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“Up to 2022” first- and second-line preferred strategies

Baselga J, et al. NEJM 2012; Swain S, et al. NEJM 2015; Verma S, et al. NEJM 2012 

EMILIA Study

CLEOPATRA Study



CLEOPATRA: Safety profile of PH was maintained at 10-year follow-up1,2

• At 10-year follow-up, there was a higher incidence of diarrhoea and rash with Pertuzumab 

compared with placebo, both at any grade and at grade ≥31

• Neutropenia was the most common grade 3–4 AE (Pertuzumab 49% [200/408], placebo 46% 

[183/396])1

AE,, adverse event, D, docetaxel; H, Trastuzumab; P, Pertuzumab; Pla, placebo.

1. Swain SM, et al. Lancet Oncol 2020; 21:519–530; 2. Swain SM, et al. N Engl J Med 2015; 372:724–734 (suppl. appendix).



Phila Study

Xu B, et al. ESMO 2022

PFS (per INV) ORR



Phila Study (updated data SABCS 2024)

Xu B, et al. SABCS 2024

• Grade ≥3 diarrhea: 47.8% vs 4.4%

• % of pts who received subsequent anti-HER2 

Pyrotinib arm: 52%

HT arm: 76%



New TKIs

1. Murthy R, et al. NEJM 2020; 2. Brufsky A, et al. ASCO 2019; 

Positive PFS dataClinical Trial Designs

NALA Study2

HER2CLIMB1



Clinical Trial Designs

NALA Study2

HER2CLIMB1

OS data

1. Murthy R, et al. NEJM 2020; 2. Brufsky A, et al. ASCO 2019; 

New TKIs



Clinical Trial Designs

NALA Study2

HER2CLIMB1

Special considerations

1. Murthy R, et al. NEJM 2020; 2. Brufsky A, et al. ASCO 2019; 

New TKIs

OS data in pts with brain 

mets

Most frequent TEAEs



HER2CLIMB-02: TDM1 + Tucatinib/Placebo

Hurvitz S, et al. SABCS 2023



HER2CLIMB-02: TDM1 + Tucatinib/Placebo

Hurvitz S, et al. SABCS 2023

Progression-Free Survival

HR, hazard ratio; PFS, progression-free survival; T-DM1, trastuzumab emtansine.

Date of data cutoff: Jun 29, 2023. 
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T-DM1 + Tucatinib

(N=228)

T-DM1 + Placebo

(N=235)

# of events 151 182

Median PFS (95% CI) 9.5 months (7.4, 10.9) 7.4 months (5.6, 8.1)

HR (95% CI): 0.76 (0.61, 0.95)

P=0.0163

PFS in Patients with Brain Metastases

This presentation is the intellectual property of the author/ presenter. Contact them at shurvitz@fredhutch.org for permission to reprint and/or distribute
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a The outcome was not formally tested.

HR, hazard ratio; PFS, progression-free survival; T-DM1, trastuzumab emtansine.

Date of data cutoff: Jun 29, 2023. 

T-DM1 + Tucatinib

(N=99)

T-DM1 + Placebo

(N=105)

# of events 70 85

Median PFS (95% CI) 7.8 months (6.7, 10.0) 5.7 months (4.6, 7.5)

HR (95% CI)a: 0.64 (0.46, 0.89)

Pts with Brain Mets

ITT



HER2CLIMB-02: TDM1 + Tucatinib/Placebo

Hurvitz S, et al. SABCS 2023

Confirmed Objective Response Rate

a The outcome was not formally tested. Only patients with measurable disease were included in the analysis (N=188 for T-DM1 + Tucatinib arm and N=191 for T-DM1 + Placebo arm).

b Percentages for complete and partial response do not add up to the cORR due to rounding. 

cORR, confirmed objective response rate; T-DM1, trastuzumab emtansine.

Date of data cutoff: Jun 29, 2023.

