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

1 years -80°C in solvent

	化学式	C24H27N5O2.HCl


	分子量	453.96	CAS No.	1797983-09-5
	Solubility (25°C)*	体外	
DMSO
	
90 mg/mL
warmed with 50ºC water bath
(198.25 mM)

	
Ethanol
	
90 mg/mL
warmed with 50ºC water bath
(198.25 mM)

	
Water
	
9.4 mg/mL
(20.7 mM)

	
* <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	GSK J4 HCl is a cell permeable prodrug of GSK J1, which is the first selective inhibitor of the H3K27 histone demethylase JMJD3 and UTX with IC50 of 60 nM in a cell-free assay and inactive against a panel of demethylases of the JMJ family.
	in vitro	GSK J4 HCl is an ethyl ester derivative of the JMJD3 selective histone demethylase inhibitor GSK-J1 with an IC50 value greater than 50 μM in vitro. GSK J4 HCl is used to probe the consequences of demethylation of H3K27me3. In human primary macrophages, GSK-J4 inhibits the lipopolysaccharide-induced production of cytokines, including pro-inflammatory tumour necrosis factor (TNF). In addition, GSK-J4 prevents the lipopolysaccharide-induced loss of H3K27me3 associated with the TNF transcription start sites and blocked the recruitment of RNA polymerase II. [1]


	in vivo	GSK-J4 hydrochloride is a potent dual inhibitor of H3K27me3/me2-demethylases JMJD3/KDM6B and UTX/KDM6A. It inhibits LPS-induced TNF-α production in human primary macrophages. GSK-J4 hydrochloride is a cell permeable prodrug of GSK-J1.







プロトコル(参考用のみ)

	キナーゼアッセイ	Histone Demethylase AlphaScreen
	
Inhibition of histone demethylases is assessed using the histone demethylase AlphaScreen assay (Amplified Luminescence Proximity Homogenous Assay). This assay uses a biotinylated peptide substrate and relies on detection of the product methyl mark using a specific antibody coupled to protein-A acceptor beads and a Steptavidin donor bead to capture the peptide. In brief, recombinant demethylase enzymes are incubated in the presence of Fe2+ in the form of Ferrous Ammonium Sulphate (FAS), -ketoglutarate (KG) and biotinylated peptide substrate. L-Ascorbic Acid is included to provide a reducing environment and prevent oxidation of Fe2+. After incubation with peptide substrate the presence of the product is detected using AlphaScreen technology. The demethylase AlphaScreen assays are performed in 384-well plate format using white proxiplates. All steps are carried out in assay buffer (50 mM HEPES pH 7.5, 0.1% (w/v) BSA and 0.01 % (v/v) Tween-20). FAS is dissolved fresh each day in 20 mM HCl to a concentration of 400 mM and diluted to 1.0 mM in deionized water. All other components are dissolved fresh each day in deionized water. For IC50 determinations 5 μL of assay buffer containing demethylase enzyme is transferred to wells of a 384-well proxiplate. Titrations of compound (0.1 μL) are transferred to each well and the enzymes allowed to pre-incubate for 15 minutes with compound (final concentration of DMSO is 1%). The enzyme reaction is initiated by addition of 5 μL of a substrate mix consisting of α-KG, FAS, L-Ascorbic Acid and biotinylated peptide substrate and the reaction incubated for the indicated time at room temperature. The enzyme reaction is stopped after the indicated time by addinton of 5 μL of EDTA (7.5 mM final concentration in assay buffer). Streptavidin Donor beads (0.08 mg/ml) and Protein-A conjugated acceptor beads (0.08 mg/ml) are pre-incubated for 1 hour with an antibody to the product methyl mark and the presence of biotin-H3-product is detected by addition of 5 μL of the preincubated AlphaScreen beads (final concentrations of 0.02 mg/ml with respect to acceptor and donor beads). Detection is allowed to proceed for 1 hour at room temperature and the assay plates read in a BMG Labtech Pherastar FS plate reader. Data are normalized to the no enzyme control and the IC50 determined from the nonlinear regression curve fit using GraphPad Prism 5.

	細胞アッセイ	細胞株	Mouse podocytes
	濃度	5 μM
	反応時間	48 h
	実験の流れ	Cells were serum starved for 4 hours, followed by treatment with EPZ-6438 (10 μM) or GSK-J4 (5 μM) for 48 hours.


	動物実験	動物モデル	BALB/c mice
	投薬量	10 mg/kg
	投与方法	i.p.
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Data from [Data independently produced by , , Cell Mol Immunol, 2018, doi:10.1038/s41423-018-0037-8]












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：


	
Targeting lysine demethylase 6B ameliorates ASXL1 truncation-mediated myeloid malignancies in preclinical models
[ J Clin Invest, 2024, 134(1)e163964]
	
PubMed: 37917239

	
Hedgehog pathway orchestrates the interplay of histone modifications and tailors combination epigenetic therapies in breast cancer
[ Acta Pharm Sin B, 2023, 13(6):2601-2612]
	
PubMed: 37425067

	
PERK is a critical metabolic hub for immunosuppressive function in macrophages
[ Nat Immunol, 2022, 23(3):431-445]
	
PubMed: 35228694

	
JMJD3 intrinsically disordered region links the 3D-genome structure to TGFβ-dependent transcription activation
[ Nat Commun, 2022, 13(1):3263]
	
PubMed: 35672304

	
Systematic identification of biomarker-driven drug combinations to overcome resistance
[ Nat Chem Biol, 2022, 10.1038/s41589-022-00996-7]
	
PubMed: 35332332

	
SAPCD2 promotes neuroblastoma progression by altering the subcellular distribution of E2F7
[ Cell Death Dis, 2022, 13(2):174]
	
PubMed: 35197448

	
Increased H3K27 trimethylation contributes to cone survival in a mouse model of cone dystrophy
[ Cell Mol Life Sci, 2022, 79(8):409]
	
PubMed: 35810394

	
Inhibiting KDM6A Demethylase Represses Long Non-Coding RNA Hotairm1 Transcription in MDSC During Sepsis
[ Front Immunol, 2022, 13:823660]
	
PubMed: 35185915

	
Demethylation of H3K9 and H3K27 Contributes to the Tubular Renal Damage Triggered by Endoplasmic Reticulum Stress
[ Antioxidants -Basel, 2022, 11-71355]
	
PubMed: 35883846

	
Adipocyte-mediated epigenomic instability in human T-ALL cells is cytotoxic and phenocopied by epigenetic-modifying drugs
[ Front Cell Dev Biol, 2022, 10:909557]
	
PubMed: 36060800







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。







