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1,6-dihydropyridine-3-carboxamide

FEdmAl4: AZD8330; ARRY-424704; ARRY-704

HEYEYE

Description AZD8330 (ARRY-424704) is a potent, uncompetitive MEK1/MEK2 inhibitor, with an 1C5, of 7 nM.

IC5¢ & Target MEK1 MEK2

7 nM (|C50) 7 nM (|C50)

AZD8330 is a selective allosteric MEK1/ MEK2 inhibitor. Exposing human osteosarcoma cell lines MOS,
U208, and 143B to a concentration of 0.5 uM of Trametinib, AZD8330 or TAK-733 for 6 hours, leads to
In Vitro loss of ERK phosphorylation indicating effective MEK inhibition.The activity of these three inhibitors is
tested using concentration ranges in six osteosarcoma cell lines: MOS, U20S, KPD, ZK58, 143b and
Saos-2. All three inhibitors decrease viability of MOS and U20S and strongly affect 143b. By contrast,

viability of KPD, ZK58 and Saos-2 is not affected by any of the three inhibitors[2].

In Vivo In tumour xenograft models, AZD8330 demonstrates dose-dependent tumour growth inhibition of

approximately 90% at tolerated doses (1.0 mg/kg once daily [OD])[1].

In Vitro:

DMSO : 2100 mg/mL (216.81 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1681 mL 10.8406 mL 21.6812 mL
Stock Solutions 5mM 0.4336 mL 2.1681 mL 4.3362 mL
10 mM 0.2168 mL 1.0841 mL 2.1681 mL
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In Vivo:
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Solvent&Solubility

VAERIFIRINERER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 3.25 mg/mL (7.05 mM); Clear solution

I ARG 2 3.25 mg/mL (7.05 mM, HAIEEARA) HIEERI.

PL 4 mL TAERCAHH], B 100 pL 32.5 mg/mL 7% DMSO fif##in%] 400 pL PEG300 H, RA5E
] LRk R I 50 L Tween-80, VA2 SRJG4kELIIAN 450 uL A #HKE A% 1 mL.

205 IR FER: 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 3.25 mg/mL (7.05 mM); Clear solution

MR 3RS = 3.25 mg/mL (7.05 mM, VAR ARAN) (P8I




PL 1 mL AR, HL 100 pL 32.5 mg/mL fJ#7E DMSO £ & #{in%) 900 uL 20% # SBE-B-CD ‘E

KA, IREI.

BABIK PR 10% DMSO  —~90% corn oil

Solubility: =2 3.25 mg/mL (7.05 mM); Clear solution

W7 2RI 3k48 2 3.25 mg/mL (7.05 mM, MR ISR, S BAE A TR A e RS A BLE
S .

PU A mL CAERCAH], B 100 pL 32.5 mg/mL (¥ DMSO fifi#ionE] 900 pL TKili, REIA.
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Cell Assay

Human osteosarcoma cell lines MOS, U20S, 143B, ZK58, KPD and Saos-2 are grown in RPMI1640
medium supplemented with 10% fetal bovine serum and 25 U/mL Penicillin and 25 pg/mL of
Penicillin-Streptomycin. All cells are cultured in a humidified incubator at 37° C with 5% CO,. Dose
response curves for Trametinib, AZD8330 (10 nM, 100 nM, and 1 pM) and TAK-733 in 6
osteosarcoma cell lines as indicated. Cells are exposed for 72 hours. Cells are processed using the

ATPlite 1Step kit, followed by luminescence measurement on a plate reader[2].
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