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Fármacos y estrategias, promesas y oportunidades

HER2[+] MBC

▪ De-escalating strategies First line Long term responders 

▪ New HER2 TKIs Pyrotinib, ZN-1041

▪ Bi-specific agents Zanidatamab

▪ AKT/PI3K pathways inavolisib

▪ ESR1/CDK4/6i (ER+) giredestrant, palbociclib

▪ Immuno-checkpoint inhibitors pembrolizumab, atezolizumab

▪ AntiHER3 strategies lumretuzumab, patritumab



T-DXd – DB09 Primera línea HER2[+]

Es altamente probable que T-DXd demuestre 
un beneficio en SLP con una señal de SG que 

conlleve la aprobación de la indicación

HER2[+] MBC



Fenómeno de “largas respondedoras”

Un 32% de pacientes permanecen 

libres de enfermedad a partir de los 3-

4 años de tratamiento y sin eventos

Estas pacientes siguen con tratamiento 

en ausencia de toxicidad inaceptable

Primera línea – Estudio PERUSE

HER2[+] MBC

1.- Si con T-DXd aumentamos esta 

tasa, ¿Cuál será la calidad de vida a 

dos años o más con esta estrategia? 

Miles D et al. ESMO 2020

2.- ¿Podrían algunas de estas 

pacientes aspirar a la curación?

¿Podemos plantear parar tto?



T-DXd – DEMETHER: Optimización en Primera línea HER2[+]

HER2[+] MBC



First Line HER2 – Long Responders: PHENIX y PRE-PHENIX

HER2[+] MBC

➢ PRE-PHENIX: Determine the prevalence of MRD positive/negative status on Guardant-imphinity)

Minimal Residual Disease test from 43 HER2-positive MBC patients on long HP duration (>4 years).
Correlate MRD status with clinic-pathological characteristics.

➢ Patients collected from 7 Spanish Centers

➢ Patients Criteria:
✓ Informed consent for biobank plasma and tumor donation

✓ Metastatic (Stage IV required) BC with confirmed HER2-phenotype

✓ On 1stL trastuzumab + pertuzumab (+/- ET) with a minimum of 72 doses (48 months)
✓ TC or PET/TC showing no evidence of progression over the last 6 months

➢ Determinations: 2 plasma samples will be collected in two different cycles (in between 9 weeks)

• Blood analysis including Ca 15.3, CEA and CTCs determination
• Plasma sample for Guardant-Infinity

• Plasma sample for biobanking

➢ Study open in November 2023



First Line HER2 – Long Responders: PHENIX y PRE-PHENIX

HER2[+] MBC



New HER2 – TKIs: ZN-1041

HER2[+] MBC

ZN-1041: HER2 – TKI

➢ Different PK and PD to other TKis
➢ High CNS penetrance

➢ Potent single activity and synergism in

preclinical models



New HER2 – TKIs: ZN-1041

HER2[+] MBC

19 pacientes con HER2[+] M1-BM  

- RO cerebral: 78,9%

- DCR 100%

- 3 RC en SNC (2 confirmadas)

- Niveles en plasma y LCR similares



New HER2 – Biespecifics: zanidatamab

HER2[+] MBC



New ADCs

HER2[+/-] MBC



The future of ADCs

HER2[+/-] MBC

Tarantino et al. Ca Cancer J Clin 2022;72:165-82.



Nuevas dianas y estrategias, el reto de los ADCs

HER2[-] MBC

CMTN 

▪ Consolidando estrategias  ADCs - ICIs

▪ Nuevas dianas   gpNMB, FGFR2, CDK2, Wee01

▪ Viejos conocidos  Papel de Bevacizumab

ENF LUMINAL

▪ SERMs – SERDs   El reto de la primera línea

▪ Nuevos CDK4i , PI3Ki, AKTi  

DIANAS COMUNES

▪ HER2 Low – TROP2  Hay limite a los ADCs (?) 
 



ATRACTIB Phase II trial:
Atezolizumab – Bevacizumab and paclitaxel in the first line TNBC

*Did not receive treatment while prolonged hospitalization. **Radical surgical treatment scheduled.
#Centrally assessed using SP142 (ICs) and 22C3 (CPS) antibodies.

ATZ, atezolizumab; BVZ, bevacizumab; CBR, clinical benefit rate; CPS, combined positive score; DFI, disease-free interval; DoR, duration of response; ICs, tumor-infiltrating immune

cells; IHC, immunohistochemistry; IV, Intravenous therapy; ORR, overall response rate; OS, overall survival; PD, progressive disease; PD-L1, programmed cell death-ligand 1; PFS,

progression-free survival; PTX, paclitaxel; RECIST, Response Evaluation Criteria in Solid Tumors, TNBC, triple-negative breast cancer; TTR, time to response.

