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INTRODUCTION

The lysine acetyltransferase paralogues CREBBP (CBP) and EP300 (p300) are transcriptional coactivators that regulate gene expression by directing chromatin accessibility and acetylation of
specific lysine residues on histone H3. CBP/p300 are implicated in both solid and hematological cancers as transcriptional dysregulation can lead to oncogenic gene expression and signalling.

Androgen and estrogen hormone receptors (AR and ER, respectively) are ligand-dependent transcription factors which rely on the coactivator activity of CBP/p300. As aberrant activity of these
receptors can drive oncogenic transcriptional programs to promote cancer growth, inhibiting CBP/p300 may be an orthogonal approach to target these hormone-dependent cancers, alone or in
combination with other agents.

Here, we describe the effects of CBP/p300 histone acetyltransferase (HAT) domain inhibition in preclinical models of AR- and ER-driven cancers. We also describe the characterisation of a novel
fragment-derived HAT domain inhibitor, ASTX528, alone and in combination with CDK4/6 inhibitors and ER degraders.

RESULTS: TARGETED EFFECT IN AR-DEPENDENT PROSTATE CANCER RESULTS: COMBINATIONS IN ER-DEPENDENT BREAST CANCER

AR-dependent prostate cancer cells are sensitive to CBP/p300 HATI ER+ breast cancer cells are sensitive to ASTX528 and synergises with CDK4/6i
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CONCLUSION

« CBP/p300 is critical for AR and ER signalling and here we show that AR-dependent prostate cancer and ER-dependent breast cancer cell lines are sensitive to CBP/p300 HAT
domain inhibition both in vitro and in vivo

* Currently no CBP/p300 HAT domain inhibitors being evaluated in the clinic, hence, ASTX528 is a novel, potentially first-in-class oncology drug which may provide an orthogonal
approach for targeting cancers dependent on these hormone receptors A

« Our synergy data also support exploration of combination therapy strategies with hormone therapy and/or CDK4/6 inhibition in ER-driven breast cancer EI i =]
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