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BACKGROUND CONCLUSIONS AND PERSPECTIVES

» Despite the improved clinical outcomes achieved with endocrine therapy + a CDK4/6 inhibitor in HR+/HER2- advanced

_ _ _ - _ N « HERS3-DXd showed clinically meaningful activity and a manageable safety profile in patients with HR+/HER2- ABC who progressed « Despite the limitations of the small sample size, exploratory biomarker analysis suggests that:
breast cancer, effective therapeutic options are limited after disease progression’ after 22 lines of therapy, including a CDK4/6 inhibitor: o Further evaluation is warranted to determine if the distribution of HER3-DXd in the tumor may play a role in determining a better treatment
* High expression of human epidermal growth factor receptor (HER) 3 is associated with poor prognosis and plays a key ICARUS-BREASTO01 o ORR, 53.5% (95% Cl, 43.2%-63.6%); mDOR, 8.7 (8.1-12.5) months; mPFS, 9.4 (95% Cl, 8.1-13.4) months response

o Following HER3-DXd treatment, upregulation of genes involved in the immune response, particularly interferon a and y, was significantly
enriched in the entire cohort and among responders

role in resistance to PIBK/AKT/mTOR inhibitors, HER2-targeting therapies, and endocrine therapy* (NCTO4965766) « HERB3-DXd activity was observed across a range of tumor HER3 and HER2 membrane expression in tumors by IHC

« HER3-DXd is an antibody-drug conjugate composed of an anti-HER3 monoclonal antibody conjugated to a topoisomerase |
inhibitor by a cleavable peptide linker!3-16 The efficacy and safety profile of HER3-DXd makes this antibody-drug conjugate an optimal candidate for further, larger trials in patients with HR+/HER2- ABC after failure of CDK4/6 inhibitors

* Prior phase 1 and 2 studies showed promising activity of HER3-DXd across breast cancer subtypes and across a range of

HER3 membrane expression’™ | DEMOGRAPHICS AND BASELINE CHARACTERISTICS | CONFIRMED OBJECTIVE RESPONSE RATE HER3 EXPRESSION AND OUTCOME
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