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Outline 

• T-Dxd impact as 1L treatment in HER2-positive mBC (DESTINY 
Breast 09)  

• Role of 1L Maintenance Therapy with:
• Palbociclib + HP + ET  in HR+ HER2+ mBC (PATINA)
• Tucatinib+ HB +/- ET in HER2+ mBC  (HER2CLIMB-05)

• T-DXd in the adjuvant setting following residual disease 
(DESTINY Breast 05) 

• T-DXd in the neoadjuvant setting (DESTINY Breast 11)
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The therapeutic landscape in HER2-positive breast cancer is rapidly evolving, with new agents 
and combinations expanding options across early and advanced disease



• OS has dramatically improved in HER2-positive mBC, but unmet needs remain: resistance mechanisms, 
CNS progression, and treatment-related toxicities 

Cottu P et al. ESMO 2025



Conclusions HERHER2-positive mBC Treatment Landscape



Tolaney SM, et al. ASCO 2025 (LBA 1008); Loibl S, et al. ESMO 2025; Tolaney SM et al. NEJM 2025

T-DXd + pertuzumab as 1L in HER2-positive mBC:  DESTINY BREAST 09 results 
  

T-DXd + pertuzumab  represents an effective 1L treatment for patients with HER2+ mBC, 
regardless of prior treatment, HR, or PIK3CAm status



ConclusionsT-DXd + pertuzumab: Potential New 1L in HER2-positive mBC
 

 Tolaney SM et al. NEJM 2025; Rimawi et al SABCS 2025; Reid S, SABCS 2025



ABEMACICLIB + FULVESTRANT + 
TRASTUZUMAB VS QT + TRASTUZUMAB

Tolaney et al. Clin Cancer Res 2024; Ciruelos et al Clin Cancer Res 2025

CDK4/6i +ET in ER+/HER2-positive aBC   
PALBOCICLIB  + LETROZOL + TRASTUZUMAB 

VS QT/HT + TRASTUZUMAB



Conclusions1L Maintenance Therapy with Palbociclib + HP + ET  in HR+ HER2+ mBC: PATINA  
  

• Baseline CNS involvement: 4% 
• Median of cicles of induction treatment: 6-7
• De novo M1 disease 54% 
• Prior neo/adj anti-HER2 therapy:  32% (?) 
• Type of ET: 91% aromatase inh. 

Vaz Luis et al ESMO 2025; Metzger et al SABCS 2025; Metzger et al  N Engl J Med 2026



Conclusions

 Hamilton E, et al  SABCS 2025

1L Maintenance Therapy with Tucatinib + HP +/-ET in HER2positive mBC: HER2CLIMB-05  
 

• 51.5% HR+
• Only 50% of HR+ pts received ET
• G3 AEs were more common in the HP + Tucatinib arm 

where GI and Hepatic Adverse events were the most 
commonly reported AE



Conclusions1L HER2positive mBC Maintenance Clinical Trials

 Metzger et al SABCS 2024; Metzger et al 2026; Hamilton et al  SABCS 2025; Reid S SABCS 2025



ConclusionsPotential 1st line HER2-positive m BC Treatment Landscape and Unanswered Questions  

 Swain et al. Lancet 2020; Hurvitz et al. Lancet 2023; Metzger et al SABCS 2024; Metzger et al 2026; Hamilton et al  SABCS 2025; Reid S SABCS 2025

• Treatment of Recurrent disease after 
neo/adjuvant T-Dxd (DB-05; DB-11)

• Balancing Efficacy vs Tolerability 

• Is there a role of T-DXd +P induction 
followed by HP maintenence +/- palbo 
or tucatinib? 

• Can some pts still be treated with THP?



Novel approaches being assessed 
  

DEMETHER CLINICAL TRIAL  

TOP-REAL CLINICAL TRIAL
Broader eligibility criteria; emphasizing 

patient-centered outcomes; and exploring 
the feasibility of rechallenging patients 

with T-DXd 
  



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

DESTINY-Breast05-T-DXd in the Adjuvant Setting: Potential new standard of care 

53% reduction in the risk of invasive disease recurrence or death for T-DXd compared with T-DM1
Drug related ILD/pneumonitis 11 vs 2.5% 

Geyer C, et al. ESMO 2025

High risk 
population 
with residual 
invasive 
disease 
following NAT

• HR+72%
• IHC 3+ 82%
• Inoperable 52%
• ypN+ 81%
• Neaodjuvant 

trastuzumab + 
pertuzumab 78%  



ConclusionsDESTINY-Breast11: T-DXd in the Neoadjuvant Setting

Harbeck N, et al. ESMO 2025; Harbeck N, et al. Ann Oncol 2025

• HR+73%
• IHC 3+ 88%
• N+88%
• DXd monotherapy 

arm closed early due
to lower pCR (43%)

• pCR higher for T-DXd in all groups 
(61.4% in HR+!!) 

• EFS immature but favorable trend: HR 
0.56 (95% CI 0.26-1.17)

• Lower rates of Grade >3AEs, serious 
AEs and AEs leading to dose 
interruptions

• ILD rates were low and similar between 
arms  



Pérez-García. ASCO 2024; Pérez-García. Lancet 2024; Metzger-Filho. Cancer Discovery 2021; Llombart-Cussac Clin Cancer Res. 2024; Redit. Nat Commun 2024; Aranzaru. 
JAMA Oncol. 2024; Graeser. SABCS 2023

Sonke G. SABCS 2024

Many biomarkers based on retrospective analysis…



ConclusionsProspective validation of the HER2DX: DEFINITIVE trial 



Conclusions

• T-DXd is reshaping HER2-positive breast cancer across all disease settings 
• With T-DXd as potential new 1L in HER2-positive mBC and novel efficacy 

approaches for  maintenance therapy: how to optimally integrate all these 
strategies?   

•  Post-T-Dxd sequencing represents the major upcoming challenge 
•  Precision biology-driven treatment decisions to guide the next era 

Conclusions



GRacias!


