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Select a model TCR

Chose AG X15 single chain receptor described in Aggen, D.H., et al. (2010)
Frofein Eng. Des. Sel., 24, 361.

identify CDR loop residues that are most likely to contribute to
peptide specificity

1. Modeled HLA-AZ restricted peplides into the Ab corysial structure {using
the Roselta program)

2. Aligned crystal structures of peptides bound to HLA-AZ {0 the
Abtax/HLA A2 structure (PDB: 1AQ7)

Generate a series of libraries degenerate in these regions

Began by generating a single library to serve as proof-of-concept for
scaffold generation {design rationale on naxt slide)

FACS sorting of libraries with physiologically relevant peptides
loaded on to HLALAZ

Chose MART peptide (ELAGIGILTV) loaded on HLA-AZ dimer for first
salection trial
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A6 CDR1a loop—MHC helix A6 CDRZa loop—MHC helix

FIG. 4A
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Binding and specificity of soluble RD1-MART{HGH
with peptide pulsed T2 cells
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