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The value of experiencing deep partial
response in the context of long-term
outcomes in patients with human epidermal
growth factor receptor 2-positive (HER2+)

Introduction

* In a pooled analysis of DESTINY-Breast01, -02, and -03, patients
who experienced a CR benefited from prolonged PFS compared

with patients who experienced a PR or had stable disease
(SD)\PD'

— Median PFS by blinded independent central review (BICR) was not
reached (95% CI, 37.9 months-not estimable [NE]) among patients
with a CR, 21.8 months (95% CI, 18.1-25.0) among patients with a
PR, and 8.4 months (95% CI, 6.6-9.7) among patients with SD/PD

» Response Evaluation Criteria in Solid « DESTINY-Breast03 was a randomized, multicenter, open-label, phase 3 trial (Figure 1)

Tumours (RECIST) may have limitations
in confirming CR, particularly due to
challenges in TL and non-TL selection in
certain anatomical sites (eg, lymph nodes
or bones) and other location-specific
constraints

 Furthermore, because RECIST defines
PR as a 230% reduction in tumor size,

Methods

» Patients were randomly assigned 1:1 to receive T-DXd 5.4 mg/kg or T-DM1 3.6 mg/kg
intravenously every 3 weeks

» The response definitions explored in this analysis include the following:
— Confirmed CR per RECIST 1.1

— Confirmed PR per RECIST 1.1 (deep PR + non—-deep PR)
» Deep PR: PR with 280% to <100% reduction in the sum of TL diameters from baseline

Patients

* Unresectable or metastatic
HER2+2 breast cancer

 Previously treated with
trastuzumab and a taxane
in advanced/metastatic setting®

* No prior treatment with T-DM1

Figure 1. DESTINY-Breast03 Study Design?*

Primary endpoint Exploratory endpoints
* PFS (BICR) » PFS2°
Key secondary endpoint
T-DXd . OyS Y R
5.4 mg/kg Q3W

NPy Secondary endpoints

* ORR, DOR (BICR)
* ORR, DOR, PFS (investigator)

= . — Median time to best response was 5.7 months (95% CI, 1.2-37.7) PR H with CR, non-CR/non-PD, or no disease in non-TLs (validated at thresholds of 270% to - Safety
m I r n r. A D E TI NY-B r for patients with a CR and 1.9 months (95% CI, 1.1-21.0) for represents a heterogeneous group <100% and 260% to <100%), or as CR in TLs with non-CR/non-PD in non-TLs :
i ith a PR of responses5 T-DMA1 Exploratory analysis (DCO: June 27, 2025)
patients with a » Non-deep PR: remaining patients with confirmed PR who did not meet the Stratification factore 3.6 malkg Q3W o alated outcomes

exploratory analysis

Deep PR threshold
* 280% to <100% TL diameter reduction

* Here, we report results from an exploratory

analysis of a new response category—deep _ . . .
PR—conducted to identify an additional  Optimal deep PR thresholds were examined by assessing PFS with deep PR versus

subset of patients with previously treated non—deep PR and CR at each deep PR threshold

HER2+ mBC who may derive benefit from » Additionally, efficacy outcomes, including treatment duration, time to best response on
sustained treatment with T-DXd or T-DM1 treatment, DOR, PFS, and reasons for treatment discontinuation, were evaluated by
response subgroups

* In DESTINY-Breast03, T-DXd improved PFS and objective
response rate (ORR) versus T-DM1 in patients with HER2+ mBC?*

— Investigator-assessed ORR in the T-DXd arm was 78.9% (95% Cl,
73.5-83.7) at the final analysis data cut-off (DCO; June 27, 2025),
with 34 patients (13%) experiencing a CR; the median DOR with
T-DXd was 31.8 months (95% ClI, 23.1-53.4)

definitions of deep PR  Hormone receptor status n =263

* Prior treatment with pertuzumab
* History of visceral disease

* Treatment duration
Validation thresholds —» * Time to best response

« >70% to <100% TL diameter reduction * DOR
« >60% to <100% TL diameter reduction * PFS

@HER2 IHC 3+ or IHC 2+/ISH+ based on central confirmation.
®Progression during or <6 months after completing adjuvant therapy involving trastuzumab and a taxane.
‘Time from randomization to disease progression on the next line of therapy or death.
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Objective

« To explore deep partial response (PR) as a potential new response category and to assess efficacy outcomes across
response subgroups, with the aim of identifying an additional subset of patients with HER2+ metastatic breast cancer
(mBC) previously treated with trastuzumab and a taxane who may derive sustained treatment benefit with trastuzumab

Patients

Table 3. PFS Rates

T-DM1 (n = 263?)

Table 1. Treatment Status and Primary Reasons for Discontinuation From Study

Drug by Response Category
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particularly in the T-DXd arm

aPatients with SD, PD, and those whose responses were not evaluable were excluded from the analysis.

Patients with SD, PD, and those whose responses were not evaluable were excluded from the analysis.

Supplementary Figures 2 and 3)
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