A

TriTCE CPI: a novel trispecific T cell engager platform with integrated PD-1/PD-L1 checkpoint inhibition er,g eered for W s
the treatment of iImmunosuppressed tumors .. |

Meghan M. Verstraete, Maya C. Poffenberger, Matteo Zago, Veronica Luu, Brenda Ma, Nichole K. Escalante, Janessa Li, Diego Perez Escanda, Siran Cao, Edward Meier, Sifa Arrafi, Yun Peng, Anna Von Rossum, Genevieve Desjardins, Nina E. \Weisser,
Thomas Spreter von Kreudenstein
Author Affiliations: Zymeworks BC Inc., Vancouver, BC, Canada

‘*J
e,

Modulation of PD-1 domain affinity to avoid off-tumor
activation and cytotoxicity

Immunosuppression in the tumor microenvironment limits antitumor responses TriTCE CPI may improve responses in tumor settings of primary resistance rpg e; gg'}l‘,al'/;‘tfgf'“'ty impacts cytotoxicity on TAA"®9/PD-L1"s" cells and cytokine

of conventional CD3-engaging bispecific T cell engagers (TCEs) in solid tumors

Introduction TriTCE CPI mediate enhanced activity against PD-L1 positive tumor models
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Upregulation of PD-L1 expression occurs following TCE treatment and is a mechanism of acquired resistance with high affinity PD-1 THTCE CPIs in a dose-dependent manner.
TriTCE CPI may show enhanced antitumor activity in settings of acquired resistance

responses in settings of primary resistance.
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« Promote increased antitumor activity in PD-L1°" tumors and in tumors with inflammation-induced PD-L1
upregulation and may improve responses in settings of acquired resistance.
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« Avoid T cell activation in the absence of tumor cell engagement.
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