Dual Blockade of PD-1 and CTLA-4 with Bispecific Antibodies Promotes Human T cell

Activation and Proliferation CSXenCOI‘

Michael Hedvat, Matthew J. Bernett, Gregory L. Moore, Christine Bonzon, Rumana Rashid, Seung Y. Chu, Kendra N. Avery, Alex Nisthal, Umesh Muchhal, John R. Desjarlais

Introduction TILs co-express Component antibody domains block
» Tumor infiltrating lymphocytes (TILs) co-express multiple PD-1 and CTLA-4 checkpoint receptor / ligand interactions
checkpoint receptors in contrast to lymphocytes found in the
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* Dual blockade of PD-1 and CTLA-4 promotes superior T cell PD-1 x CTLA-4 bispecific antibodies PD-1 x CTLA-4 bispecific antibodies promote
activation, proliferation and T cell mediated anti-tumor efficacy . - : : . . : :
compared to anti-PD-1 alone promote T cell activation in vitro human T cell proliferation in vivo
« XmADb20717 is a PD-1 x CTLA-4 bispecific antibody currently : _
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» Fc substitutions promote heterodimer formation and facilitate b= Bivalent Bivalent
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+ Optimized Anti-PD-1 and CTLA-4 antibodies were plugged into PD-1 x CTLA-4 bispecific antibodies promote in vivo T cell mediated anti-tumor efficacy
the platform without further reformatting Engraft KG1a-luc Engraft huPBMCs with IVIS
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TIL activation with bispecific antibodies
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