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Nuevas dianas:
- “Oncogenic drivers”: Impulsores oncogénicos: alteraciones genéticas que causan y 

mantienen el crecimiento tumoral.

- Dianas no oncogénicas: moléculas que no inician el cáncer, pero favorecen la 
proliferación, supervivencia o evasión inmune del tumor.
Ej.: VEGF, PD-L1, TROP2…





“Oncogenic drivers”
- BRAF V600E



BRAF V600E  mutated mCRC
 In GI cancers, the BRAF V600E (class-I)

mutation accounts for up to 12% of mCRC and
small bowel cancers, 5–7% of
cholangiocarcinoma, and 0–3% of gastric,
esophageal, neuroendocrine, and ampullary
tumors.

 BRAF-V600E constitutes the 95% of BRAF
mutations in CRC

- Old patients, females
- Right-sided
- High-grade, mucinous tumors
- Co-occurrence with MSI (30%), MLH
- CpG island methylator phenotype
- Nodal, brain and peritoneal spread



BRAFV600E mutated mCRC: Targeted treatment



The sooner, the better: The BREAKWATER trial, first line
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The BREAKWATER trial, first line: SAFETY



The BREAKWATER trial, first line: folfiri + 
encorafenib + cetuximab

Abstract 13. Presented by S Kopetz. Saturday 1:30 CRC oral abstract session
ASCO GI 2026.



The evolution of braf targeting 

in Mcrc                                                                                       FUTURE: 
1. Paradox brakers: mosperafenib
2. Cooperativity between BRAF-targeting and 
immunotherapy

i) Combining PD1/BRAF/MEK in BRAFV600E 
mCRC MMR
ii) MSI-H/dMMR: Phase Ib/II Combining PD 1/ 
BRAF/EGFRi

3. BRAF degraders
4. Targeting BRAF in other digestive tumours

Tian J, Nat Med. 2023;29(2):458-466;Russo M, et al. Science. 2019;366(6472):1473-
148Elez. , Morris VK et al. Cancer Cell. 2025. E et al. Future Oncol 2024 
Apr,20(11):653-663. Vieito M et al. ESMO 2024. Fontana E et al. ASCO 2025

SARTORE BIANCHI, A. ASCO 2025



Quimio más cetuximab más encorafenib en 1ª línea
- BREAKWATER demonstrates that combining EC with chemotherapy provides meaningful clinical benefit for 
patients with BRAFV600E–mutant mCRC with a tolerable safety profile
• EC + mFOLFOX6 showed clinically meaningful improvement in ORR (by BICR) and statistically significant, 

clinically meaningful improvement in PFS (by BICR) and OS vs SOC
• Cohort 3 confirmed a statistically significant and clinically relevant improvement in ORR with EC + FOLFIRI

vs FOLFIRI ± bevacizumab, with responses that were rapid and durable
• Together, these data support EC-based combinations as a potential new standard of care in the first-line 

setting for BRAFV600E–mutant mCRC



Nuevas dianas:
- Dianas no oncogénicas: moléculas que no inician el cáncer, pero favorecen la 

proliferación, supervivencia o evasión inmune del tumor: 

- CLAUDINA 18.2



CLAUDIN 18.2



ZOLBETUXIMAB: MECANISMO DE ACCIÓN

Fagocitosis celular 
dependiente de anticuerpo



Phase ii and iii clinical trial testing zolbetuximab

enrichment of benefit in patients 
with claudin 18.2 expression on 
≥70% of tumour cells



Phase iii clinical trial testing zolbetuximab
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Phase iii clinical trial testing zolbetuximab: combined analysis

 PSF                                                                          OS

  

ORR 
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ZOLBETUXIMAB: TEAES OCURRING IN >= 15% OF PATIENTS IN EITHER TREATMENT GROUP

1. Shitara K et al. Lancet. 2023;401(10389):1655–1668; 2. Shah MA et al. Nat Med. 2023;29(8):2133–2141; 3. 
Ajani JA et al. Ann Oncol. 2023;34(2):S1322; 4. Lordick F et al. Ann Oncol. 2023;34(2):S1321.



ONCOLOGIA DE PRECISIÓN 
EN CÁNCER GÁSTRICO

Udhayvir S. Grewal, Timothy J. Brown
The Oncologist, 2025, 30, oyaf185
https://doi.org/10.1093/oncolo/oyaf185

Ajani JA, D’Amico TA, Bentrem DJ, et al. J Natl Compr Canc Netw. 
2022;20:167-192. Bang YJ, Van Cutsem E, Feyereislova A, et al. 
Lancet. 2010;376:687-697. Shitara K, Lordick F, Bang YJ, et al. N 

Engl J Med. 2023;388:1689-1699. Pellino A, Riello E, Nappo F, et al. 
Gastric Cancer. 2021;24:737-746. Cancer Genome Atlas Research 

Network. Nature. 2014
Chao J, et al. JAMA Oncol 2021; 7: 895-902

Yao J, et l. Front Immunol 2025
.



Claudina 18.2 como diana

Nakayama I, Qi C, Chen Y, Nakamura Y, Shen L, Shitara K.
Claudin 18.2 as a novel therapeutic target. Nat Rev Clin Oncol. 2024 May;21(5):354-369



 Zolbetuximab plus chemotherapy continued to demonstrate a clinically meaningful improvement in
PFS and OS versus placebo plus chemotherapy, with no new safety signals
These results support zolbetuximab plus chemotherapy as a global standard for 1L treatment of 
patients with HER2−, LA unresectable or mG/GEJ adenocarcinoma whose tumors are CLDN18.2+

CLDN18.2+

Nueva diana para tratamiento

Zolbetuximab
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