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THE PROBLEM

. T-cell engagers with optimal functional properties Custom-built for different tumor targets

Most T-cell engagers are built

- - - - - EGFR- CD3- - S - - - -
from sub-optimal CD3-binders We generated proof-of-concept T-cell engagers with high potency and low cytokine release. L i We identified optimal CD3-binding arms for different tumor targets.
_ o _ T-cell engager function across different tumor targets and target densities Figure 5. The optimal CD3-binding arm is
CD3 T-cell engagers have the potential to be powerful Tumor cell killing Cytokine release dependent on tumor target and target density.
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‘ Figure 1. T-cell engagers engineered using diverse CD3-binding antibodies have broad tumor cell killing and cytokine release profiles. We generated CD3arms Affinity (nM)
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syndrome, requires simultaneous tuning of both the CD3- We identified T-cell engagers with optimal functional profiles.
and tumor-binding arms. Pairs of antibodies that achieve AbCellera CD3-1 AbCellera CD3-2 SP34-derived CD3
this balance are rare, creating a need for diverse and
developable antibodies that can be combined and tested 100 — 1500 100 -1500 100 o - 1500 = = = =
at scale to identify optimal clinical candidates. ° . - o o FI‘Om nOvel CD3'b|nd|ng antl bOdIeS

80 - 3 80 7 < 80 <
To streamline T-cell engager development, we discovered % i L1000 % % - 1000 % % - 1000 Z—%
and characterized novel CD3-binding antibodies with 2 60 - > g 007 : g 60 - :
binding and functional properties that are distinct from 3 o S S 40— 2 S - 3 Fully human CD3-binding antibodies that are distinct from commonly used molecules.
commonly used CD3-binders, including SP34-2. i;o - 500 = i;o . 200 ) i;o ) 200 ] Antibody sequence diversity overlayed with epitope data Figure 6. Proprietary immunization protocols
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Figure 2. Functional properties of T-cell engagers engineered with AbCellera’s CD3-binding antibodies are superior to benchmark-derived molecules. _ T
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Tumor cell killing and cytokine release curves were evaluated for CD3 x EGFR antibodies engineered using a fixed EGFR-binding arm (matuzumab) and
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multispecific engineering technologies, and an Figure 3. Most OrthoMab™-engineered bispecifics have developability properties comparable to  Figure 4. An exemplary CD3 x EGFR bispecific Figure 7. High-throughput assessment of | o
Integrated discovery and development engine parental antibodies. The fractional percentage of correctly paired vs. incorrectly paired bispecifics antibody with favorable PK properties. Following binding properties revealed diverse binding (B) On and off rates were measured by (C) Subunit specificity was assessed by
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