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HUNDREDS OF DIVERSE BINDERS CREATED USING GENERATIVE Al

We characterize over 400 binders that span a broad affinity range. We can seamlessly design
HCDR3 that reproduce wildtype affinities that are up to 12 mutations away from the wildtype CDR.
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Our HCDR3 designs are unlike any sequence in the training set or sequences in found in large
public databases.
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EPITOPE MAPPING REVEAL UNIQUE INTERACTIONS BETWEEN Al DESIGNS AND
HER2 AND ILLUMINATE HOTSPOT CONTACTS THAT MODULATE FUNCTION

Epitope mapping was used to determine residues in domain IV of HERZ2 that are important for each high affinity
candidate. Epitope maps show that most candidate has a unique epitope signature that was different from trastuzumab.
High potency and most cross-reactive designs interact with unique contact sites that explain gain in function.
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Candidates were studies in a panel of assays to compare developability to trastuzumab. Most high affinity Al designs
STRUCTURAL ALIGNMENT SHOWS BINDERS ADOPT VARIABLE showed comparable developability properties to trastuzumab. Overall score shows a subset of designs show favorable
BINDING MECHANISMS therapeutic properties that are well-suited for clinical development.
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