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Target Research area
CDK; Apoptosis Cancer
Molecular formula C,,H,gNO, STRUCTURE
Molecular weight 396.4860 \
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DESCRIPTION

Dinaciclib (SCH 727965) is a potent inhibitor of CDK, with IC50s of 1 nM, 1 nM, 3 nM, and 4 nM for CDK2, CDKS5,
CDK1, and CDK®9, respectively.

BIOLOGICAL ACTIVITY

SCH727965 (Dinaciclib) is a novel small molecule multi-CDK inhibitor with low nanomolar potency against CDK1,
CDK2, CDK5 and CDK9 that has shown favorable toxicity and efficacy in preliminary mouse experiments, and has
been well tolerated in Phase | clinical trials. Cyclin-dependent kinases (CDK) are key positive regulators of cell cycle
progression and attractive targets in oncology. SCH727965 was selected as a clinical candidate using a functional
screen in vivo that integrated both efficacy and safety parameters. Compared with flavopiridol, SCH727965 exhibits
superior activity with an improved therapeutic index. In cell-based assays, SCH727965 completely suppressed
retinoblastoma phosphorylation, which correlated with apoptosis onset and total inhibition of bromodeoxyuridine
incorporation in >100 tumor cell lines of diverse origin and background. Moreover, short exposures to SCH727965
were sufficient for long-lasting cellular effects. SCH727965 induced regression of established solid tumors in a
range of mouse models following intermittent scheduling of doses below the maximally tolerated level. These

results suggest that SCH727965 is a potent and selective CDK inhibitor and a novel cytotoxic agent.
SOLUBILITY
Soluble in DMSO
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