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ASF1-binding peptides: a model system for qB2H development and binder optimization
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% Synthetic peptides targeting ASF1
Peptides are powerful tools to perturb protein—protein interactions (PPls), but their
optimization requires detailed knowledge of interaction interfaces and efficient CHAPERONE
strategies to generate high-affinity binders. =
We previously developed synthetic peptides targeting the histone chaperone ASF1 ,
with a broad range of binding affinities.!*! This well-characterized peptide series i | o T T T Kd>100 000nM
provided a model system to develop and optimize a quantitative bacterial two- i HH ) . HU | ‘| -
hybrid (gB2H) assay. We then used gB2H to map interaction interfaces and to s = S wl
identify improved ASF1-binding peptides by screening a peptide library. 12! Kd=8700nM  Kd=500nM  Kd=55nM Kd=3 v
Optimized peptides can further provide molecular templates for the development & 2 hybrid system
of foldamer-based binders with enhanced drug-like properties, as illustrated for

ASF1-targeting ligands in previous studies*>! and Posters 106 and 76. ‘
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e ASF1-binding peptides enabled the development of an optimized quantitative B2H assay (qB2H v4). > Selected peptides provide promising templates for
e qB2H v4 enables quantitative PPl analysis, interface mapping, and selection of improved binders from large libraries. the development of foldamer-based ASF1 binders
e Coupling gB2H selection with generative Al provides an efficient strategy to identify higher-affinity ASF1-binding peptides.
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