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Performed an immunogenicity analysis using in silico prediction tools hosted on ISPRI

INTRODUCTION METHODS (Interactive Screening and Protein Reengineering Interface)

Bispecific antibodies are recombinant molecules designed to target two different ] ]
epitopes simultaneously. Several engineering techniques have been developed to EpiMatrix
facilitate their production, including knob-into-holes Fc and Fab mutations. Wen-Ting
et al. performed an analysis on a panel of bispecific antibodies to assess the
immunogenic risk imposed by both types of mutations. They employed both
computational and experimental methods to model various steps in the cellular
pathway leading to the production of anti-drug antibodies (ADA), including a © DC

JanusMatrix and Tregitope-Adjustment

EpiMatrix™ parsed each bispecific antibody sequence
into overlapping 9-mer frames and assessed for HLA
binding potential with respect to nine Class |I HLA
supertype alleles.

JanusMatrix™ searched for potentially tolerated
epitopes based on shared TCR-facing contours with
epitopes derived from the human proteome and for the
presence of known regulatory T cell epitopes or

internalization assay to capture the uptake of the protein therapeutic by antigen Tregitopes. - G »
epitope :

presenting cells, both an @ in silico prediction tool (NetMHClIpan-4.0) and an MHC- Protein , N

associated peptide proteomics (MAPPs) assay to model the presentation of the oDP” HLA-peptide

processed peptides by MHC-II, and O T cell assays to assess the activation and Mature complex

APC
proliferation of naive T cells. Based on the results, they assigned an

iImmunogenicity risk to each bispecific antibody and monospecific counterpart.

OBJECTIVE: To perform a retrospective comparative analysis to assess the
same panel of bispecific antibodies using in silico prediction tools hosted on ISPRI
(Interactive Screening and Protein Reengineering Interface) and compare results to ClustiMer Immunogenic Peptide Counts
published data from Wen-Ting et al. as well as available clinical data.

ClustiMer™ identified T cell epitope dense regions
referred to as clusters. Generated epitope maps to
provide a visual of all epitope content including clusters
across the whole bispecific sequence.

Based on a review of the EpiMatrix detailed reports, an
iImmunogenic peptide count was compiled for each
bispecific antibody and monospecific counterpart.

T cell proliferation (ex vivo)
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Sum of Significant Z-scores 37.33 26.05 31.83 30.59 14.18 36.40 22.64 2272 26.87 248.61
Count of Significant Z-scores 19 13 14 15 7 18 12 1 13 122
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Adjusted for Regulatory Epitopes Deviation from Expectation: -34.63

a N
ISPRI is an integrated and secure set of

In silico tools providing a fast and reliable
Immunogenicity assessment.

Immunogenicity Risk Assessment
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Based on the collective results from EpiMatrix, JanusMatrix,
and ClustiMer, an immunogenicity risk was assigned to each
bispecific antibody and monospecific counterpart.

DC internaliziation and
MAPPs (ex vivo)

Wen-Ting et al. Results ISPRI Results
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WWWw.epivax.com




	Slide Number 1

