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化学情報
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	Synonyms	N/A	Storage
(From the date of receipt)	
3 years -20°C powder

1 years -80°C in solvent

	化学式	C27H28N4O2


	分子量	440.54	CAS No.	1094614-85-3
	Solubility (25°C)*	体外	
Ethanol
	
80 mg/mL
(181.59 mM)

	
DMSO
	
60 mg/mL
warmed with 50ºC water bath
(136.19 mM)

	
Water
	
Insoluble

	
* <1 mg/ml means slightly soluble or insoluble.

* Please note that Selleck tests the solubility of all compounds in-house, and the actual solubility may differ slightly from published values. This is normal and is due to slight batch-to-batch variations.






溶剤液（一定の濃度）を調合する







生物活性

	製品説明	BIX02189 is a selective inhibitor of MEK5 with IC50 of 1.5 nM, also inhibits ERK5 catalytic activity with IC50 of 59 nM in cell-free assays, and does not inhibit closely related kinases MEK1, MEK2, ERK2, and JNK2.
	in vitro	BIX02189 blocks MEK5 and ERK5 catalytic activity with IC50 values of 1.5 nM and 59 nM, respectively. They are more potent than the effect caused by BIX02188 with IC50 values of 4.3 nM and 810 nM, respectively. BIX02189 shows inhibitory activity against CSF1R (FMS) with IC50 of 46 nM but displays no activity against related kinases MEK1, MEK2, ERK1, p38α, JNK2, EGFR, and STK16 with IC50 values of >3.7 μM. Pretreatment with BIX02189 inhibits sorbitol-induced phosphorylation of ERK5 in HeLa cells in a dose dependent manner, and displays no inhibitory activity against the phosphorylation of ERK1/2, p38, and JNK1/2 MAPKs. Treatment with only BIX02189 for 24 hours in HeLa or HEK293 cells does not show any cytotoxic effect. BIX02189 inhibits MEK5/ERK5/MEF2C-driven luciferase expression in HeLa and HEK293 cells with IC50 values of 0.53 μM and 0.26 μM, respectively. This is a more significant than the effect caused by BIX02188. [1] BIX02189 inhibits the activation of ERK5, and suppresses C-terminus of Hsc70-interacting protein (CHIP) mediated p53 ubiquitination, leading to the reverse of the protective effect caused by laminar flow (L-flow) in human umbilical vein endothelial cells (HUVECs) exposed to 15d-PGJ2. [2] BIX02189 (10 uM) inhibits ERK5 phosphorylation, and reduces myocyte enhancer factor 2 (MEF2) transcriptional activity in neonatal rat cardiomyocytes (NRCMs) stimulated by isoproterenol. BIX02189 enhances the sorbitol induced apoptosis in NRCMs, confirming the protective role of ERK5 in cardiomyocytes. [3]





プロトコル(参考用のみ)

	キナーゼアッセイ	Catalytic assay
	
MEK5 protein isolated from the baculovirus expression system is used to measure kinase activity utilizing PKLight ATP Detection Reagent. The assay is performed using 15 nM GST-MEK5 and 0.75 μM ATP in assay buffer consisting of 25 mM Hepes, pH 7.5, 10 mM MgCl2, 50 mM KCl, 0.2% BSA, 0.01% CHAPS, 100 μM Na3VO4, 0.5 mM DTT and 1% DMSO in the presence of varying concentrations of BIX02189. The kinase reaction mixture is incubated for 90 minutes at room temperature followed by addition of 10 μL of ATP detection reagent for 15 minutes. The relative light unit (RLU) signal is measured and the RLU signals are converted to percent of control (POC) values for the determination of IC50 value.

	細胞アッセイ	細胞株	HeLa cells
	濃度	Dissolved in DMSO, final concentration ~10 μM
	反応時間	Pretreatment for 1.5 hours
	実験の流れ	The cells are serum starved for 20 hours prior to stimulation with sorbitol at a final concentration of 0.4 M for 20 minutes at 37 °C. BIX02189 is added 1.5 hours prior to the addition of sorbitol. The cells are harvested and lysed in 50 μL RIPA buffer containing Halt protease and phosphate inhibitors at 4 °C for 5-10 minutes. The lysates are centrifuged for 10 minutes at 14,000 rpm and 50 μL lysate is added to 50 μl 2× sample buffer and boiled for 4 minutes at 95 °C. Twenty microliters sample is run on SDS–PAGE 10% Tris-glycine gels and transferred to nitrocellulose. Western blotting is done with appropriate antibodies.
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Data from [J Immunotoxicol, 2013, 10, 32-39]
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Data from [J Biol Chem, 2012, 287, 40722-31]
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Data from [J Biol Chem, 2012, 287, 40722-31]












Selleckの高級品が、幾つかの出版された研究調査結果（以下を含む）で使われた：


	
Integrated drug response prediction models pinpoint repurposed drugs with effectiveness against rhabdomyosarcoma
[ PLoS One, 2024, 19(1):e0295629]
	
PubMed: 38277404

	
Protective effects of macrophage-specific integrin α5 in myocardial infarction are associated with accentuated angiogenesis
[ Nat Commun, 2023, 10.1038/s41467-023-43369-x]
	
PubMed: 37985764

	
Etiopathogenic role of ERK5 signaling in sarcoma: prognostic and therapeutic implications
[ Exp Mol Med, 2023, 55(6):1247-1257]
	
PubMed: 37332046

	
The WNK1-ERK5 route plays a pathophysiological role in ovarian cancer and limits therapeutic efficacy of trametinib
[ Clin Transl Med, 2023, 13(4):e1217]
	
PubMed: 37029785

	
MAP kinase ERK5 modulates cancer cell sensitivity to extrinsic apoptosis induced by death-receptor agonists
[ Cell Death Dis, 2023, 14(11):715]
	
PubMed: 37919293

	
Extracellular signal-Regulated Kinase 5 (ERK5) is required for the Yes-associated protein (YAP) co-transcriptional activity
[ Cell Death Dis, 2023, 14(1):32]
	
PubMed: 36650140

	
Extracellular signal-Regulated Kinase 5 (ERK5) is required for the Yes-associated protein (YAP) co-transcriptional activity
[ Cell Death Dis, 2023, 14(1):32]
	
PubMed: 36650140

	
MAP kinase ERK5 modulates cancer cell sensitivity to extrinsic apoptosis induced by death-receptor agonists
[ Cell Death Dis, 2023, 10.1038/s41419-023-06229-6]
	
PubMed: 37919293

	
Neuregulin modulates hormone receptor levels in breast cancer through concerted action on multiple signaling pathways
[ Clin Sci (Lond), 2023, 137(1):1-15]
	
PubMed: 36511917

	
Impact of Liver Inflammation on Bile Acid Side Chain Shortening and Amidation
[ Cells, 2022, 11(24)3983]
	
PubMed: 36552746







長期の保管のために-20°Cの下で製品を保ってください。

人間や獣医の診断であるか治療的な使用のためにでない。

各々の製品のための特定の保管と取扱い情報は、製品データシートの上で示されます。大部分のSelleck製品は、推薦された状況の下で安定です。製品は、推薦された保管温度と異なる温度で、時々出荷されます。長期の保管のために必要とされてそれと異なる温度で、多くの製品は、短期もので安定です。品質を維持するが、夜通しの積荷のために最も経済的な貯蔵状況を用いてあなたの送料を保存する状況の下に、製品が出荷されることを、我々は確実とします。製品の受領と同時に、製品データシートの上で貯蔵推薦に従ってください。







