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Current Algorithm: 1st line 
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Stablevs ActiveBrain Metastases

StableBrain Metastases ActiveBrain Metastases

Definition
Patients receivedpreviouslocal 

treatment for their BMs and have 
stable CNS disease

Patients with newor progressive
BMs or BMs have not received local 

therapy since documented PD

Goal of 
systemic 

treatment

Prevent CNS lesion growth 
and new CNS metastases 

Manage limited and minimally 
symptomatic BMs or treat both 
CNS and systemic progression 

simultaneously 

StavrouE et al. ESMO Open 2021; 6:100256



Current Algorithm:2nd line 

Patient with 
HER2+ aBC

Previous Taxane+ 
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Previous T-DXd
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Capecitabine

Active brain
metastases

No or stable brain
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T-DXd Local treatment

Consider*

*After previous pertuzumaband ADC (i.e. neoadjuvant pertuzumaband post-neoadjuvant T-DM1) 



Current Algorithm: 3rd line 

Patient with 
HER2+ aBC

2nd line T-DXd
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Previous T-DXdand Tucatinib 
+ Trastuzumab + Capecitabine



T-DXd
Tucatinib + Trastuzumab

Capecitabine

T-DM1
Lapatinib + Capecitabine
Lapatinib + Trastuzumab

Lapatinib + AI
Chemo + Trastuzumab

Clinical Trial
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CLEOPATRAstudy

SwainS et al. Lancet Oncol 2020; 21:519-30

Median PFS = 18.7 vs12.4



CLEOPATRAstudy

Median OS = 57.1 vs40.8

NNT = 6

SwainS et al. Lancet Oncol 2020; 21:519-30



Phase 1/2* testing T-DXdcombos

T-DXd
monotherapy

Durvalumab

Paclitaxel

Tucatinib

Pertuzumab

Phase 2 NOTinitiated

Phase 2 results
@ASCO 2024

T-DXd
combinations

Phase 1 Ą dose-finding in 2nd or later line
Phase 2Ą dose-expansion in 1st line AndrèF et al. ASCO 2024

DESTINY-Breast07 Ą T-DXd1st line



DESTINY-Breast07 Ą T-DXd1st line

AndrèF et al. ASCO 2024



DESTINY-Breast07 Ą T-DXd1st line

AndrèF et al. ASCO 2024

ҟ 8.6



Primary Endpoint

PFSassessed by BICR

Secondary endpoints

OS(key)

Å ORR

Å DoR

Å PFS by investigators

Å Safety

Stratified by: de novo/recurrent disease; HR status; PIK3CAmutation

HER2+ advanced BC

ÅNo previous chemotherapy 
or anti HER2 agents for 
advanced disease

ÅFor pts treated in the early 
setting DFI >6 months

ÅTreated/stable brain 
metastases allowed

N =1157

1:1:1

+ Trastuzumab T-DXd+ Pertuzumab

Taxane+ Trastuzumab + 
Pertuzumab

T-DXd

Planned interim analysis: results are reported for the T-DXd+ P with median FU 29 months

DESTINY-Breast09 Ą T-DXd1st line

TolaneyS et al. ESMO 2021



DESTINY-Breast09 Ą PFS

ҟ 13.8

TolaneyS et al. ASCO2025



TolaneyS et al. ASCO2025

DESTINY-Breast09 Ą PFS subgroup analysis



DESTINY-Breast09 ĄORR and DOR

TolaneyS et al. ASCO2025



TolaneyS et al. ASCO2025

DESTINY-Breast09 Ą PFS 2



TolaneyS et al. ASCO2025

DESTINY-Breast09 ĄOS [16% maturity]
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Can we rescue early progressors on THP?

SwainS et al. Lancet Oncol 2020; 21:519-30

PD = 30% @1 year



TolaneyS et al. ASCO2025

PD = 14% @1 year

Can we rescue early progressors on THP?
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Patient with 
HER2+ aBC

De novo mBCor
DFI >6 months

DFI <6 months

HR+ HR-

Unfit for 
Chemo

Fit for 
Chemo

Trastuzumab 
+ ET

T-DXd

Docetaxel/Paclitaxel
+ Trastuzumab + Pertuzumab

Trastuzumab + Pertuzumab
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Acceptable treatment 
for unfit pts?

Improvements for unfit HR+ve/HER2+ve aBC? 



Rimawi M et al. J Clin Oncol 2018; 36:2826-35

PERTAIN study

PFS and OS



Patientswith inductionchemotherapy

ArpinoG et al. Clin CancRes 2023; 29:1468-76

16.9

PERTAIN study: EFS with chemo



Patientswithout inductionchemotherapy

ArpinoG et al. Clin CancRes 2023; 29:1468-76

26.6

PERTAIN study: EFS no chemo

12.5

ҟ 14.1



PATINA study

HR+/HER2+ advanced BC

ÅNo previous treatment
in the advanced setting
beyond induction
treatment

Å6-8 cycles of treatment 
including trastuzumab ҕ
pertuzumaband 
taxane/vinorelbine

N = 518

Key eligibility criteria

ÅCompletion of 
induction CTX and 
no evidence of
disease progression
(i.e. CR, PR or SD)

1:1

Placebo + Trastuzumab 
ҕPertuzumab+ ET

Palbociclib + 
Trastuzumab ҕ

Pertuzumab+ ET

Until PD
or 

Toxicity

Stratification factors:
ÅPertuzumab(yes/no)
ÅPrior anti-HER2 therapy in (neo)adjuvant setting (yes/no)
ÅResponse to induction therapy (CR or PR vs SD) 
ÅType of ET (fulvestrant vs AI) MetzgerO et al. SABCS2024

N = 261

N = 257



ҟ 15.2

MetzgerO et al. SABCS2024

PATINA study: PFS



MetzgerO et al. SABCS2024

PATINA study: ORR and CBR



MetzgerO et al. SABCS2024

PATINA study: OS
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Brain Metsstill an issue for HER2+ve aBC? 

Patient with 
HER2+ aBC

Previous Taxane+ 
Trastuzumab + Pertuzumab

Previous T-DXd

Tucatinib + Trastuzumab
Capecitabine

Active brain
metastases

No or stable brain
metastases

T-DXd Local treatment

Consider*

*After previous pertuzumaband ADC (i.e. neoadjuvant pertuzumaband post-neoadjuvant T-DM1) 



DEBBRAH: Cohort 5 (7 pts Ą leptomeningeal carcinomatosis)

T-DXdin patients with activebrain metastases

Batista MV et al. SABCS 2023



Lin NU et al. ESMO 2024

DESTINY Breast-12:phase 3b/4 single arm, two-cohort trial

T-DXdin patients with brain metastases



12-month PFS: 61.6%Ą
stable BM: 62.9%- active BM: 59.6%

263pts with BM at baseline Ą 157 stable BM + 106active BM

T-DXdin patients with brain metastases

HarbeckN et al. Nat Med 2024; 30:3717-27



138pts with measurableBM at baseline Ą 77 stable BM + 61active BM

Intracranial ORR: 71.7%Ą
stable BM: 79.2%- active BM: 62.3%

T-DXdin patients with brain metastases

HarbeckN et al. Nat Med 2024; 30:3717-27
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NewSmall Molecules on the Way

SwainSM et al. Nat RevDrug Discov2023; 22:101-26 

Tyrosine Kinase Inhibitors



NewADCs on the Way

SwainSM et al. Nat RevDrug Discov2023; 22:101-26 


