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Introduction

« Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate (ADC) composed of an anti-HER2
antibody, a cleavable tetrapeptide-based linker, and a topoisomerase | inhibitor payload.

 Clinical trials have highlighted the potential benefit in combining T-DXd with immuno-oncology (10)

therapeutics, such as durvalumab (aPD-L1)>.

* Monovalent bispecific antibodies, such as volrustomig/MEDI5752 (aPD-1/CTLA-4) and
rilvegostomig/AZD2936 (aPD-1/TIGIT) are currently in Ph Il clinical trials®”.
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In vitro

5 human cell lines (NCI-N87, KPL-4, SK-BR-3, HCC-1954, MDA-MB-157) were treated with nab-paclitaxel, doxorubicin, or deruxtecan
and assessed for secretion of ATP, and expression of NKG2D ligands.

« Supernatants from treated cells were added to isolated human immune cells, and their activation status assessed via flow cytometry.

In vivo studies in an immunocompetent hHER2-expressing EMT6 tumor model

 BALB/c mice bearing hHER2-expressing murine EMT6 tumors were treated with T-DXd = aPD-L1, aPD-L1 plus aCTLA-4, or a murine
surrogate monovalent bispecific aPD-1/TIGIT antibody. Anti-tumor efficacy or tumoral pharmacodynamic changes were evaluateds.

In vivo efficacy in a humanized Caki-1 mouse model

* Immunocompromised NSG mice were engrafted with hematopoietic stem cells (HSCs) derived from human cord blood, and implanted

with the human renal cell carcinoma line, Caki-1.

« huCaki-1 tumor-bearing mice were treated with T-DXd + volrustomig (a monovalent bispecific antibody targeting PD-1 and CTLA-4).
Anti-tumor efficacy and peripheral blood pharmacodynamic changes were evaluateds.
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