
Fenotipo triple negativo: nuevas alternativas. 
¿Tenemos un estándar más allá de la primera línea?

Susana De La Cruz

Servicio de Oncología Médica

Hospital Universitario de Navarra



Disclosures

• Employment: Servicio Navarro de Salud.

• Advisory role: Alianza AstraZeneca-Daichi Sankyo, Seagen, Adamed, Lilly, 
Novartis, Pfizer.

• Travel grant: Novartis, Pfizer.



Introduction

Perou, Nature 2000

1. Grinda T, et al, ESMO Open 2021; 2. Seah DSE, et al. J Natl Compr Canc Netw 2014;12:71–80.



TNBC is a highly invasive subtype associated with high rates of relapse and  
metastasis

HAZARDS RATIO OF RELAPSES/METASTASIS AT 10 YEARS 
1

MOST FREQUENT METASTASIS SITES ACCORDING TO 
THE MOLECULAR SUBTYPE OF CM 2

1. Foulkes W. et al. N Engl J Med 2010;363:1938-48. 2. Harbeck et al Nat Rev Disease Primers 2019. https://www.nature.com/articles/s41572-019-0111-2

- Different chemo sensitivity.
- Different relapse pattern.
- Different prognostic.

https://www.nature.com/articles/s41572-019-0111-2


Grinda, T., et al. Evolution of overall survival and receipt of new therapies by subtype among 20446 metastatic breast cancer patients in the 2008-2017 ESME Cohort. ESMO Open 2021 Jun.



OS IN METASTATIC TNBC, DIAGNOSED IN 2008-20162

Median OS (IC 95%)

(months)

2008 14,0 (12,3-15,9)

2009 14,4 (12,2-16,6)

2010 13,8 (11,9-16,4)

2011 14,2 (12,0-16,1)

2012 13,7 (11,4-16,4)

2013 15,1 (12,9-17,6)

2014 15,5 (14,3-18,1)

2015 14,3 (13,2-18,1)

2016 14,2 (12,1-16,5)

Treatment options for mTNBC are limited, with the median OS “staggered” with 
conventional chemotherapy 1,2

CMTNm: cáncer de mama triple negativo metastásico; IC: intervalo de confianza; SG: supervivencia global.

1. Mina LA, et al. Immunotherapy for the Treatment of Breast Cancer: Emerging New Data. Breast Cancer (Dove Med Press). 2019;11:321–328. 2. Grinda T, et al. Evolution of overall survival and receipt of new therapies by subtype among 20 446 metastatic breast cancer patients in 

the 2008-2017 ESME cohort. ESMO Open. 2021;6(3):100114.



RegistEM GEICAM mTNBC



First line in mTNBC: IO



First line mTNBC: Chemo + IO

Schmid P, N Enlg J Med 2018, 379:2108-2121
Emens LA, Ann Oncol 2021;32(8):983-993. © 2021 European Society for Medical Oncology. Published by Elsevier Ltd. All rights reserved.



“Standar” for 30-40% mTNBC

First line mTNBC: Chemo + IO



Do we have a standard after the first line? 



New drugs in mTNBC







53,1% 19,8%14,5%12,6%



Características de la población general (n=529)2

LOS PACIENTES DEL ESTUDIO ASCENT ERAN COMPARABLES 
A LOS OBSERVADOS EN LA PRÁCTICA CLÍNICA HABITUAL1

BRCA: gen del cáncer de mama; ECOG: Eastern Cooperative Oncology Group.

1. CADTH. CADTH Reimbursement Review of Sacituzumab Govitecan (Trodelvy). Disponible en: https://www.canjhealthtechnol.ca/index.php/cjht/article/view/pc0254r/619. Último acceso: 

mayo 2023. 2. Ficha técnica de TRODELVY. Febrero 2023. Disponible en: https://ftgileadspain.com/filesRepositorio/57/FT_Trodelvy_publicidad.pdf. 

https://ftgileadspain.com/filesRepositorio/57/FT_Trodelvy_publicidad.pdf








ESMO guidelines



ES-21822 (DICIEMBRE 2022) No copiar y/o difundir de forma integral

An open-label, multicenter, phase 3 study (NCT03734029)1-3

DESTINY-Breast04

aIf patients had HR+ mBC, prior endocrine therapy was required. bPerformed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system. cTPC 
was administered according to the label. dEfficacy in the HR− cohort was an exploratory endpoint. eThe patient-reported outcomes analysis was conducted in the HR+ cohort (per the statistical analysis plan) since the primary 

efficacy endpoint was evaluated in the HR+ cohort.

