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® Aurora kinases are key regulators of mitosis having roles in centrosome . . . : i
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" The final results of a phase | and pharmacodynamic study of AT9283 breast, appendix, duodenum, pancreas. TOXICITY Table 5: Skin Inmunohistochemistry Summary Table
administered as a continuous intravenous infusion over 72 hours every Table 6: Oral Bioavailability Of A Solution Of AT9283 In A Subgroup Of Patients
three weeks to patients with refractory solid tumours are presented here. ELISA IHC
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10mg/kg i.v. (Fig. 1A and 1C) or twice daily doses at 10mg/kg (Fig. 1B).
® Efficacious doses of AT9283 induced a transient knockdown of Aurora B
markers (pHH3) for ~6h.
® Polyploidy and p53 induction was observed in tumours following several
days dosing.

where only one patient of 18 treated experienced a DLT during their first
cycle of treatment.

® 9 mg/m? per day was identified as the maximum tolerated dose (MTD).

® Table 5 summarises the numbers of patients per cohort that exhibited the
changes in biological markers anticipated from pre-clinical studies
following administration of AT9283.

significance is under investigation.

« Profile 1 — Levels peak during infusion, then return to basal level.

« Profile 2 — Levels peak during infusion, then increase before cycle 2.
« Profile 3 — Levels peak during infusion, then decrease before cycle 2.
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