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Epidemiology

https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/breast-cancer-facts-and-figures/2022-2024-breast-cancer-fact-figures-acs.pdf 
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Epidemiology

SABCS 2022. Dra. Silvia Antolín



Prognostic

https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/breast-cancer-facts-and-figures/2022-2024-breast-cancer-fact-figures-acs.pdf 

Caswell-Jin et al ASCO 2022 

https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/breast-cancer-facts-and-figures/2022-2024-breast-cancer-fact-figures-acs.pdf


TNBC biology 

Garcia-Recio et al Nature Cancer 2022 
Aftimos et al Cancer Discov 2021



Immunotherapy (IO) in aTNBC 



Key characteristics of TNBC that enhances ICI responses  

Banerji S, et al. Nature. 2012;486(7403):405-409 
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KEYNOTE-355

OS PFS

Schmid et al NEJM 2018 & Lancet Oncol 2020; Emens et al Ann Oncol 2021; Adams et al Ann Oncol 2020  

• Cortes J et al. Lancet 2020;396:1817-28 



TORCHLIGTH STUDY


ASCO 2023

PFS OS



BEGONIA: Phase 1b/2 Platform Study of durvalumab (D) combinations in 
TNBC 

SABCS 2022





Abdou et al npj Breast Cancer 2022  

Immunotherapy (IO): the future  
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Antibody-Drug Conjugates 



ADCs- Key Components  

Chau el at. Lancet 2019; 394(10200) Fu et al.  

Signal Transduction and Targeted Therapy 2022; 7(93) 



Sacituzumab	Govitecan	(SG):	First-in-Class	Trop-2‒Directed	ADC		Sacituzumab Govitecan (SG): First-in-Class Trop-2‒Directed ADC  



Phase 3 ASCENT Trial: Sacituzumab Govitecan vs TPC in mTNBC  



Sacituzumab Govitecan (SG): PFS and OS 



Sacituzumab Govitecan (SG): First-in-Class Trop-2‒Directed ADC  
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Datopotamab Deruxtecan (Dato-DXd) 

� A humanized anti-TROP2 IgG13 monoclonal antibody attached to: 
� A topoisomerase I inhibitor payload, an exatecan derivative, via
� A tetrapeptide-based cleavable linker

Dato-DXd is an ADC with 3 components1,2:

Humanized anti-TROP2
IgG1 mAb

Cleavable tetrapeptide-based linker

Topoisomerase I inhibitor payload
(DXd)

Deruxtecana,4

Payload mechanism of action: 
topoisomerase I inhibitor b,1

High potency of payload b,2

Optimized drug to antibody ratio §4 b,c,1

Payload with short systemic half-life b,c,2

Stable linker-payload b,2

Tumor-selective cleavable linker b,2

Bystander antitumor effect b,2,5

a Image is for illustrative purposes only; actual drug positions may vary. b The clinical relevance of these features is under investigation. c Based on animal data.
1. Okajima D, et al. AACR-NCI-EORTC 2019; [abstract C026]; 2. Nakada T, et al. Chem Pharm Bull. 2019;67(3):173-185; 3. Daiichi Sankyo Co. Ltd. DS-1062. Daiichi Sankyo.com. Accessed October 6, 2020. 
https://www.daiichisankyo.com/media_investors/investor_relations/ir_calendar/files/005438/DS-1062%20Seminar%20Slides_EN.pdf; 4. Krop I, et al. SABCS 
2019; [abstract GS1-03]; 5. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.

Datopotamab Deruxtecan (Dato-DXd)  



Phase 1 TROPION-PanTumor01: 
Datopotomab Deruxtecan in HR+ and HR-/HER2- MBC

TNBC

ORR by BICR: 
� All patients: 32%
� Topo I inhibitor-naive patients: 44%
� Median PFS: 4.4-7.3 mo

AEs:Most common TEAEs: 
stomatitis (73 -83%/grade 3 10%),

nausea (66%), vomiting (39%)
Bardia A, et al. SABCS 2022. Poster Presentation P6-10-03. 