1. Modi S et al. N Engl J Med. 2022;387(1):9-20. 2. Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster P1-11-0. 3. Prat A et al. Presented at: San Antonio Breast Cancer 
Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster HER2-18.

Stratification factors

• Centrally assessed HER2 statusb (IHC 1+ vs IHC 
2+/ISH−)

• 1 versus 2 prior lines of chemotherapy 

• HR+ (with vs without prior treatment with 
CDK4/6i) versus HR−

Primary endpoint

• PFS by BICR (HR+) 

Secondary endpointsd

• PFS by BICR (all patients) 

• OS (HR+ and all patients)

• PFS (investigator)

• ORR (BICR and investigator) 

• DOR (BICR)

• Safety

• Patient-reported outcomes (HR+)e

R

2:1

Patientsa

• HER2-low (IHC 1+ vs IHC 2+/ISH−), 

unresectable, and/or mBC treated 

with 1-2 prior lines of chemotherapy 

in the metastatic setting

• HR+ disease considered endocrine 

refractory

T-DXd 
5.4 mg/kg Q3W

(n = 373)

TPC 
Capecitabine, eribulin, 

gemcitabine, paclitaxel, nab-
paclitaxelc

(n = 184)

HR+ = 494

HR− = 63

Exploratory analysis subgroups (all patients)

• Prior CDK4/6i use (HR+ cohort; yes, no) • Number of prior lines of chemotherapy (1, 2)

• Disease burden (low = 0-2; high = 3+ sites) • Age (<65, ≥65 years)

• Rapid progression (disease progression ≤6 months of neo/adjuvant 
therapy)

• Baseline CNS metastases (yes, no)

• HER2 status (IHC 1+, IHC 2+/ISH−) • Prior anthracycline treatment (yes, no)



ES-21822 (DICIEMBRE 2022) No copiar y/o difundir de forma integral

Exploratory endpoints: PFS and OS in HR−

DESTINY-Breast04: January 11, 2022, DCO 

For efficacy in the hormone receptor negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
Modi S et al. N Engl J Med. 2022;387(1):9-20. Supplement.

PFS in hormone receptor-negative

T-DXd (n = 40)

mPFS (95% CI), mo 8.5 (4.3-11.7) 2.9 (1.4-5.1)

Hazard ratio (95% CI) 0.46 (0.24-0.89)

TPC (n = 18)

OS in hormone receptor-negative

T-DXd (n = 40)

mOS (95% CI), mo 18.2 (13.6-NE) 8.3 (5.6-20.6)

Hazard ratio (95% CI) 0.48 (0.24-0.95)

TPC (n = 18)
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ES-21822 (DICIEMBRE 2022) No copiar y/o difundir de forma integral 23

Confirmed ORR and best overall response

DESTINY-Breast04: January 11, 2022, DCO 

aHormone receptor status is based on data from the electronic data capture corrected for misstratification. bAnalyses of the HR+ cohort and all patients were secondary endpoints; analyses of the HR− cohort were exploratory endpoints. cThe clinical benefit rate is defined as the 
sum of complete response, partial response, and more than 6 months’ stable disease, based on blinded independent central review.
Modi S et al. N Engl J Med. 2022;387(1):9-20. Click here to view cORR from Modi S et al. Presented at American Society of Clinical Oncology (ASCO) 2022, June 2022, LBA3

















PARP inhibitors











• Sacituzumab Govitecan es el fármaco que ha demostrado una evidencia más robusta con 
beneficio en PFS y OS en pacientes pretratadas con CMM TN (ASCENT).   

• T-DXd ha demostrado actividad en pacientes HER2 low con RH negativos (DestinyB-04). 

• Otros ADCs (anti-TROP2, antiHER3) presentan una actividad prometedora:
– Datopotamab-deruxtecan (TROPION).

– Patritumab-deruxtecan. 

• Necesidad de estudiar las secuencias. 

• Alt en PIK3CA/AKT muy frecuentes en TNBC → Estudios FIII con inh AKT: negativos 
(capivasertib, ipatasertib).

• iPARP: actividad en mutaciones somáticas BRCA 1/2 y gPALB2. 

• Quimioterapia: Platinos, Eribulina, +Bevacizumab…..

¿Tenemos un estándar más allá de la primera línea en cáncer de 
mama metastásico TN?



sdelacrs@navarra.es
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