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Cyclin-dependent kinase inhibition by New C-2 Alkynylated Purine Derivatives and
Molecular Structure of a CDK2-Inhibitor complex

A new series of 2,6,9-trisubstitued purines, characterized by the presence of a common
alkynyl substituent at C-2 and a range of different anilino/benzylamino groups at C-6, were
synthesized. These compounds were evaluated for their capacity to inhibit cyclin-dependent
kinase activity (CDK1-cyclin B) in vitro. Compounds 4e and 5e (Table 1) exhibited the
strongest inhibitory actvity with an 1Csq of 60 nM. The structure of compound 4b (OL567) in
complex with human CDK2 was determined by X-ray crystallography, revealing the
molecular basis of inhibition by this molecule. Data collection and refinement statistics are
given in Table 2. A Ligplot diagram summarizing the interactions between inhibitor and
CDK2 is shown in Figure 1. Subsequent molecular modelling studies allowed us to
rationalize the SAR observed for these compounds.
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R 0,072

mes L =
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resclution range (A} H).00—1.65

P | L 0.1

Rrict 10,35

mean protein temperature faetors fnﬁ 24.0

mean ligand temperatare factors (AP 4.2

Table 1 1Cs, values against CDK1-Cyclin B
Table 2 Data collection statistics for OL567
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