
Organizador por:

Enfermedad 
Her-2 low y 
ultralow
Oncología Médica. Hospital Universitario de Jerez de la 
Frontera, Cádiz

Dra. Natalia Chavarría Piudo



CONFLICTOS DE INTERES
He colaborado con: 

• Consultant or Advisory Role: Novartis, Pfizer, Gilead, Daiichi-AZ, Menarini

• Speaking: Pfizer, Novartis, Roche, Grunenthal, Eisai, Gilead, Daiichi-AZ, Lilly, MSD

• Travel-accommodation-inscription: Pfizer, Novartis, Roche, Gilead, Daiichi-AZ, Lilly



índice
• ¿QUE ES HER2-LOW? ¿QUE ES HER2-ULTRALOW?
• COMO FUNCIONAN LOS FARMACOS ANTIHER2 EN HER2LOW Y ULTRALOW
• EVIDENCIA CLINÍCA ACTUAL
• ¿QUE NOS APORTARÁ EL FUTURO?



¿QUE ES HER2-LOW?
¿y HER2-ULTRALOW?











COMO FUNCIONAN LOS FARMACOS 
ANTIHER2 EN HER2LOW Y ULTRALOW





MECANISMO DE ACCION DE LOS ANTICUERPOS INMUNOCONJUGADOS nueva generación
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ADC: antibody-drug conjugate; DM1: derivative of maytansine; DV: disitamab vedotin; EV: enfortumab vedotin; HER: human epidermal growth factor receptor; Ig: immunoglobulin; IHC: immunohistochemistry; ISH: in situ hybridization; mAb: 
monoclonal antibody; mc-vc: maleimide caproic acid valine citrulline; MMAE: microtubule-disrupting agent monomethyl auristatin E; MoA: mechanism of action; NGS: next-generation sequencing; SG: sacituzumab govitecan; T-DM1: trastuzumab 
emtansine; T-DXd: trastuzumab deruxtecan; UC: urothelial carcinoma

1. Li  H, et al. Cancer Biol Ther. 2016;17:346-354. 2. Jiang J, et al. Toxicol Lett. 2020;324:30-37. 3. Yao X, et al. Breast Cancer Res Treat. 2015;153:123-133. 4. PADCEV® (enfortumab vedotin-ejfv) [prescribing information]. October 2022. 
5. ADCETRIS® (brentuximab vedotin) [prescribing information]. February 2022. 6. TIVDAK® (tisotumab vedotin-tffv) [prescribing information]. January 2022.

Disitamab Vedotin es una molécula en investigación y no está aprobado por la FDA 
ni por la EMA para el tratamiento de ninguna enfermedad. La seguridad y la eficacia

de este compuesto no ha sido probada. 

DV is an ADC Comprising of 3 Components With Unique Contributions to its Multimodal MoAs1-6







EVIDENCIA CLINÍCA ACTUAL



N = 557







*Study enrollment was based on central HER2 testing. HER2 status was determined based on the most recent evaluable HER2 IHC sample prior to randomization. HER2-ultralow was defined as faint, partial membrane staining in ≤10% of tumor cells (also
known as IHC >0<1+); †HER2-ultralow status as determined per IRT data (note: efficacy analyses in the HER2-ultralow subgroup were based on n=152 as determined per central laboratory testing data).
1. ClinicalTrials.gov. NCT04494425. https://www.clinicaltrials.gov/study/NCT04494425. Accessed May 31, 2024; 2. Curigliano G et al. Presented at: ASCO Annual Meeting; May 31 – June 4, 2024; Chicago, IL. Presentation LBA1000. 3. Bardia A et al. N 
Engl J Med. 2024; 4. Bardia A et al. Presented at: SABCS 2024 Meeting; December 10–13, San Antonio, TX. Presentation LB1-04
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Disitamab Vedotin, a HER2-Directed Antibody-Drug Conjugate, in Patients With  ER2-
Overexpression and HER2-Low Advanced Breast Cancer: A Phase I/Ib Study

Data cutoff: December 31, 2020.
ADC, antibody-drug conjugate; DV, disitamab vedotin; FISH, fluorescence in situ hybridization; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; Q2W, every 2 weeks.
Wang J, et al. Presented at: American Society of Clinical Oncology; June 4-8, 2021; Virtual. Abstract 1022.











¿Qué NOS APORTARÁ EL FUTURO?



Key Inclusion Criteria
• Patients with HR+ HER2-low mBC (Cohort 3) must have either had 

recurrent disease within 2 years of initiation of adjuvant ET, disease 
progression on CDK4/6i-based regimen within 12 months of completion 
of CDK4/6i therapy, or disease progression within 12 months of CDK4/6i 
therapy in the metastatic setting

• Participants with brain metastases are allowed in the study. The brain 
lesion(s) should be small (<2 cm), untreated, asymptomatic, not requiring
urgent medical intervention, and are asymptomatic and clinically stable



NCT06157892  https://clinicaltrials.gov/study/NCT06157892 ultimo acceso enero 2026

*HER2 low enrollment stops when 30 pts in each arm Opti+ Exp; †HER2 + enrollment stops when 30 pts in each arm Opti+ Exp.

2L=second-line; DV=disitamab vedotin; HER2=human epidermal growth factor receptor 2; IHC=immunohistochemistry; MBC=metastatic breast cancer; mTPI=modified toxicity 
probability internal; Opti+ Exp=optimization + expansion; Tuc=tucatinib.

https://clinicaltrials.gov/study/NCT06157892






CONCLUSIONES
 La aparición del concepto HER2-low y mas recientemente de HER2-ultralow nos abre nuevos 

horizontes de tratamiento siendo aun más imprescindible un diagnóstico certero.

 Los ADC poseen la precisión del antígeno y la potencia de la QT en una sola molécula.

 TDM1 es un ADC de 1ª generación, con grandes resultados pero también con ciertas 
limitaciones, que nos han impulsado a trabajar para mejorarlas.

 T-DXd forma parte de los ADC de nueva generación con sólidos resultados gracias a su 
mecanismo de acción optimizado. 

 Hay nuevas moléculas prometedoras en estudio (disitamab vedotin, trastuzumab 
duocarmacina…) no solo en cáncer de mama sino también en otros tumores.

 Se abre un futuro prometedor con nuevas dianas terapéuticas y resultados esperanzadores.



GRacias!