� Unresectable or metastatic HR+/HER2í 
(IHC 0/1+ or IHC2+/ISH-) breast cancer

� Progressed on �1 endocrine therapy; 
previously treated with 1-3 prior lines of 
chemotherapy in the advanced setting

� Unselected for TROP2 expressiona

� Age �18 years (US) or �20 years (Japan)
� ECOG PS 0-1
� Measurable disease per RECIST 1.1
� Stable, treated brain metastases allowed

NSCLCb

(0.27 to 10 mg/kg IV Q3W)

TNBCc

8 mg/kg IV Q3W (n=2); 
6 mg/kg IV Q3W (n=42)

HR+/HER2í breast cancer
6 mg/kg IV Q3W (n=41)

Other tumor types
(SCLC, bladder, gastric, esophageal, 

CRPC, pancreas)

Primary objectives
� Safety
� Tolerability
Secondary objectivesd

� Efficacye

� Pharmacokinetics
� Antidrug antibodies

� Unresectable or metastatic HR+/HER2í 
(IHC 0/1+ or IHC2+/ISH-) breast cancer

� Progressed on �1 endocrine therapy; 
previously treated with 1-3 prior lines of 
chemotherapy in the advanced setting

� Unselected for TROP2 expressiona

� Age �18 years (US) or �20 years (Japan)
� ECOG PS 0-1
� Measurable disease per RECIST 1.1
� Stable, treated brain metastases allowed

NSCLCb

(0.27 to 10 mg/kg IV Q3W)

TNBCc

8 mg/kg IV Q3W (n=2); 
6 mg/kg IV Q3W (n=42)
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a HR+

� ORR (all PR): 27%; 
� CBR: 44%
� Med PFS 8.3 mo
� 59% alive for >1 year

Meric-Bernstam et al, SABCS 2022

TROPION-PanTumor01: Datopotamab in TNBC Cohort  



TROPION-PanTumor01: Datopotamab in TNBC Cohort  

Krop I SABC 2021 



TROPION-Breast01

Key Eligibility Criteria

� HR-positive, HER2-negative inoperable/ metastatic breast cancer 
with disease progression following 1 or 2 lines of chemotherapy 
(& progressed on, or not suitable for, endocrine therapy)

� Targeted agents (i.e., inhibitors of mTOR, PD-1/PD-L1, CDK4/6, 
PARP) and endocrine therapies do not count as prior lines of 
chemotherapy

� At least 1 measurable lesion

� FFPE tumor sample

� Adequate organ function

Dato-DXd 
6mg/kg IV Q3W

N=350

Investigator's Choice 
of Chemotherapy 

(Eribulin, Vinorelbine, 
Capecitabine or 

Gemcitabine)
N=350

Dual primary endpoints
PFS (BICR), OS

Secondary endpoints
PFS (inv), ORR, DoR, 

DCR, PRO, Safety, 
Tolerability, PK, and 

Immunogenicity

Exploratory endpoints
TROP2 IHC

1:1

Stratification factors:

� 1 vs. 2 previous lines of chemotherapy in the 
inoperable/metastatic setting

� Geographic location (US/Canada/EU vs rest of world)

� Previous CDK 4/6 inhibitor use
Response assessment: Scan Q6W for 48 weeks, then Q9W until RECIST1.1 disease progression (as assessed by Investigator), regardless of study intervention discontinuation or start of subsequent 
anticancer therapy. Following disease progression, 1 additional follow-up scan should be performed as per Imaging schedule.

Statistical Considerations:

To strongly control the familywise type I error rate at the 5.0% level (2-sided), an
alpha level of 1.0% will be allocated to the PFS dual primary analysis and the
remaining 4.0% alpha level will be allocated to the OS analyses

TROPION-Breast02 Study Schema

1:1

Key eligibility criteria: 

w Locally recurrent inoperable or 
metastatic TNBC

w No prior chemotherapy or 
targeted systemic therapy for 
metastatic breast cancer

w Not a candidate for PD-1 / PD-
L1 inhibitor therapy

w Measurable disease as defined 
by RECIST v1.1

w ECOG PS 0 or 1

w Adequate hematologic and 
end-organ function

Dato-DXd

Investigator͛s choice of 
chemotherapy

Stratification factors:
w Geographic location
w DFI (de novo���'),���������O��

vs DFI >12 months)

Dual primary endpoint:
PFS (BICR) and OS

Secondary endpoints:
PFS (inv), ORR, DoR, safety

Full trial information to be 
posted to ClinicalTrials.gov

TROPION-Breast02 Study Schema

1:1

Key eligibility criteria: 

w Locally recurrent inoperable or 
metastatic TNBC

w No prior chemotherapy or 
targeted systemic therapy for 
metastatic breast cancer

w Not a candidate for PD-1 / PD-
L1 inhibitor therapy

w Measurable disease as defined 
by RECIST v1.1

w ECOG PS 0 or 1

w Adequate hematologic and 
end-organ function

Dato-DXd

Investigator͛s choice of 
chemotherapy

Stratification factors:
w Geographic location
w DFI (de novo���'),���������O��

vs DFI >12 months)

