Simultaneous checkpoint - costimulatory or checkpoint - checkpoint receptor targeting

¢<yxencor

with bispecific antibodies promotes enhanced human T cell activation

Michael Hedvat, Matthew Bernett, Gregory Moore, Christine Bonzon, Kendra Avery, Rumana Rashid, Alex Nisthal, Umesh Muchhal and John Desjarlais

Introduction TIL-specific targeting with XmAb bispecifics TILs co-express multiple checkpoints

Periphery / Tumor Environment \ « ] <*

* Tumor-infiltrating lymphocytes (TILs) express multiple immune - Weak monovalent interactions « Strong bivalent interactions z iz
checkpoints and costimulatory receptors. . No activation . TIL activation 5 1, §1_

» XmADb bispecifics combine dual-targeting of PD1 and CTLA4 £ | 8 |
(XmAb20717), CTLA4 and LAG3 (XmAb22841), and PD1 and ~ © O . 1 SgctLasZRNA Syciiaeznrna ¢ Sog Pt riRNA ¢
ICOS (XmADb23104) in a single antibody to achieve TIL-specific - _ ) ol 0 ¢ o “onsser o Kaer  ® Pancente @ comn Lo Sevamons ® Moo
Immune activation. checkpoint A O o o ® Breast @ Lung-Adeno @ Prostate ® Head & Neck @ Ovarian

TCGA Research Network

 Targeting of multiple immune targets with bispecific antibodies only

may improve the therapeutic index of combination

Immunotherapies and should reduce treatment-associated costs. Summary

« TIL-targeting XmADb bispecifics promote T cell activation
and proliferation in preclinical models.
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development of multiple bispecific antibodies.

« XmAb20717: phase 1 dose escalation (DUET-2)
« XMmADb23104: open IND
« XmAb22841: anticipated IND filing 2018

Fourcade et al Cancer Res 2012
Gros et al JCI 2014

o

XmAb20717 selectively binds PD1/CTLA4
double-positive cells

Receptor occupancy of 293T cells co-expressing
PD1 and CTLA4

XmAb20717

XmADb20717 enhances in vivo human T cell proliferation

.. .. XmAb20717 enhances allogeneic anti-tumor activity
similarly to combination therapy
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