AT7519, a Selective Small Molecule Inhibitor of Cyclin Dependent Kinases: Pharmacodynamic
Biomarker Activity in a Phase | Study.

MS Squires, PJ Sweeney, V Lock, NT Thompson, D Smith, EJ Lewis, NJ Gallagher, H Calvert*, R Plummer*, D Mahadevan®, JF Lyons
Astex Therapeutics Ltd., 436 Cambridge Science Park, Milton Road, Cambridge, CB4 0QA, UK
* Northern Centre for Cancer Treatment, Newcastle General Hospital, Westgate Road, Newcastle upon Tyne, NE4 6BE, UK. $Arizona Health Sciences Centre, 1 N. Campbell Avenue, PO BOX 245024, Tuscon, Arizo
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Introduction

AT7519 is a selective Cyclin Dependent Kinase (CDK) inhibitor developed using Advanced Solid Malignancies

Astex’s fragment based medicinal chemistry approach. This compound is currently A Single 10mg/kg dose ip

in early phase clinical development. We describe here preclinical validation of - NP T1 The study is a Phase |, open label study in patients with ad d solid maligr i Treati
pharmacodynamic (PD) biomarkers that are being utilised as exploratory end points --ﬁﬂ :_! P cohorts are being dosed in escalating order to determine the safety and tolerability of AT7519 in this first

in the clinical studies. The development of such biomarkers has become in man trial.

increasingly important with the advent of novel molecularly targeted therapies to aid w NPM (Total)
clinical development. -

Pre and post-dose samples are being taken for pharmacodynamic biomarker analysis as follows:
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2. Serum samples for analysis of cleaved cytokeratin 18 (Post dose sample taken 1-2h following
dosing.
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Conclusion

Figure 2. Effect of AT7519 on HCT116 Xenografts Growth

The selective CDK inhibitor AT7519, was shown to be highly efficacious in xenograft models and
was used in the studies described to help develop biomarker methodologies that would be
AT7519 dosed bid, at 10mg/kg i.p for 3, 5 or 9 days Human Skin Sections applicable to the clinical development of this and other cell cycle inhibitors. Pharmacodynamic
markers of the compounds' action, identified in cell based studies, were applied to xenograft and
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Markers of CDK Inhibition and Proliferation can be Monitored in Human Skin Samples
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0+ Phospho-NPM was inhibited in both tumour sections and skin samples taken from HCT116 tumour bearing mice dosed

ﬂ_ 5 10 15 20 25 3 3 with AT7519 (A). Control human skin (transverse sections) were stained for the proliferation markers Ki67 or PCNA and
dosing {_ Days post first administration for the CDK Rb and NPM to test the ication of the markers in human samples (B).
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period Clear and robust staining was obtained indicating that these markers can be monitored in human skin samples taken
during clinical development.
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