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Zanidatamab

* Human epidermal growth factor receptor 2 (HER2) signaling is a key driver in the  Surface plasmon resonance was used to determine the affinity of zanidatamab and the one-armed antibodies that comprise the Fab and scFv regions of zanidatamab
pathophysiology of HER2-overexpressing cancers' to wildtype HER2 ECDs and mutein HER2 ECDs

— Signaling is mediated through receptor homo- and heterodimerization , _ A multiomics analysis including whole transcriptomics, proteomics, and phosphoproteomics was performed on BT-474 ERBB2-amplified breast cancer xenograft tumors
— HERZ2 overexpression leads to constitutive receptor activation and signaling, which drives

: . : exposed to zanidatamab as shown in Figure 2
mo u a es m u I e tumorigenesis and progression _ | | | . |
* Trastuzumab deruxtecan (T-DXd) is an approved second-line therapy for several — RNA sequencing (RNAseq) data were analyzed using gene set enrichment analysis (GSEA) and gene set variation analysis

n HER2-positive cancers but is associated with toxicities; there is an unmet need for treatment — Kinase activity was inferred from phosphoproteomics data using GSEA from samples collected 168 hours following zanidatamab treatment, and kinase-substrate
pathways I nvo Ived options for patients who are intolerant to or who experience disease progression on T-DXd? relationships were obtained from the PhosphoSitePlus database
* Zanidatamab is an immunoglobulin G1-like — Multiomics integration was used to combine the experimental RNAseq, proteomics, and phosphoproteomics data with prior curated knowledge (Omnipath networks)

= bispecific antibody designed to bind 2 distinct Figure 1. Zanidatamab structure to project the experimental data onto biologically relevant, mechanistical networks
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Efficacy evaluation of zanidatamab following T-DXd

* The efficacy of zanidatamab following T-DXd exposure was assessed
. using the BT-474 xenograft model
Start treatment at tumor Zani 10 mg/kg Proteomics and ® RNAseq g g

volume 2300 mm3 . . phosphoproteomics _ c . . 3 .
antibody . o Zani 30 mg/kg Female NSG mice were implanted with BT-474 xenografts and received

u ﬁl u Q BT-474 . .
o : . (ECD4 - Juxtamembrane) (ECD2 - dimerization) G R) P @ (R) AR T-DXd 6 mg/kg intravenously (IV) on days 17, 27, and 37 post-implant
— Crosslinking of HER2 proteins by zanidatamab xenograft model S
Is e IcaCIous g P y and zanidatamab 10 mg/kg IV on days 70, 74, 78, and 82 post-implant,

Figure 2. Multiomics experimental design

* 1gG control
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pos — = — Zanidatamab mediates effector functions, Zan atamab [ | ] - HERZ2 status was assessed using immunohistochemistry (IHC) based
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Figure 3. Zanidatamab specifically Figure 4. Zanidatamab inhibited cell cycle and DNA repair pathways Figure 5. Multiomics integration confirmed inhibition of cell cycle and DNA repair
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