A Phase I/lla study to evaluate the safety and efficacy of CCS1477, a first in clinic inhibitor of p300/CBP, as monotherapy
in patients with selected molecular alterations

S. Crabb?, R. Plummer?, A. Greystoke?, L. Carter3, S. Pacey?, H. Walter>, V. Coyle®, T. Knurowski’, K. Clegg’, F. Ashby’, N. Pegg’, W. West’, N. Brooks’, A. Hughes’, J. de Bono?

lUniversity Hospital Southampton, NHS Foundation Trust, Southampton, UK, 2Newcastle University, Newcastle Hospitals NHS Foundation Trust, Newcastle-upon-Tyne, UK,3University of Manchester, The Christie NHS
Foundation Trust, Manchester, UK, “Department of Oncology and Cancer Research UK, Cambridge Centre, Cambridge, UK, *University of Leicester, University Hospitals, Leicester, UK, ®Patrick G. Johnston Centre for Cancer

Research, Queens University Belfast, Belfast, UK, ‘CellCentric Ltd, Chesterford Research Park, Cambridge, UK, 8Institute of Cancer Research, Royal Marsden NHS Foundation Trust, Sutton, UK
Publication number: 560 TiP

Background Study design Patient criteria/Molecular testing

« CCS1477 is a potent, selective and orally bioavailable inhibitor of the * This first in human Phase /1l study (sponsored by CellCentric Ltd) is * Histological or cytological confirmation of solid malignancy that is
bromodomain of p300 and CBP. Pre-clinical studies show that tumours with modular in design. Described here are Parts E1 and E2, which advanced and not considered to be appropriate for further
certain molecular alterations are more sensitive to CC51477. specifically evaluate the clinical activity of CCS1477 in patients with approved/standard of care treatment

* Three leading hypotheses. advanced solid tumours harbouring molecular alterations that indicate » Potential sensitivity biomarkers are identified by local testing
1. P?OO/CBP synthetic lethality. Tumours with loss of functic?n mutations in potential enhanced sensitivity to p300/CBP inhibition. Dose selection using next generation sequencing or equivalent, in archival or
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P gue {twin) protein. escalation in patients with mCRPC. blood sample.

CBP-mutant cells are preferentially sensitive to CCS1477 in vitro

- * Sensitivity markers include loss of function mutations in p300, CBP
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