This presentation is the intellectual property of the author/ presenter. Contact them at shurvitz@fredhutch.org for permission to reprint and/or distribute

San Antonio Breast Cancer Symposium®, December 5-9, 2023
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Trastuzumab-Deruxtecan

Iwata, et al. ASCO 2018; Ogitani, et al. Cancer Science 2016 



Trastuzumab-Deruxtecan: DB03 Phase III study

Cortes J, et al. ESMO 2021; Cortes J, et al. NEJM 2022



Trastuzumab Deruxtecan in “second-line” 

Destiny-Breast 03 study: UPDATED at SABCS

Hurvitz S, et al. SABCS 2022; Lancet 2022

PFS

OS
ORR

Clinical Trial Design

(DB03) 



DB03 Phase III study: Updated OS

Hamilton E, et al. ASCO 2024; Cortes J, et al Nat Med 2024



DB03 Phase III study: Toxicity

Cortes J, et al. ESMO 2021; Cortes J, et al. NEJM 2022



Updated Adverse Events of Special Interest: ILD

Hurvitz S, et al. SABCS 2022; Hurvitz S, et al. Lancet 2022

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

T-DXd 

(n = 257)
11 (4.3) 26 (10.1) 2 (0.8) 0 0 39 (15.2)

T-DM1 

(n = 261)
4 (1.5) 3 (1.1) 1 (0.4) 0 0 8 (3.1)

• Adjudicated drug-related ILD/pneumonitis rates were similar to other mBC trials with T-DXd1,2

• With longer treatment exposure and follow-up, the ILD/pneumonitis rate increased from 10.5% in the 

PFS interim analysis3 to 15.2%

• There were 4 additional grade 1, 8 additional grade 2, and no additional grade 3 events

• The overall incidence of grade 3 events (0.8%) was the same as in the PFS interim analysis3

• There were no adjudicated drug-related grade 4 or 5 events



DB02: randomized phase 3 study

Krop I, et al. SABCS 2022

PFS
Clinical Trial Design

(DB02) 

OS
ORR



“Up to 2026?” first- and second-line preferred strategies

Baselga J, et al. NEJM 2012; Swain S, et al. NEJM 2015; Cortes Nat Med 2024

DB03 Study

CLEOPATRA Study



Can we optimize the Cleopatra strategy?



Can we optimize the Cleopatra strategy?

AFT-38 PATINA Study Design

Metzger O, et al. SABCS 2024

Stratification factors

• Pertuzumab use (yes vs no)

• The non-pertuzumab option is limited to up to 20% of the population

• Prior anti-HER2 therapy in the (neo)adjuvant setting (yes vs no, including de novo)†

• Response to induction therapy (CR or PR vs SD) by investigator assessment†

• Type of endocrine therapy (fulvestrant vs aromatase inhibitor)

N=518
Key eligibility criteria

▪ Completion of induction 

chemotherapy and no 

evidence of disease 

progression (i.e., CR, PR, 

or SD)

Registration

▪ Histologically confirmed 

HR+,HER2+ mBC

▪ No prior treatment in the 

advanced setting beyond 

induction treatment

▪ 6-8 cycles of treatment, 

including trastuzumab ± 

pertuzumab and 

taxane/vinorelbine 

R

1:1

Palbociclib (125 mg PO QD 

D1-D21)

Trastuzumab ± pertuzumab + 

endocrine therapy*

Trastuzumab ± pertuzumab + 

endocrine therapy*
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PATINA Study: Baseline Characteristics and outcomes

Metzger O, et al. SABCS 2024

PFS

OS



PATINA Study: Baseline Characteristics and CNS outcomes

Metzger O, et al. SABCS 2025

Cumulative Incidence of CNS Progression or Death 

All Randomized Patients

Cumulative Incidence of CNS Progression or Death

Patients Without CNS Metastases at Baseline 



Can we optimize the Cleopatra strategy?

HER2CLIMB-05 Trial

Hamilton E, et al. SABCS 2025

PFS

Baseline characteristics

Clinical Trial Design



Can we optimize the Cleopatra strategy?

