Logic-Gated Switch-DARPin T Cell Engager with CD2 Co-Stimulation for Improved Safety and Efficacy in MSLN
and EpCAM Co-Expressing Ovarian Cancer — MP0632

Poster #1624
2026 AACR

Matteo Bianchi, Sarah Jetzer, Simon Haberle, Aline Eggenschwiler, Albulena Toska, Anja Schlegel, Justin D. Walter, Stephan Wullschleger, Tamara Lekishvili, Yvonne Kaufmann, Rocio Evangelista Vaz, Marcela Guzman Ayala, Alexander Link

Molecular Partners AG, Zurich-Schlieren, Switzerland

Introduction MP0632 selectively targets MSLNXEpCAM co-expressing cells In vivo, MP0632 leads to killing of MSLN/EpCAM co-expressing OC
tumors, while sparing MSLN single-expressing tumors
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symbols represent PBMC donors A and B, respectively. MSLNxCD3 TCE based on ZW171 sequence. Control DARPIn: with non-functional Switch.

In vitro | ex vivo T cell activation, killing, and cytokine release assays. (A-C) Pan T cells co-cultured 72 h with OVCAR-3 cells (E:T = 2:1) and

MSLN & EpCAM are hlghly CO'eXpreSSEd in OC vs healthy tissues? indicated TCEs. (A) Killing of OVCAR-3 was measured by LDH release, (B) T cell activation by CD25 upregulation on CD8 T cells using flow
cytometry, (C) and cytokines released in supernatants by MSD U-plex. (D) Whole blood from healthy human donors was incubated for 24 h with .
indicated TCEs. Cytokines in the supernatants were measured by MSD U-plex. N of donors = 2 for both assays. MSLNxCD3 and EpCAMxCD3 Conc|u3|ons
A e Primary tumor B TCEs based on ZW171 and Solitomab sequences, respectively. Control DARPin: EpCAMXMSLNxCD3xCD2 without Switch.
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Together, these data establish MP0632 as our clinical development candidate and support

MSLN and EpQAM expression in OC and healthy tislsues. (A) Tissue sample biopsies frqm TCGA apd GTEx were analyzed for MSLN and In vitrp activity of Switch-DARPin with vs without CD2 co-engagement. Pan T cells co-culturgd vyith OVCAR-3 .target cells and Sw!tch-DARPins advancement into IND-enainng studies for OC and other MSLN+EpCAM+ solid tumors.
EpCAM expression (RNAseq, bulk). (B) The Tabula Sapiens data set was analyzed to determine the fraction of cell types across different human +/- anti-CD2 domain. After 48 h, (A) cytotoxicity was measured by LDH release, and (B) T cell activation by measuring CD69 upregulation on CD8 T
healthy tissues expressing either MSLN, EpCAM, or both (RNAseq, single-cell). cells using flow cytometry. Open symbols show incubation of Switch-DARPins with T cells only.
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