment status of

CAR-T immunotherapy for advanced GC are reviewed; the challenges faced by CAR-T immunotherapy in GC are discussed, so

as to provide new ideas for the clinical immunotherapy of advanced GC.

[ Key words | stomach neoplasms; immunotherapy; chimeric antigen receptor T cell; claudin 18.2; natural killer cell

group 2 member D; epithelial cell adhesion molecule
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Fig1 Structure and development of CAR

CAR: Chimeric antigen receptor; VL: Light-chain variable region; VH: Heavy-chain variable region; CL: Light-chain constant region;

CH: Heavy-chain constant region.

R1 BFGESENER CAR-T A

Tab1 Common CAR-T targets for treating advanced gastric cancer

[13]

Target site

Registered test number”

CLDNI18.2 NCT03159819, NCT05277987, NCT05620732, NCT05393986, NCT04404595, NCT05472857, NCT05952375,
NCT05539430

EpCAM NCT03563326, NCT03013712, NCT02915445, NCT02725125, NCT05028933

NKG2D NCT05583201, NCT04107142

HER-2 NCT02713984, NCT04650451

CEA NCT06010862, NCT04348643, NCT05396300, NCT05415475

MUC1 NCT05239143

MSLN NCT04427449

PD-1 NCT02862028

* All the clinical trials are available at www.clinicaltrials.gov. CAR-T: Chimeric antigen receptor T cell; CLDN18.2: Claudin

18.2; EpCAM: Epithelial cell adhesion molecule; NKG2D: Natural killer cell group 2 member D; HER-2: Human epidermal growth
factor receptor 2; CEA: Carcinoembryonic antigen; MUC1: Mucin 1; MSLN: Mesothelin; PD-1: Programmed death-1.
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