& Protan

Discovery of a novel KAT6A/B inhibitor with anti-tumor activity c
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AIMS™ informs PAI-CPD3 favorable selectivity profile
beyond ER+ breast cancer
Biochemical HAT enzymatic activity shows selectivity advantage to PAI-CPD3 AIMS™ biomarker discovery workflow
Biochemical assays comparing PAI-CPD3 to PF-07248144 show Predictive biomarker discovery for KAT6i treatment is composed of several data layers.
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Protein dynamics compound comparison was carried out on ZR-75-1 Acetylation dynamics compound comparison was e PAI-CPD3, a novel KAT6A/B inhibitor, exhibits 1. Mukohara, et al. Nature Medicine

cell lines at 0.1uM for 24h. Proteomic analysis of downregulated

features showed significant inhibition of KAT6A and minimal Acetyl-dynamics shows potential

carried out on ZR-75-1 cell line at 0.1uM for 2h.
selectivity

(2024)
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potency and in-vivo efficacy in ER+ breast cancer.

e PAI-CPD3 demonstrates selective acetylation
inhibition of other HATs (A); and overall similar dynamics of both advantage of PAI-CPD3, evident in the total impact, both on histones and non histone sites.
compounds in the number of proteins downregulated upon number of regulated acetyl sites (A) and e KATG6A/B directed treatment represents

treatment (B), downregulation of ESR1 and PGR (C), and significantly
altered pathways (D).
left.

specifically in histone sites, higher in PF-07248144
(B). The KAT6A substrate H3K23 is marked on the

opportunity for ER+ breast cancer patients as well
as other tumor types, supported by a proteomic
biomarker.




