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Claudina 18.2





▪ 3-5% CRC
▪ Prognostic?, > brain M1, resistence 

anti-EGFR. Male, left localization
▪ 15-25% GC/GEJ

▪ Poor prognostic, > M1, > GEJ and 
intestinal subtype

▪ 5-20% BTC:  poor prognostic, agresive 
phenotype
▪ 19-31% GB
▪ 17-18% eCC
▪ 3-5% iCC

▪ 1-7% Pancreatic
▪ IHC/FISH. Heterogeneity
▪ Rebiopsy/LB



Shitara K, et al. N. Engl J Med 2020 Yamaguchi K et al. Presented at: ASCO Virtual Congress 2021; June 4-8, 2021.
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Li Song, et al. ASCO 2024

Grade 3/4 treatment-related adverse events occurred 
in 40.9% of patients: neutropenia, fatigue, and diarrhea



ESMO guidelines GC V 1.4 Sept 2024 Rivera F, et al. SEOM guidelines GC (2023). CTO 2024
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Cervantes A, et al. ESMO guidelines mCRC 2023 Mosele et al, Ann of Oncol 2020. Mateo et al, Ann Oncol 2018



Meric-Bernstam F,  et al. J Clin Oncol  2023
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▪ Claudin 18.2 (CLDN18.2)

▪ 30-45% expressed in patients with gastric adenocarcinoma. > Female, 
> difusse type, > HER2 negative. Trend of relatively low CPS.

▪ A new therapeutic target for gastric cancer that has been clinically 
validated.

▪ Zolbetuximab + CAPOX/FOLFOX (GLOW/SPOTLIGHT)2,3 represents a 

new 1L standard-of-care treatment option for patients with HER2−, LA 

unresectable or mG/GEJ adenocarcinoma whose tumors are 

CLDN18.2+.

▪ Different antibody-drug conjugates are in development in gastric cancer

1. Nat Rev Clin Oncol. 2024 May;21(5):354-369. 2. Shah MA et al. Nat Med. 2023;29(8):2133–2141; 

2. 3. Shitara K et al. Lancet. 2023;401(10389):1655–1668.



▪ SHR-A1904:

▪ A novel ADC comprised of a humanized IgG1 mAb targeting CLDN18.2, a cleavable linker, and a 
topoisomerase I inhibitor payload. High membrane permeability. Potent cell-killing efficacy.

Rui-Hua Xu, et al. ESMO 2024
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Kopetz S, et al . ASCO 2024

▪ Hematological  TLDS anemia, 
neutropenia, thrombocytopenia, 
leukopenia.

▪ No interstitial lung disease and ocular 
toxicities were observed

▪ MTD 2,8 mg/Kg  

▪ PFS 6,7 m (95%CI: 4,6-8,4)

▪ DCR 70 % (PR3, SD 21)



▪ CG/GEJ: ESCAT IA (HER2, Claudina 18.2, PDL-1), ESCAT IIA (MSI).

▪ BTC: ESCAT IA (IDH), ESCAT IB (FGFR2, BRAF), ESCAT IC (HER2, NTRK, MSI, RET).

▪ CRC: ESCAT IA (RAS/BRAF/MSI/NTRK), ESCAT IIB (HER2).

▪ Medicina personalizada.

▪ ADC: 

▪ Necesidad mejorar perfil toxicidad/actividad: Linker y Payload. 

▪ Combinaciones ADC+QT+/-IO;  ADCs biespecíficos.

▪ Amplio desarrollo diferentes targets con resultados prometedores: 

▪ HER2, HER3, TROP-2, Claudina 18.2, CEACAM5, c-Met.

▪ EC fase I-II-III en marcha en primera y sucesivas.

▪ Actualmente en T. Digestivos:

▪ TDx aprobación condicional en GC/GEJ  HER2 + que ha progresado a trastuzumab.

▪ TDx alternativa en pacientes con BTC HER2+ que han progresado a 1ªL.

▪ Tratamiento antiHER2  alternativa ≥ 3L CCRm HER2 +.
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