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GPCRs are difficult targets. Find diverse GPCR-targeted antibodies. Amplify diversity, enrich for A diverse panel of anti-CCR8 antibodies

o | N | potency, and fine-tune leads. optimized for developability and function.
Despite being high-value therapeutic targets, Here, we present a case study in which we leveraged our discovery
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272 diverse CCR8-binding hits 24 highly potent antibodies optimized for developability

Immunization and deep single-cell screening technologies were used Remediation of sequence liabilities in a humanized mouse-derived antibody.
to find hundreds of diverse sequences. _ _ _ _ _ o
(A) Homology modeling Functional assessment (c) Analytical and biophysical characterization
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assessment of residues targeted for humanized combinatorial approach and measured in an immunogenicity and maintained or improved target-binding,
194 functional anti-CCRS8 antibodies back-mutations on the light (L1-5) and heavy ADCC reporter assay as described in Figure 3B. yield, and purity compared to the parental antibody.
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High-throughput functional screening and liability assessment guided

our down-selection and pre-emptive remediation strategy.
Anti-CCRS8 antibodies with profiles similar to a clinical benchmark
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Figure 2. From 194 functional antibodies, 24 highly potent candidates were selected for high- Figure 5 Strategic selectpn of diverse, developable antlb.o.dles V\(lth a. rangfe of (B) Select.ed ant.ib(.)dies were comparable to a cIir.1icaI ben.cf.\mark
throughput characterization and liabilities were mapped to guide pre-emptive remediation. (A) 194 of potencies. (A) Selected antibodies have favorable developability profiles, including molecule in preliminary ADCC assessment. Functional activity was
272 expressed antibodies met the desired functional activity, measured in an ADCC reporter assay with desired purity, monodispersity, relative surface hydrophobicity and heterogeneity, stability, measured with an ADCC reporter assay as described in Figure 3B.
activity quantified using luminescence. (B) Potential sequence liabilities of the 24 selected antibodies were hydrodynamics, and self-association with scores normalized to high and low controls. (C) ADCC assay EC_ values and 95% confidence intervals are shown.
identified in silico and mapped using proprietary bioinformatics pipelines. Antibody clonal diversity and
liabilities were visualized using Celium™,
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RLU: Relative luminescence units; FOI: Fold of induction.
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