DESTINY-Breast06 post hoc analysis by physician’s choice of chemotherapy: efficacy and safety of trastuzumab deruxtecan
versus physician’s choice of chemotherapy in hormone receptor—positive, HER2-low or -ultralow metastatic breast cancer
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Introduction

« DESTINY-Breast06 demonstrated a statistically significant and clinically meaningful progression-free survival (PFS) and time from randomization to second T-DXd demonstrated improvements in median PFS regardless of The most common grade 23 treatment-related AEs were neutropenia
progression or death (PFS2) benefit with trastuzumab deruxtecan (T-DXd) versus physician’s choice of chemotherapy (TPC) in hormone receptor—positive type of TPC. for T-DXd and taxane, and palmar-plantar erythrodysesthesia
(HR+), human epidermal growth factor receptor 2 (HER2)-low or HER2-ultralow metastatic breast cancer (mBC) after receiving 21 endocrine therapy (ET),"? for capecitabine.
leading to US Food and Drug Administration and European Medicines Agency approval of T-DXd in this setting®* T-DXd (n = 266) versus capecitabine T-DXd (n = 170) versus taxane
. . . ) . (n = 257; 59.8% of TPC group) (n=173; 40.2% of TPC group) _ I _
«  We report post hoc analysis of efficacy and safety of T-DXd versus TPC type (capecitabine or taxane) in DESTINY-Breast06 T-DXd (n = 265) versus capecitabine T-DXd (n = 169) versus taxane
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« T-DXd demonstrated a clinically meaningful efficacy benefit over both TPC subgroups, with improved PFS, objective response rate (ORR), duration of RS S S Y S A A A S S S A vemiting soren
response (DOR), and PFS2, and safety outcomes for T-DXd were consistent with previous reports Time from randomization (mo) Time from randomization (mo) Anemias AST nereased
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° These findings further support T-DXd as an effective treatment option in HR+, HER2-low or HER2-ultralow mBC after 21 ET, with demonstrable benefits " Toxs 20 28 199 167 120 00 B % W B T 4 0 0 CToxs o w0 e T s w2 2 s 4 2 1 o pecreased appetie Decreased appetite
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over treatment with capecitabine or a taxane (nab-paclitaxel or paclitaxel) " Leukopenia® ALT increased
Progression was determined by BICR according to RECIST 1.1. )
PPE 53.4 Peripheral sensory neuropathy
T-DXd improved confirmed ORR and DOR versus both TPC subgroups. 80 60 40 20 0 20 40 60 80 80 60 40 20 0 20 40 60 80
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T-DXd, T-DXd, Capecitabine, Capecitabine, T-DXd, T-DXd, Taxane, Taxane,
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(n = 266) (n=154) 2Use of antiemetic agents was recommended, but not mandated, prior to each dose of T-DXd for prevention of chemotherapy-induced nausea and vomiting.

®Includes the preferred terms fatigue, asthenia, malaise, and lethargy.

°Includes the preferred terms neutropenia and neutrophil count decreased.

dIncludes the preferred terms anemia, hemoglobin decreased, hematocrit decreased, and red blood cell count decreased.
¢Includes the preferred terms leukopenia and white blood cell count decreased.

fIncludes the preferred terms platelet count decreased and thrombocytopenia.

DESTINY-Breast06: a randomized, multicenter, open-label, phase 3 clinical trial (NCT04494425)."° Capecitabine

(n = 2572)
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o TPxd Adjusted for treatment duration, the overall safety profile of T-DXd
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Patient population was generally similar to or better than that of capecitabine or taxane.
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Staln I ng) m BC n y Responses required confirmation after 4 weeks. Median DOR was calculated using the Kaplan—Meier technique. ORR and DOR were determined by BICR according . 2 1 1 1 1 1 4
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