Anti-PD1 x anti-ICOS bispecific antibody XmAb23104 brings together PD1 blockade
and ICOS costimulation to promote human T cell activation and proliferation
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Introduction B PD1 x ICOS pairing is motivated by tumor mRNA co-expression data and activity screens
» Tumor infiltrating lymphocytes (TILs) often express multiple immune TILs co-express PD1 and ICOS PD1 x ICOS pairing enhances T cell activation
checkpoints and costimulatory receptors (Matsuzaki et al PNAS 2010, versus PD1 % other costimulatory receptors
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 Engagement of T cell costimulatory receptors together with PD1 blockade S of O g ]
could further increase activation and proliferation of tumor-reactive TILs. = T e +PD1 PD1 PD1 PD1 PD1
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demonstrated compelling activity for a PD1 and ICOS pairing. Log, PD1 mRNA (A) (B) (C) 1COS
° We engineered XmAb23104, a h|gh|y aCtive anti-PD’l X ant|'|COS ® Bladder Kidney ® Pancreatic ® Colon ® Lung.Squamous ® Melanoma SEB-stimulated human PBMCs (multlple healthy donorS)
bispecific antibody, and characterized its T cell activation activity in vitro o O el @ T o foeaRfemt @ D " Data shown is for an anti-PD1 x anti-ICOS prototype bispecific
and in vivo.
. _leell . Checkpoint . Fab-scFv-Fc format enables monovalent C XmAb23104 significantly enhances D XmAb23104 enhances T cell activation and
binding of both PD1 and ICOS T cell activation in vitro exacerbates GVHD in huPBMC-NSG mice
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Bispecific Antibody PDLZ interactions and has high stability 35 o o o T cells are significantly increased by XmAb23104 versus anti-PD1
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Selective TIL activation with bispecific antibodies With plate-bound anti-CD3, assay by MSD Phospho(Ser473)/Total Akt Whole Cell Lysate Kit m 90+ .:o ;’_ : .
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