AT7519, a Potent Multi-targeted CDK Inhibitor, is Active in CLL Patient Samples Independent of Stage
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AT7519 caused a rapid induction of apoptosis and this induction occurred in
parallel with a reduction in the levels of anti-apoptotic proteins such as Mcl-1.
The mechanism of action of this depletion of anti-apoptotic proteins was shown to
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Table 1 in vitro Kinase Inhibition concentration of AT7519 required to kill 50% of the CLL cell population. The reduction of the important survival protein Mcl-1 is consistent with
Cells isolated from patient 9 were treated for the indicated times and the percentage the anti-transcriptional effects of the compound and the concentrations
of apoptotic, necrotic and viable cells quantified (Figure 2). There is a time and dose- required to have a cytotoxic effect in this patient sample.
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" AT7519 inhibits CDKs 1, 2,4, 5 and 9 in in vitro kinase assays. Apart from the dependent induction of apoptosis in the CLL cell population. Significant increases in ARIFONA.
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