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Ralimetinib (LY2228820) dimesylate

製品コードS1494
バッチS149405


印刷






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	C24H29FN6.2CH4O3S


	分子量	612.74	CAS No.	862507-23-1
	Solubility (25°C)*	体外	
DMSO
	
100 mg/mL
warmed with 50ºC water bath
(163.2 mM)

	
Water
	
100 mg/mL
warmed with 50ºC water bath
(163.2 mM)

	
Ethanol
	
5 mg/mL
(8.16 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	Ralimetinib (LY2228820) dimesylate is a novel and potent inhibitor of p38 MAPK with IC50 of 7 nM in a cell-free assay, does not alter p38 MAPK activation. Phase 1/2.
	in vitro	LY2228820 inhibits p38α, as well as the level of phosphoMAPKAPK-2 (pMK2) in RAW 264.7 cells, with IC50 values of 7 nM and 34.3 nM, respectively. Furthermore, LY2228820 inhibits lipopolysaccharide (LPS)-induced TNFα formation in murine peritoneal macrophages, with IC50 of 5.2 nM. [1]
In multiple myeloma (MM) cells, including INA6, RPMI-8226, U266, and RPMI-Dox40, LY2228820 (200 nM–800 nM) significantly blocks p38MAPK signaling, as revealed by its inhibition on phosphorylation of HSP27, a downstream target of p38MAPK, without affecting the expression level of HSP27. LY2228820 (200 nM–400 nM) enhances bortezomib-induced cytotoxicity and apoptosis, but LY2228820 alone doesn't inhibit the growth of MM.1S cells. LY2228820 (200 nM–800 nM) also inhibits secretion of IL-6 and MIP-1α in long-term BM stromal cells (LT-BMSCs), BM mononuclear cells (BMMNCs), peripheral blood (PB) CD138+, CD138− or PB CD14+ cells. LY2228820 (400 nM–800 nM) also blocks osteoclastogenesis from CD14+ cells. [2]

	in vivo	In LPS-induced mice, LY2228820 effectively inhibits the formation of TNFα with a threshold minimum 50% effective dose (TMED50) less than 1 mg/kg. In a rat model of collagen-inducedarthritis (CIA), LY2228820 displays potent effects on paw swelling, bone erosion, and cartilage destruction, with a threshold minimum 50% effective dose (TMED50)of 1.5 mg/kg. [1]





プロトコル(参考用のみ)

	キナーゼアッセイ	Inhibition of p38α
	
Inhibition of p38α is determined using recombinant human p38α in a standard filter binding protocol using ATP[γ-33P] and EGFR 21-mer peptide as substrate. Functional inhibition of TNFα in murine peritoneal macrophages is determined using LPS stimulation in the presence of LY2228820. To assess p38α activity in cells more directly, RAW 264.7 cells are treated with LY2228820 and then stimulated with anisomycin. The level of p38α activity is detected using a phosphoMAPKAPK-2 (pMK2) (Thr 334) antibody which reacts with a residue specifically phosphorylated by p38α.

	細胞アッセイ	細胞株	MM cells, including INA6, RPMI-8226, U266, and RPMI-Dox40
	濃度	200 nM–800 nM
	反応時間	48 hours
	実験の流れ	MTT assays and APO 2.7 staining are performed to assess cellular proliferation and induction of apoptosis, respectively. Viability is expressed as percent viable cells. Apoptosis in cells is evaluated by APO 2.7 staining. For detection of mitochondrial membrane protein 7A6 expressed in apoptotic cells, cells are incubated with APO 2.7 reagent for 20 min. Expression of APO 2.7 is determined using an EPICS XL flow cytometer.
	動物実験	動物モデル	Lipopolysaccharide (LPS)-induced Balb/c mice
	投薬量	0–20 mg/kg
	投与方法	Oral bid dosing for 14 days
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Data from [Data independently produced by Acta Pharmacol Sin, 2014, 35, 339-50]
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Data from [Blood, 2012, 119, 6255-8]
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Data from [Mol Cancer Ther, 2011, 10, 2244-56]












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：


	
Transferrin receptor 2 mitigates periodontitis-driven alveolar bone loss
[ J Cell Physiol, 2024, 10.1002/jcp.31172]
	
PubMed: 38214117

	
Inhibition of a lower potency target drives the anticancer activity of a clinical p38 inhibitor
[ Cell Chem Biol, 2023, 30(10):1211-1222.e5]
	
PubMed: 37827156

	
Improving the response to oxaliplatin by targeting chemotherapy-induced CLDN1 in resistant metastatic colorectal cancer cells
[ Cell Biosci, 2023, 13(1):72]
	
PubMed: 37041570

	
Systematic screening identifies ABCG2 as critical factor underlying synergy of kinase inhibitors with transcriptional CDK inhibitors
[ Breast Cancer Res, 2023, 25(1):51]
	
PubMed: 37147730

	
The p38/MK2 Pathway Functions as Chk1-Backup Downstream of ATM/ATR in G2-Checkpoint Activation in Cells Exposed to Ionizing Radiation
[ Cells, 2023, 12(10)1387]
	
PubMed: 37408221

	
A Chemical Proteomics Approach to Discover Regulators of Innate Immune Signaling
[ Viruses, 2023, 15(5)1112]
	
PubMed: 37243198

	
p38 Mitogen-Activated Protein Kinase Inhibition of Mesenchymal Transdifferentiated Tumor Cells in Head and Neck Squamous Cell Carcinoma
[ Biomedicines, 2023, 11(12)3301]
	
PubMed: 38137525

	
Integrative analysis of drug response and clinical outcome in acute myeloid leukemia
[ Cancer Cell, 2022, S1535-6108(22)00312-9]
	
PubMed: 35868306

	
MEK inhibition overcomes chemoimmunotherapy resistance by inducing CXCL10 in cancer cells
[ Cancer Cell, 2022, S1535-6108(21)00662-0]
	
PubMed: 35051357

	
Proteogenomics refines the molecular classification of chronic lymphocytic leukemia
[ Nat Commun, 2022, 13(1):6226]
	
PubMed: 36266272







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。







