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Background Results

Polo-like Kinase 1 (PLK1):

» Serine/threonine kinase, master regulator of cell-cycle progression

> Inhibition of PLK1 causes mitotic arrest in prometaphase and subsequent cell death

» Qver-expressed in numerous cancer types, including AML, and associated with poor patient prognosis

1. PLK1 activity can be assessed through TCTP phosphorylation status I 3. Trial data: patient 01-002 completed 2 cycles of PCM-075 + LDAC

Translational Control Tumor Protein (TCTP) is: 3A. Treatment does not affect normal blood cells

» Involved in important cellular processes, such as cell growth, cell cycle progression and apoptosis
» Phosphorylated by PLK1 at Serine-46 (Cucchi U. et al., Anticancer Res., 2010)

Cell blood count time course

PCM-075: Treatment (28day cycle):
» Orally-available, highly-selective PLK1 inhibitor 12mg/m2 PCM-075 day 1 to day 5 . 187 Cyclef ~ Cycle2
» Induces G2/M arrest and apoptosis in cancer cells, including leukemic cells. 1A. PCM-075 inhibits TCTP phosphorylation at Ser46 (pTCTP) in leukemic cell lines 20mg/m? cytarabine day 1 to day 10 8 e~ Leukocytes
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3B. Treatment decreases blast levels in blood
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Schedule of Assessments 2B. Identification of leukocyte populations in AML patients 3D. Blast numbers and mutations in bone marrow 3E. pTCTP decreases with PCM-075 treatment
Bone marrow samples were collected before treatment (screening) and pTCTP was assessed by Phospho-flow in PBMC isolated
PBMC were isolated from EDTA blood tubes collected from AML patients pre-treatment and stained with the on day 22 of cycles 1 and 2 (C1D22 and C2D22) from CellSave blood tubes at the indicated time points

following antibodies for flow cytometry analysis:
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NK cells: CD56+ treatment may enable a greater understanding of underlying

tumor biology associated with therapy response
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