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INTRODUCTION

CREB binding protein (CBP) and its paralog, EP300 (p300), are highly homologous lysine acetyltransferases and transcriptional
cofactors implicated in human cancers. Dose-limiting tolerability issues have been observed with dual CBP/p300 bromodomain (BRD)
Inhibitors, which may limit their clinical utility. We hypothesised that a dual inhibitor targeting the histone acetyltransferase (HAT)
domain may improve the therapeutic window. Here we describe the characterisation of ASTX528, a potent, fragment-derived CBP/p300
HAT inhibitor with a differentiated safety profile from BRD inhibitors.
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Fragment-based discovery of a novel inhibitor of CBP/p300 HAT domain

Clearance (mL/min/kg) :
Vss (L/kg) 1.4 0.88 1.5 1.4 « ASTX528 is orally bioavailable in

Bioavailability (%F) 48 19 92 17 multiple preclinical species

Target engagement and anti-tumor activity
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ASTX528 is well tolerated at multiple-fold MED

Effects on cell viability and signaling
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« ASTX528 potently inhibits proliferation of cells with CBP loss-of-function mutation and AR* prostate « Treatment with ASTX528 at 2-fold MED causes no significant haematological changes in NCI-H211
cancer cell lines tumor-bearing mice while BRD inhibitor at its MED significantly reduces platelet counts
« An increase in cleaved PARP, a marker of cell death, was observed in treated cells * Platelets and other haematological parameters are unaltered in rats after a 14-day treatment with

ASTX528 up to 7-fold MED

Astex is committed to the ethical use of animals and adheres to the principles of 3Rs (see www.astx.com)

CONCLUSION

 The novel CBP/p300 HAT inhibitor ASTX528 is potent and highly selective
« ASTX528 inhibits proliferation of cancer cells in vitro and significantly reduces tumor growth at low dose levels in vivo
 The safety profile shows targeting the HAT domain with ASTX528 may improve the therapeutic window over current BRD inhibitors
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