FERAZRR: WZ3146
FEmA4: WZ-3146
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WZ3146 is a mutant selective EGFR inhibitor with ICss of 2, 2, 5, 14 and 66 nM for EGFRL8%8R,

Description
EGFRL858R/T790M, EGFRE746—A750, EGFRE746_A750/T790M and EGFR, respectively.
Ic50 & Target EGFRLBSSR EGFRLBSBR/T790M EGFRE746_A750 EGFRE745_A750/T790M EGFR
2 1M (ICx0) 5nM (ICx) 2 1M (ICx) 14 nM (ICs0) 24 nM (ICs0)
WZ3146 is a novel EGFR inhibitor, suppresses the growth of EGFR T790M containing cell lines and
In Vitro . )
inhibits EGFR phosphorylation[1].
In Vitro:
DMSO : 150 mg/mL (322.62 mM; Need ultrasonic)
Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.1508 mL 10.7538 mL 21.5077 mL
Stock Solutions 5mM 0.4302 mL 2.1508 mL 4.3015 mL
10 mM 0.2151 mL 1.0754 mL 2.1508 mL
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VARSI R R): - 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.38 mM); Clear solution
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Animal Administration

Growth and inhibition of growth is assessed by MTS assay. Ba/F3 cells are exposed to WZ3146

treatment for 72 hours. Growth and inhibition of growth is assessed by MTS assay[1].

Kinase Assay

In vitro inhibitory enzyme kinetic assays are carried out in triplicate using the ATP/NADH coupled
assay system in a 96-well format. The final reaction mixture contains 0.5mg/mL Bovine Serum
Albumin (BSA), 2mM MnCI2, 1mM phospho(enol) pyruvic acid, 1mM TCEP, 0.1M Hepes 7.4,
2.5mM poly-[Glu4Tyr1] peptide, 1/50 of the final reaction mixture volume of pyruvate kinase/lactic
dehydrogenase enzymes from rabbit muscle, 0.5mM NADH, 0.5uM EGFR kinase, 100uM ATP and
varied amount of inhibitors. Inhibitors and ATP are mixed and made separate stock from the mixture
with all other ingredients and added last to the latter to start the reaction. Steady state initial velocity

data are drawn from the slopes of the A340 curves[1].
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