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Abstract Methods Figure 1. Key Binding Interactions of MEK 1.2 Inhibitor PD 0318088 with Figure 4 — Antitumor Efficacy of ARRY-509 (3) in HT29 Figure 7 — Effect of ARRY-509 (3) on bFGF-Induced
MEK 1,2 is downstream of both Ras and Raf. Its only known substrates are PERK measurement in Malme-3M cells: Malme-3M melanoma cells were plated in 96- MEK 1 203 Colon Carcinoma Xenograft Angiogenesis in an in vivo Matrigel Invasion Assay
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ug/ml bFGF on day 0. ARRY-509 (3) was dosed QD, PO on days 1-6. On day 7, mice

. : were euthanized by CO, inhalation, and Matrigel plugs harvested and weighed. 0.5 ml of
We have designed and prepared 4-(4-bromo-2-fluorophenylamino)-1 saline was added to each Matrigel plug, followed by homogenization using a Fastprep

_mthyIpyr;dm-Z(_lH)—ones as a novel class of nopco_m_petltlve MEK 1,2 FP120 tissue homogenizer (Thermo Electron Corporation). The homogenate was
Inhibitors.” In this poster, we demonstrate that these Inhibitors are potent and centrifuged, and supernatant collected. Hemoglobin content of the supernatant was

selective with excellent developability characteristics. Additionally, we show determined by 3,3’ 5,5’ tetramethylbenzidine assay.
that this series of MEK 1,2 inhibitors are orally bioavailable in rodents and
exhibit excellent activity In rodent models of oncology.
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