KATG6A inhibitor screening cascade to facilitate novel drug discovery
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Introduction Cellular Assays
Lysine acetyltransferase 6A (KAT6A, also called MOZ and MYST3) is a histone acetyltransferase (HAT) belonging to the MYST family. 1. Cell proliferation assay
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date include H3K9, -K14, and -K23. KAT6A has been reported to play a critical role in hematopoietic stem cell maintenance, cell cycle 1507 ISR 1507 o st 1507 1501
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regulation, and cell senescence. In addition, KAT6A is thought to be an oncogene in human cancers, including breast cancer, glioma N S i
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and leukemia. Here, we have developed KAT6A related biochemical assays, cellular assays and in vivo pharmacology models to sup-
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port novel KAT6A inhibitor discovery.
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KAT protein, were expressed in sf9 cells and purified by GST column and followed by size exclusion chromatography. Protein product

. . e . _
link i https://protein.ice-biosci.com/search/product?searchText=KAT Figure 4. PF-9363 IC50 test in ZR-57-1, T-47D, CAMA-1 and MCF-7 cells at different treatment time
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Figure 1. A. Procedure for KATs protein expression. B. SDS-PAGE for KAT protein purification.
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KATs SPR assay development
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% % Figure 5. A. IC50 curve of PF-9363 in the acetylation assay in ZR-75-1, U20S,T-47D and MCF-7 cell. B. Images of ZR-75-1 cells treated
y with different concentrations of PF-9363 after adding fluorescent antibodies.
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Figure 2. Reporter of PF-9363 binding with KATs protein in SPR assay. We have successfully conducted SPR assays of the KAT family Injected Cell Number: 10e5-10e7 _ Tumor Volume: 100-200mm3
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R L VT e oo onoee In conclusion, inhibition of KAT6A target could be regarded as a rational approach in Breast cancer or ovarian cancer. we constructed
ol s B e e R b el AR I e an experimental cascade from in vitro to in vivo, which is composed of protein production, biochemical assays, cellular assays, and
animal modeling. Our KAT6A screening cascade can satisfy the mechanism study of KAT6A as well as efficient and comprehensive
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150 150- screen of KAT6A inhibitor, thus accelerate the novel drug discovery.
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