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Primary endpoint

Secondary endpoints

Modi S et al., ASCO 2022, NEJM 2022



Baseline features

Modi S et al., ASCO 2022, NEJM 2022



Prior therapies

Modi S et al., ASCO 2022, NEJM 2022



Primary endpoint met

Modi S et al., ASCO 2022, NEJM 2022, ESMO 2023

Updated PFS analysis (32-mos follow up)

median PFS was consistent with results from 

the primary analysis
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Prat et al, SABCS 2022; Miglietta et al, NPJ 

BC 2021; Bar et al, ASCO 2023

Within the DB04 trial, patients’ inclusion was based on the most recent

available tumor tissue to centrally determine HER2-low status. Efficacy

of T-DXd was consistent regardless of tumor sample characteristics.

HER2-low expression is highly unstable during disease evolution,

possibly due to temporal heterogeneity, spatial heterogeneity, (pre-)

analytical factors, and/or other factors.



Treatment with T-DXd can be based on HER2-

low status from the primary or the metastatic 

tumor tissue, at any timepoint of disease 

course

In case of HER2-0-only status throughout the 

disease history, a repeated biopsy is 

suggested to re-evaluate the HER2 status



ESMO living guidelines

Consider CT-based options

after exhaustion of ET-based tx

or expected benefit from ET.



SG arm:

• Median prior tx lines: 3 (2, 38%; ≥3, 58%)

• Prior CDK 4/6i use: ≤12 mos 58%

Rugo et al, JCO 2022; 

Rugo et al, Lancet Oncol 2023; 

Rugo et al, ESMO 2022

SG efficacy confirmed

regardless of HER2 IHC groups

 confirmed also in HER2-low

BC

TROPIC02 trial: more heavily

pre-treated population

compared to DB04 trial.



D9670C00001 - A Phase 3, Randomized, Multicenter, Open-label, Study of

Trastuzumab Deruxtecan (T-DXd) Versus Investigator’s Choice Chemotherapy in

HER2-low, Hormone Receptor Positive Breast Cancer Patients whose Disease has

Progressed on Endocrine Therapy in the Metastatic Setting (DESTINY-Breast06)



ESMO living guidelines

ADC positioning: ≥ 2nd line



Bardia A et al, ESMO 2020, 

NEJM 2021; Hurvitz et al, 

SABCS 2020

• TNBC at initial diagnosis ≈70%

• Median anticancer regimens: 4 (2-17)

• 29-26% previously treated with PD-1/PD-L1 inhibitors

• 17-18% previously treated with PARP inhibitors

Full populationWithout BMsWithout BMs



• HER2-low MBC represents an operational entity guidance for determining access to T-DXd

• T-DXd currently represents a viable option for HER2-low MBC pre-treated with 1-2 CT lines

• HR+/HER2-: after exhaustion of ET-based lines/expected benefit

• TNBC: after exhaustion of targeted options (ICI and PARP-i)

• T-DXd positioning partially overlap with SG both in HR+ and TNBC:

• HR+/HER2-: T-DXd to be prioritized over SG

• TNBC: SG to be prioritized over T-DXd

• Solid data regarding safety and activity of SG after T-DXd and viceversa are lacking, however there

is no biological rationale to suggest that one, administered after the other would be either inefficient

or unsafe

• Need for more data to rationalize ADC sequencing at a single patient level
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