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Activity of RP12146, a novel, selective, and potent small molecule inhibitor of PARP 1/2, In solid tumors
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Introduction

Poly ADP-ribose polymerase (PARP) activity involves synthesis of Poly-ADP ribose (PAR) polymers that
recruit host DNA repair proteins leading to correction of DNA damage and maintenance of cell viability.
Through ‘synthetic lethality’, the applicability PARP inhibitors can be expanded to cancers beyond the BRCA
defects either as monotherapy or in combination with established therapy in solid tumor types. Marrow
suppression with current approved PARP inhibitors limits their concurrent use with chemotherapy, and the
appropriate dosage to achieve chemo-potentiation requires further assessment. Our objective therefore was
to design, synthesize, and identify a potent and efficacious PARP inhibitor having a wider safety margin that
allows treatment combinations with several SOC including chemotherapeutics across cancers. Herein, we
describe the efficacy of RP12146 as a single agent and in combination with approved therapies in preclinical
models of solid tumors.
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various cancers to exploit the target-related activity to a maximum

« RP12146 is currently being evaluated in Phase 1/1b trials in Europe across a panel of solid tumor indications.
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