Discovery and characterization of a p300-selective degrader with potent anti-
tumor activity in CBP mutant cancers
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(A) Selectivity of degradation measured by HiBit knock-in of either p300 or CBP in A549 cells. Compound 1: AbsDCg;, = 3.2nM, L
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(A) Graphic depicting the high protein homology between CBP/p300 (top) and the synthetic lethal relationship of degrading p300. (C) p300 § 2 § 2 (A) A broad cellular panel of a particular cancer subtype illustrating the sensitivity of cells with putative LoF mutations in CBP N _ . N
between the two proteins (bottom). (B) Cell line data depicting the sensitivity to p300 depletion in the context degraf:lat.lt.)n I’_ESU“S in reduced . o o . N L. demonstrating the antiproliferative effects of p300-selective degraders. Notably, cell lines with CBP mutations that were not 3.Kadoch C. Lifting Up the HAT: Synthetic Lethal Screening Reveals a Novel Vulnerability at the CBP-
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CBP knockout. Concentration (nM) Concentration (nM) cancer cell types harboring either predicted CBP LoF or other CBP mutations illustrating the sensitivity of the LoF mutant
cells to p300 degradation.
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