Maria Gion, RyC Hospital

TNBC



WIN-B study: Phase I - II:

Debio0123 (Wee-1i) + Sacituzumab-Govitecan in HER2[-] MBC

Timothy  Robinson. U. Bristol, UK

TNBC



ER[+] MBC

Mechanisms of action of new anti-estrogen therapies

Patel R. npj Breast Cancer (2023)



N=1342

• ER+/HER2- LA/ABC

• No prior systemic tx

for ABC

SERENA-4

NCT04711252

N=978

• ER+/HER2- LA/ABC

• No prior systemic tx

for ABC

persevERA

NCT04546009

N = 1180

• ER+/HER2- LA/ABC

• No prior systemic tx

for ABC

VERITAC-3 

NCT04478266

Amcenestrant 200mgQD

Palbociclib125mg

Letrozole-matchedPLA

Letrozole2.5mg

Palbociclib125mg

Amcenestrant-matchedPLA

R

1:1
PFS

N = 1066

• ER+/HER2- LA/ABC

• No prior systemic tx

for ABC

AMEERA-5 

NCT04478266

Amcenestrant 200mgQD

Palbociclib125mg

Letrozole-matchedPLA

Letrozole2.5mg

Palbociclib125mg

Amcenestrant-matchedPLA

R

1:1
PFS

ARV-471

New Anti-estrogens – First Line Studies

ER[+] MBC



SERENA-6: Camizestrant “First Line” Molecular progression

ER[+] MBC



PFSPFS

Llombart A, et al. Lancet Oncol 2021

Updated Overall Survival 
SABCS 2023 – oral presentation

ER[+] MBC

PARSIFAL – First Line Optimal Endocrine Partner for CDK4/6i



PONTIAC: T-DXd vs. CDK4/6i First line in High-Risk ER[+] MBC 

ER[+] MBC



Elacestrant – EMERALD: ESR1-mut Tumors: PFS by Duration of CDK4/6i
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ER[+] MBC



Elacestrant – ADELA: Second Line in ESR1mut patients 

ER[+] MBC



T-DXd - HER2 0/ultralow - DESTINY-Breast15 Study 

HER2[-]



CONFIDENTIAL – Not for Distribution

DESTINY-Breast15 Study Design (NCT05950945)
Patient Population

• All Patients: 

• mBC

• HER2 status 

• IHC 0 

• HER2-low: IHC 1+; IHC 2+/ISH–

• Up to 2 pLOT in metastatic setting

• Inclusion to ensure ethnic diverse population

• HR+ (Early Progressors)

• Recurrent disease <2 years from initiation 

of adjuvant endocrine therapy OR

• Progression within 12 months of completion 

of adjuvant CDK4/6i

• Progression within the first 12 months 

of CDK4/6i in the first line metastatic setting

• HR–

• 2 pLOT capped at 25% of cohort and only 

allowed if one of the lines included SG

Cohort 1: HR-/HER2-low mBC

(n = 100)

Cohort 2: HR-/HER2 IHC0 mBC

(n = 50)

Cohort 3: HR+/HER2-low mBC

(n = 50)

Cohort 4: HR+/HER2 IHC0 mBC

(n = 50)

2-year follow-up

ctDNA, circulating tumor deoxyribonucleic acid; FAS, full analysis set; ISH, in situ hybridization; IO, immuno-oncology; ORR, objective response rate; pLOT, prior line of therapy; PROs, patient-reported outcomes; 

Q3W, every 3 weeks; QoL, quality of life; rwPFS, real-world progression-free survival; SG, sacituzumab govitecan; TTD, time to treatment discontinuation; TTNT, time to next treatment.

Fresh/archival biopsy & ctDNA Progression biopsy (optional) & ctDNA

Primary Endpoint: TTNT

Key Secondary: rwPFS

Secondary Endpoints:

• TTD

• QoL/PROs

• Tolerability

• ORR

Exploratory Endpoints: pathology/ 

translational research plan

Descriptive stats of primary endpoint 

for FAS in subgroups:

• Brain mets

• Prior IO use

• Prior sacituzumab govitecan

• Bone metastases only 

T-DXd treatment, 5.4 mg/kg Q3W

Biopsy (C2D1) & ctDNA

https://classic.clinicaltrials.gov/ct2/show/NCT05950945?term=NCT05950945&draw=2&rank=1


Lloyd M et al. Clin Cancer Res 2022;28:821-30

ER[+] MBC

Genetic determinants of resistance to CDK4/6i



Capitello 291: + Fulvestrant +/- Capivasertib (AKTi) 

ER[+] MBC



New PI3K inhibitors in clinical development

HER2[-] MBC



New CDK inhibitors in clinical development

HER2[-] MBC



Conclusiones

➢ EL cáncer de mama Avanzado deviene una patología de gran complejidad para la 

búsqueda de nuevos fármacos o indicaciones
➢ En HER2[+] el posicionamiento final de T-DXd va a reajustar todas las líneas y 

escenarios – Oportunidad para estrategias y combinaciones más que nuevos 

fármacos  
➢ En CMTN las combinaciones de ICIs, ADCs y otras terapias dirigidas (PARPs,…) van a 

generar oportunidades en la primera línea, pero no se identifica nada radicalmente 

nuevo en próximos años.
➢ La incorporación de biomarcadores dinámicos va a permitir generar estrategias más 

individualizadas, pero complica estrategias de registro y aumenta las necesidades de 

los clínicos tras aprobaciones regulatorias.  
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