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Merestinib (LY2801653)

製品コードS7014
バッチS701401


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	C30H22F2N6O3


	分子量	552.53	CAS No.	1206799-15-6
	Solubility (25°C)*	体外	
DMSO
	
100 mg/mL
(180.98 mM)

	
Ethanol
	
100 mg/mL
(180.98 mM)

	
Water
	
Insoluble

	体内 （毎回新しく調製した物を用意してください）	
	Clear solution	

5%DMSO
1
40%PEG300
2
5%Tween80
3
50%ddH2O


	5.0mg/ml
	Taking the 1 mL working solution as an example, add 50 μL of 100 mg/ml clarified DMSO stock solution to 400 μL of PEG300, mix evenly to clarify it; add 50 μL of Tween80 to the above system, mix evenly to clarify; then continue to add 500 μL of ddH2O to adjust the volume to 1 mL. The mixed solution should be used immediately for optimal results. 
	Clear solution	

5% DMSO
1
95% Corn oil


	0.5mg/ml
	Taking the 1 mL working solution as an example, add 50 μL of 10 mg/ml clear DMSO stock solution to 950 μL of corn oil and mix evenly. The mixed solution should be used immediately for optimal results. 



	
* <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	Merestinib (LY2801653) is a type-II ATP competitive, slow-off inhibitor of Met (c-Met) tyrosine kinase with a dissociation constant (Ki) of 2 nM, a pharmacodynamic residence time (Koff) of 0.00132 min(-1) and t1/2 of 525 min. Merestinib (LY2801653) also inhibits MST1R, AXL, ROS1, MKNK1/2, FLT3, MERTK, DDR1 and DDR2 with IC50 of 11 nM, 2 nM, 23 nM, 7 nM, 7 nM, 10 nM, 0.1 nM and 7 nM, respectively.
	in vitro	LY2801653 demonstrates in vitro effects on MET pathway-dependent cell scattering and cell proliferation. It demonstrates more potent anti-proliferative activity in cell lines with MET gene amplification (MKN45, Hs746T and H1993) than the cell lines without MET gene amplification (U-87MG, KATO-III). LY2801653 also maintains potency against 13 MET variants, each bearing a single-point mutation. It is found to have potent activity against several other receptor tyrosine oncokinases including MST1R, FLT3, AXL, MERTK, TEK, ROS1, DDR1/2 and against the serine/threonine kinases MKNK1/2. The mean IC50 value of LY2801653 for inhibition of MET auto-phosphorylation in HGF-stimulated H460 cells is 35.2±6.9 nM and the IC50 for MET auto-phosphorylation in S114 cells is 59.2 nM[1].


	in vivo	LY2801653 shows in vivo anti-tumor effects in MET amplified (MKN45), MET autocrine (U-87MG, and KP4) and MET over-expressed (H441) xenograft models; and in vivo vessel normalization effects. It is able to induce vessel normalization in xenograft tumors. Among the species studied, LY2801653 has the shortest elimination half life in mice of 2.9 h, compared with 14.3 h in non-human primate. LY2801653 is currently in phase 1 clinical testing in patients with advanced cancer[1].







プロトコル(参考用のみ)

	細胞アッセイ	細胞株	DU145 cells
	濃度	0.01-10 μM
	反応時間	48 h
	実験の流れ	2×103 DU145 cells/well on poly-D-lysine 96-well black/clear plates are treated with LY2801653 (in 0.4 % DMSO), immediately followed by the addition of human HGF (20 ng/ml), and incubated for 48 h at 37 °C. 2 % formaldehyde fixed cells are stained with AlexaFluor 488 Phalloidin and counterstained with Propidium Iodide. Colony counts are quantified on Acumen Explorer™ laser-scanning fluorescence microplate cytometer. A colony is defined as≥4 cells.


	動物実験	動物モデル	Athymic nude mice and CD-1 nude mice
	投薬量	0.75 mg/kg to 100 mg/kg
	投与方法	oral administration
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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：


	
Tumor restriction by type I collagen opposes tumor-promoting effects of cancer-associated fibroblasts
[ J Clin Invest, 2021, 131(11)146987]
	
PubMed: 33905375

	
Combination of type I and type II MET tyrosine kinase inhibitors as therapeutic approach to prevent resistance
[ Mol Cancer Ther, 2021, molcanther.0344.2021]
	
PubMed: 34789563

	
Modulating the Function of ABCB1: In Vitro and in Vivo Characterization of Sitravatinib, a Tyrosine Kinase Inhibitor
[ Cancer Commun (Lond), 2020, 11]
	
PubMed: 32525624

	
Sitravatinib, a Tyrosine Kinase Inhibitor, Inhibits the Transport Function of ABCG2 and Restores Sensitivity to Chemotherapy-Resistant Cancer Cells in vitro
[ Front Oncol, 2020, 12;10:700]
	
PubMed: 32477943

	
Sensitivity and Resistance of MET Exon 14 Mutations in Lung Cancer to Eight MET Tyrosine Kinase Inhibitors In Vitro.
[ J Thorac Oncol, 2019, 14(10):1753-1765]
	
PubMed: 31279006

	
[ Oncoimmunology, 2018, ]
	
PubMed: 30228950

	
Acquired resistance to AZD9291 as an upfront treatment is dependent on ERK signaling in a preclinical model
[Ku BM PLoS One, 2018, 13(4):e0194730]
	
PubMed: 29641535







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。







