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Background Study design Response assessments
Part C . _ _

« CCS1477 is a potent, selective and orally bioavailable inhibitor of the bromodomains of Monotherapy CCS1477 * AML responses will be assessed according to the 2017 ELN recommendation
p300 and CBP, two closely related histone acetyl transferases with oncogenic roles in Dose expansion NHL criteria (D6hner et al 2017. Blood. 129: 424-447) in bone marrow and blood
haematological malignancies . Part A samples

Multiple myeloma AML NHL Monotherapy CCS1477 e CCS1477 RP2D dose and schedule from Part A
= [+ Dose escalation NHL/MM / e Approximately 30 patients * Myeloma responses will be evaluated as described in the 2016 IMWG

« CCS1477 is a potent inhibitor ‘;T ‘ I I : Cohorts of 3-6 patients until MTD/RP2D Response Criteria (Kumar et al 2016. The Lancet Oncology. 17: e328-346)
of proliferation in a panel of ® Different dose schedules may be evaluated if \ Part D based on changes in M protein in blood and/or urine, changes in serum free
multiple myeloma, AML and 2 required Monotherapy CCS1477 light chains if measurable, and changes on imaging and/or bone marrow if
NHL cell lines in vitro Dose expansion MM applicable

" TTgg0iiiE11972:2892238§99:8238882°2 ® CC51477RP2D dose and schedule from Part A * In NHL patients, tumour assessments will be done for measurable disease,
=t E T : © Gl iifElE; * Approximately 15 patients non-measurable disease, and new lesions on CT (or magnetic resonance
Cell line : imaging [MRI]) and/or combined with visual assessment of [18F]2-fluoro-2-
e CCS1477 monotherapy causes tumour regression in an OPM-2 xenograft model of multiple Part B Monoth Part ECC51477 deoxy-D-glucose-positron emission tomography (FDG-PET) with clinical
myeloma and is accompanied by a significant decrease in c-Myc and IRF4 gene expression Monotherapy CCS1477 D ono.t eflf/lyL/H' horisk MDS parameters and bone marrow if applicable, per recent 2017 IWG consensus
Dose escalation AML/High-risk MDS O0S€ €xpansion 1gh-ris criteria (RECIL; Younes et al 2017. Ann Oncol. 28: 1436-1447). Specific
. Cohorts of 3-6 patients until MTD/RP2D o CCS1477 RP2D dose and schedule from Part B standardised response criteria for selected NHL subtype will be used, where
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CCS1477 given by oral gavage once daily to OPM-2 bearing athymic nude mice by gPCR at day 6 of treatment
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* Tumour regression after CCS1477 treatment in a xenograft model of AML (MOLM-16): Secondary objectives P _ | y. th ( p300) dto d i ¢
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