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Trastuzumab Deruxtecan



HER2-low enriched in HR+ BC

Tarantino P et al, ESMO Breast Cancer 2022; Miglietta et al NPJ Breast Cancer 2021; Miglietta et al NPJ Breast Cancer 2022

HER2-low in early BC HER2-low in advanced BC
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HER2-low positive BC: evolution over time



DESTINY-Breast04 phase III Trial: T-Dxd vs Chemo in HER2-low

Modi S et al., NEJM 2022

89% HR+

Median previous lines for mBC: 3 (1-9)

Median previous chemo lines for mBC:1 (0-3)

70% of HR+ BC pts pretreated with CdK4/6 inh

HER2 1+ 58%, HER2 2+/ISH- 42%

Primary endpoint

Secondary endpoints



DESTINY-Breast04 phase III Trial: clinicopathologic features

Baseline features

Modi S et al., ASCO 2022, NEJM 2022



Prior therapies

DESTINY-Breast04 phase III Trial: clinicopathologic features

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: efficacy results
PFS in HR+ (primary endpoint) and all patients

Primary endpoint met

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: efficacy results
PFS in HR+ (primary endpoint) and all patients

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: efficacy results
OS in HR+ and all patients

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: efficacy results
OS in HR+ and all patients

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: safety results
Drug related TEAEs in ≥20% of patients

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: safety results
Overall safety summary

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase III Trial: safety results
Adverse Events of Special Interest

Median time to onset of ILD/pneumonitis during T-DXd = 129 days

Modi S et al., ASCO 2022, NEJM 2022
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Study Design

• Advanced/Metastatic HR+ Breast 

cancer after progression on ≥2 

prior ETs 

• No prior chemotherapy in the 

metastatic setting 

• Low HER2: IHC>0<1+ or 1+ or 2+ 

(determined based on central IHC 

assessment of archival tissue 

collected at time of diagnosis of 

metastatic disease or later)

Patient Population 

Stratification

• Prior CDK4/6 inhibitor use 

• HER2 IHC 2+ vs. 1+ vs. >0<1+

• Prior taxane in the nonmetastatic 

setting

N=425

N=425

1:1
R

T-DXd

(5.4 mg/kg q3w)

Investigator’s choice 

Chemotherapy*

* Chemotherapy options: capecitabine, paclitaxel, nAb-paclitaxel

• Treatment continues until progressive disease or toxicity

• HER2 IHC >0 <1+ defined by tumor membrane expression 
characterized as faint or barely perceptible and incomplete membrane 
staining that is seen in 10% or fewer tumor cells (HER2 IHC >0 <1+ 
population N=150)

• Futility analysis in HER2 IHC >0 <1+ cohort will be done at 70 patients

• Target at least 51% of patient population with prior CDK4/6 inhibitor use 



TROPiCS-02 trial: SG in HR+/HER2- ABC

Rugo et al, ASCO 2022

mBC previously treated with ET, CDK 4/6 inh and CT



TROPICS-02 (SG in pretreated HR+/HER2- mBC): PFS

PFS benefit was consisted across predefined subgroups, including: 

• ≥3 prior chemo regimens in metastatic setting

• Visceral metastases
Rugo H et al., ASCO 2022, J Clin Oncol 2022

Exploratory analysis: similar effect according to HER20/low

Marmé F et al., ESMO 2022
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TROPICS-02: OS at second interim analysis



TROPiCS-02 trial: efficacy by HER2 immunohistochemistry status



TROPiCS-02 trial: efficacy by HER2 immunohistochemistry status



TROPiCS-02 trial: efficacy by HER2 immunohistochemistry status



TRASTUZUMAB-DXD VS TPC IN HER2 LOW MBC: 

EXPLORATORY RESULTS OF DESTINY-BREAST04 IN HR-

Modi S et al., N Engl J Med 2022.
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