ENGINEERING A PANEL OF POTENT AND DEVELOPABLE
ANTI-CD3 ANTIBODIES FOR CONDITIONAL ACTIVATION

IN THE TUMOR MICROENVIRONMENT A D | M A B

Daniel Walsh, Cory Ahonen, Sophie Wazlowski, Joe Brouillard, C. Garrett Rappazzo, Paul Khalife, Hannah
Watkins, Kyle Barlow, Andrew Avery, Carissa Mefzger, Allie LeMay, Asparouh Lilov, Irina Burnina, Beth Sharkey,
Whitney Renaud, Adam Gearhart, Mike Battles, James Geoghegan, Arvind Sivasubramanian

INTRODUCTION TO T CELL ENGAGERS || EXCELLENT DEVELOPABILITY PROFILE OF MASKED a-CD3 IgGs

T cell engagers (TCEs) utilizing CD3 are an increasingly

validated class of multispecific antibodies that have shown A. 90— B. N
promise in freating cancer indications. By pairing an arm CD3 Affinity
targeting CD3 on T cells with an arm targeting a fumor g g ©® B m -
associated antigen (TAA), the TCE coordinates formation of & %) 851 - S | .
an MHC-independent immunological synapse, triggering T High Low E o © 2 :
cell activation leading to tumor cell killing.! = 80- 3 i
« Eight TCEs are currently FDA approved- six since 2022! ® © O e :
 TCEs can be engineered in bi- and multispecific formats. O Nomask * 75+ ° ® - E
Activation level can be influenced by format’ [ Masked © - |
T cell engager 70 I ' I I ' ' I 1|2 13
A @ CD3 x TAA be'bg Q(gi\ @Qq /\@Q 6’-’6\ (O,go\’ @'\9/ | | | |
sgcretion \:\ \:\ \'q’ \’b \:\ \f\ \9, . i )
‘ o N N N R O HIC Retention Time (min)
« c . T cells ﬁg% Cancer cells
et i Q,@ﬁ-’ Q Figure 5. Masking increases thermal stability and decreases polyreactivity in Adimab’s a-CD3 antibody panel. A. Differential scanning
(‘ A 30, fluorimetry shows Fab stabilization up to ~85°C when masked, consistent with the CD3 peptide binding across both heavy and light
s - C ‘o, chains. B. Low PSR reagent binding in parental molecules is eliminated in masked IgGs. HIC retention is unaffected and remains low.*
““\\ ‘/ Cancer cell

® - GENERATION OF MASKED CD3xHER2 BISPECIFIC PRODRUGS

— __,-// n ’ - o

T cell \.‘:" @ gr:znzymes A. B. ADI-70330 ADI-26909 ADI-76357

expansion verforins CD3 High CD3 Medium CD3 Low

M 92.5% 92.6% 92.5%

4 ﬁmd omesk ;g;
6% . A . I
1

w | 92.7% 94.4% ©91.9%

Figure 1. Summary of T cell engager mechanism of action.
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of the linker facilitates mAb activation through mask dissociation.
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