Dual primary endpoint:
PFS (BICR) and OS

Secondary endpoints:
PFS (inv), ORR, DoR, safety

Full trial information to be 
posted to ClinicalTrials.govTROPION-Breast01

NCT05104866
TROPION-Breast02

NCT05374512

� 2nd-3rd line therapy for HR+/HER2- mBC
� Completed accrual

� 1st line therapy for TNBC
� PD-L1 negative

Phase III TROPION Breast03
NCT05629585

N=1075
Stage I-III TNBC

Residual disease after at least 
6 cycles of neoadjuvant 

chemotherapy

Datopotamab deruxtecan x 8 cycles 
Durvalumab x 9 cycles

Datopotamab deruxtecan x 8 cycles 

Capecitabine x 8 cycles OR
Pembrolizumab x 9 cycles OR
Cape + Pembro



Patritumab Deruxtecan(U3-1402): a HER3-directed ADC  



Clinical activity of  her3-DXc across BC subtypes



Study Design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Patritumab Deruxtecan(U3-1402): a HER3-directed ADC  
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Patritumab Deruxtecan(U3-1402): a HER3-directed ADC  
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Patritumab Deruxtecan(U3-1402): a HER3-directed ADC  
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Patritumab Deruxtecan(U3-1402): a HER3-directed ADC  
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So, does TROP-2 expression matter ? 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Does TROP-2 expression matter?? 
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And what about HER3 ? 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Does HER 3 expression matter?? 



Target antigens are entry portals:  localization in the tumor cell and endocytosis pathway also affect ADC activity

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



PARP inhibitors in aTNBC  



PARP inhibitors in aTNBC  

Robson et al NEJM 2017; Robson et al Ann Oncol 2019; Robson et al EJC 2019; Robson et al SABCS 2019 [PD4-03]  



PARP inhibitors in aTNBC  







DORA maintenance trial design  

Sammons	et	al.	SABCS	2022	

bid = twice daily; IV = intravenous; q4w = every 4 weeks. 
aEnrollment of known gBRCA carriers was limited to 10 patients. bAt least three 3-weekly cycles or at least six weekly cycles. 





EC-DORA: Overall survival  



Platinum agents 



TNT trial 
 

Zhu et al BBA Rev Cancer 2022 




TNT trial 
 

Zhu et al BBA Rev Cancer 2022  



New molecules 
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Tinengotinib Small molecule/oral 
STAT3 inhibitor SHP2 inhibitor

ASCO 2023

New molecules in advanced solid tumors



FUTURE-SUPER: a randomized, subtyping-based umbrella phase II trial for first-line treatment of metastatic triple-negative breast cancer<br />

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



FUTURE-SUPER Study Design (NCT04395989)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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PFS by subgroup 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Second Primary Endpoint-Objective Response Rate <br />[measurable-disease population]

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Biomarker analysis

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Hope Rufo. SABCS 2021



 

Conclusions 

 
 

• AURORA AMERICANO y EUROPEO:  tanto el tumor primario como la metástasis del cáncer de mama TRIPLE NEGATIVO, genéticamente tienen un patrón 
de transcripción génica mucho más parecido frente a los HER2 o LUMINALES.


• KEYNOTE-355 ha establecido el tratamiento estándar de 1º línea en TNBC irresecable o metastásico + PD-L1 (CPS ≥10):  Pembrolizumab en combinación 
con quimioterapia.


• La quimioterapia puede ser inmunomodulador:


• Inducción de muerte celular inmunogénica, vías moleculares, regulación positiva de PD-L1


• Reducción de la inmunosupresión


• La quimioterapia sigue siendo el tratamiento de referencia del TNBC, aunque queda por aclarar el uso óptimo de los agentes basados en platino:  

• Las pacientes con mutación germinal en BRCA1-2 son las que obtienen mayor beneficio.


• SACITUZUMAB GOVITECAN se ha establecido como una opción de tratamiento estándar en cáncer de mama TN  irresecable o metastásico (CMTNm) tras 
dos o más tratamientos sistémicos previos, incluido al menos uno de ellos para la enfermedad avanzada. 

• Se ha observado actividad clínica de patritumab deruxtecan en un amplio rango de niveles de expresión de membrana de HER3 en pacientes con cáncer 
de mama con metástasis ER+ y TN muy pretratados.


• La optimización del uso secuencial de los conjugados de fármacos y anticuerpos (ADC) es un área de necesidad insatisfecha y de creciente importancia 
clínica. 


• Necesitamos conocer los niveles de TARGET EXPRESSION del tumor: 

• HER2: SI


• TROP-2: Preferible.


• HER-3: Todavía no está claro


• El tratamiento de precisión basado en la subtipificación, en primera línea de TNBC avanzado, ha demostrado profundos beneficios clínicos y ha delineado 
una dirección para una mayor exploración.




Muchas gracias


