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化学情報
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	Synonyms	CP-868596, ARO 002	Storage
(From the date of receipt)	
3 years -20°C powder

1 years -80°C in solvent

	化学式	C26H29N5O2


	分子量	443.54	CAS No.	670220-88-9
	Solubility (25°C)*	体外	
DMSO
	
88 mg/mL
warmed with 50ºC water bath
(198.4 mM)

	
Ethanol
	
88 mg/mL
(198.4 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	Crenolanib is a potent and selective inhibitor of PDGFRα/β with Kd of 2.1 nM/3.2 nM in CHO cells, also potently inhibits FLT3, sensitive to D842V mutation not V561D mutation, >100-fold more selective for PDGFR than c-Kit, VEGFR-2, TIE-2, FGFR-2, EGFR, erbB2, and Src. Crenolanib helps to induce mitophagy.
	in vitro	Crenolanib is significantly more potent than imatinib in inhibiting the kinase activity of imatinib-resistant PDGFRα kinases (D842I, D842V, D842Y, D1842-843IM, and deletion I843). Crenolanib is 135-fold more otent than imatinib against D842V in the isogenic model system, with an IC50 of approximately 10 nM. Crenolanib inhibits the kinase activity of the fusion oncogene in EOL-1 cell line, which is derived from a patient with chronic eosinophilic leukemia and expresses the constitutively activated FIP1L1- PDGFRα fusion kinase, with IC50 = 21 nM. Crenolanib also inhibits the proliferation of EOL-1 cells with IC50 = 0.2 pM. Crenolanib inhibits the activation of V561D or D842V-mutant kinases expressed in BaF3 cells with IC50 with 85 nM or 272 nM, respectively. Crenolanib inhibits PDGFRα activation in H1703 non-small cell lung cancer cell line which has 24-fold amplification of the 4q12 region that contains the PDGFRα locus, with IC50 with 26 nM. [1]

Crenolanib is an orally bioavailable, highly potent and selective PDGFR TKI. Crenolanib is a benzimidazole compound that has IC50s of 0.9 nM and 1.8 nM for PDGFRA and PDGFRB, respectively. [2]


	in vivo	Crenolanib, a PDGFR inhibitor, suppresses lung cancer cell proliferation and inhibits tumor growth in vivo







プロトコル(参考用のみ)

	キナーゼアッセイ	Biochemical Assessment of PDGFRα Kinase Activity
	
Chinese hamster ovary (CHO) cells are transiently transfected with mutated or wild type PDGFRα constructs and treated with various concentrations of Crenolanib. Experiments involving recombinant DNA are performed using biosafety level 2 conditions in accordance with guidelines. Protein lysates from cell lines are prepared and subjected to immunoprecipitation using anti-PDGFRα antibodies followed by sequential immunoblotting for PDGFRα. Densitometry is performed to quantify drug effect using Photoshop software, with the level of phosphor- PDGFRα normalized to total protein. Densitometry and proliferation experimental results are analyzed using Calcusyn 2.1 software to mathematically determine the IC50 values. The Wilcoxon Rank Sum Test is used to compare the IC50 values of Crenolanib for a given mutation.

	細胞アッセイ	細胞株	EOL-1 cell line
	濃度	0-20 pM
	反応時間	72 hours
	実験の流れ	Cells are added to 96-well plates at densities of 20, 000 cells/well and incubated with Crenolanib for 72 hours before measuring cellular proliferation using a 2,3-bis[2-methoxyl-4-nitro-5-sulfophenyl]-2H-tetrazolium-5-carboxanilide (XTT)-based assay.


	動物実験	動物モデル	Xenograft mice
	投薬量	10 or 20 mg/kg
	投与方法	
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Data from [Data independently produced by Proc Natl Acad Sci U S A, 2014, 111(14), 5319-24]
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Data from [Data independently produced by Mol Cancer, 2014, 13(1), 247]
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Data from [Data independently produced by Onco Targets Ther, 2014, 7, 1761-8]












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：


	
A combinatorial therapeutic approach to enhance FLT3-ITD AML treatment
[ Cell Rep Med, 2023, 10.1016/j.xcrm.2023.101286]
	
PubMed: 37951217

	
The GSK3β/Mcl-1 axis is regulated by both FLT3-ITD and Axl and determines the apoptosis induction abilities of FLT3-ITD inhibitors
[ Cell Death Discov, 2023, 9(1):44]
	
PubMed: 36739272

	
Tumor Treating Fields Alter the Kinomic Landscape in Glioblastoma Revealing Therapeutic Vulnerabilities
[ Cells, 2023, 12(17)2171]
	
PubMed: 37681903

	
Surgical Reconstruction of Stage 3 and 4 Pressure Injuries: A Literature Review and Proposed Algorithm from an Interprofessional Working Group
[ Adv Skin Wound Care, 2023, 36(5):249-258]
	
PubMed: 37079788

	
The multi-kinase inhibitor CG-806 exerts anti-cancer activity against acute myeloid leukemia by co-targeting FLT3, BTK, and Aurora kinases
[ Res Sq, 2023, rs.3.rs-2570204]
	
PubMed: 36865133

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

	
A community challenge for a pancancer drug mechanism of action inference from perturbational profile data
[ Cell Rep Med, 2022, 3(1):100492]
	
PubMed: 35106508

	
PDGF signaling inhibits mitophagy in glioblastoma stem cells through N6-methyladenosine
[ Dev Cell, 2022, 57(12):1466-1481.e6]
	
PubMed: 35659339

	
Recapitulating early human development with 8C-like cells
[ Cell Rep, 2022, 39(12):110994]
	
PubMed: 35732112

	
The Irreversible FLT3 Inhibitor FF-10101 Is Active Against a Diversity of FLT3 Inhibitor Resistance Mechanisms
[ Mol Cancer Ther, 2022, OF1-OF11]
	
PubMed: 35395091







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。