HER2CLIMB-05 Trial

Hamilton E, et al. SABCS 2025

PFS by HR status

OSCNS-PFS

PFS in prespecified subgroups 



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025

PFS



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025

PFS

ORR

Clinical Trial Design

(DB03) 



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025

PFS

OS
ORR

Clinical Trial Design

(DB03) 



Trastuzumab Deruxtecan in “first-line” 

Destiny-Breast 09 study

Tolaney S,. et al. ASCO 2025

AESIPFS-2



The Safety Trade Off: Why Guideline Prioritize The Taxane Backbone

1.Tolaney SM  et al.  Trastuzumab Deruxtecan plus Pertuzumab for HER2-Positive Metastatic Breast Cancer . NEJM; Published online 29 October 2025. DOI: 10.1056/NEJMoa2508668. 2  Baselga J, et al. Pertuzumab plus Trastuzumab plus Docetaxel for 
Metastatic Breast Cancer. N Engl J Med 2012; 366:109–119; 3. Swain SM, et al. N Engl J Med 2015; 372:724–734; 3. Swain SM, et al. Pertuzumab, trastuzumab, and docetaxel for HER2-positive metastatic breast cancer (CLEOPATRA): end-of-study results 
from a double-blind, randomised, placebo-controlled, phase 3 study Lancet Oncol 2020; 21:519–530. 

T-DXd + Pertuzumab1

● ILD/ Pneumonitis: 
12.1% (including 2 
grade 5 death)

● High hematologic 
toxicity (neutropenia, 
Anemia)

THP2

● ILD/ Pneumonitis: 
1% (all grade 1-2)

● Manageable, 
reversible toxicity 
profie

The Risk of ILD (12.1%) with T-DXd + P presents a significant monitoring burden. 
THP offers an optimal balance of OS benefit & safety

PH SC 
Convenience



If T-DXd is prescribed in 1L, what is the optimal duration of T-DXd + P 

therapy and can an induction–maintenance strategy be considered?

. Modi S, et al. N Engl J Med 2020; 2. Cortés J, et al. N Engl J Med 2022; 3. André F, et al. ASCO 2024

T-DXd monotherapy

Median time to response 

with 3L+ T-DXd in DESTINY-Breast011

1.6 months

(95% CI = 1.4, 2.6)

Percentage change in target lesions from baseline in DESTINY-Breast073

Majority of responses were seen 

by Week 12 and were durable

Median time to response (first CR/PR) 

with 2L+ T-DXd* in DESTINY-Breast032

1.6 months

(95% CI = 1.1, 17.1)

• Most of the objective responses occurred in early cycles;1–3 patients who do not respond early tend not to respond with longer treatment

• Median duration of T-DXd treatment was substantially shorter than median PFS1,2 

• Optimal treatment duration is an important consideration to maximise tolerability whilst maintaining efficacy
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PI, J Cortes

DEMETHER will inform the feasibility of a T-DXd induction–PH FDC SC 

maintenance approach in patients with HER2+ aBC



Third-generation ADCs in pretreated HER2+ MBC: Phase 3 studies

• 2 patients were treated in 1st Line
• Abbr: BICR, Blinded Independent Central Review; NR, not reached; OS, overall survival; ORR, overall response rate; PFS, progression-free surviva; 

TPC: Treatment of Physician’s Choice

1. Hu X, et al. ESMO 2025; 2. Cortes J, et al Nat Med 2024; 3. Andre F, et al. Lancet 2023; 4. Hu X, et al. Signal Transduct Target Ther 2025; 5. Turner N, et al. JCO 2025

Trastuzmb botidotin



Treatment algorithm in HER2+ MBC

(with no CNS involvement)

Courtesy Garrido-Castro A (modified)

Trastuzumab deruxtecan

Margetuximab 

+ 

Chemotherapy

Neratinib + 

Capecitabin

e

Trastuzumab 

+ 

Chemotherap

y

Endocrine + 

HER2 

therapy

Biomarker positive* 
(TMB-H, MSI-H/dMMR, 

NTRK fusion, RET fusion)

Taxane + trastuzumab + pertuzumab▲/TDXd + pertuzumab?1L

2L

5L+

▲Maintenance HER2-targeted therapy (+ endocrine therapy if HR+) after response. 

*TMB-H: Pembrolizumab; MSI-H: Pembrolizumab, Dostarlimab; NTRK fusion: Larotrectinib, Entrectinib; RET fusion: Selpercatinib

Tucatinib + Capecitabine + Trastuzumab
(preferred if active CNS disease) 3/4L T-DM1



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

Javier Cortés, MD, PhD

How to start? Which is the optimal first-line strategy?

Tolaney S, et al. ESMO 2025

Taxane + trastuzumab + pertuzumab▲/TDXd + pertuzumab?1L

▲Maintenance HER2-targeted therapy (palbociclib/tucatinib) (+ endocrine therapy if HR+) after response.

PFSClinical Trial Design

(DB09) 



Expected mPFS2?1L

▲ Without Maintenance HER2-targeted therapy (palbociclib/tucatinib) (+ endocrine therapy if HR+) after 

response.

How to start? Which is the optimal first-line strategy?

PFS (DB09) 40.7 m

26.9 m

PFS (DB03)
28.8 m

<7 m ?
?
?
?
?
?
?

?

? ? ? ? ? ?

?
?

??
? ? ? ?

? ? ?

26.0 m
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How to start? Which is the optimal first-line strategy?

Tolaney S, et al. ESMO 2025

Taxane + trastuzumab + pertuzumab▲/TDXd + pertuzumab?1L

~48 m?

0 10 20 30 40 50 60

TDXd/P followed by Chemo & Trastuzumab

Cleopatra followed by TDXd

Starting with Cleopatra vs TDXd+ Pertuzumab

First Line Second Line

months

~54 m?
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How to start? Which is the optimal first-line strategy?

Tolaney S, et al. ESMO 2025

Taxane + trastuzumab + pertuzumab▲/TDXd + pertuzumab?1L

~48 m?

months

~54 m?

0 10 20 30 40 50 60 70

TDXd/P followed by Chemo & Trastuzumab

Cleopatra followed by TDXd

Optimized Cleopatra followed by TDXd

Starting with Cleopatra vs TDXd+ Pertuzumab (optimized)

First Line Second Line

~65 m?



HER2+ BC & unstable Brain Metastases



Trastuzumab Deruxtecan & Active Brain Mets (HER2+)

Bartsch R, et al. Nat Med; Perez-Garcia J, et al. Neuro Oncol 2023; Kabraji S, et al. Clin Cancer Res 2023



Trastuzumab Deruxtecan & Brain Mets (HER2+)

Destiny-Breast 12

Lin N, et al. ESMO 2024; Karbeck N, et al. Nat Med 2024

Baseline BMs: PFS (primary endpoint)DB12- Study Design

Baseline BMs: CNS ORRBaseline BMs: CNS PFS



TDXd in pathological confirmed LMC: DEBBRAH study

Vaz M, et al. SABCS 2023; Vaz M, et al. Med 2025

HER2 status: Positive 3 (42.9%) Low 4 (57.1%)



Treatment algorithm in HER2+ MBC

(if CNS involvement-My opinion)

Courtesy Garrido-Castro A (modified)

Trastuzumab deruxtecan

Margetuximab 

+ 

Chemotherapy

Neratinib? + 

Capecitabin

e

Trastuzumab 

+ 

Chemotherap

y

Endocrine + 

HER2 

therapy

Biomarker positive* 
(TMB-H, MSI-H/dMMR, 

NTRK fusion, RET fusion)

Taxane + trastuzumab + pertuzumab▲ /TDXd + pertuzumab?1L

2L

5L+

▲Maintenance HER2-targeted therapy (+ endocrine therapy if HR+) after response. 

*TMB-H: Pembrolizumab; MSI-H: Pembrolizumab, Dostarlimab; NTRK fusion: Larotrectinib, 

Entrectinib; RET fusion: Selpercatinib

4L T-DM1

3L Tucatinib + Capecitabine + Trastuzumab
(preferred if active CNS disease) 
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