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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	C18H11N3O2S


	分子量	333.36	CAS No.	958852-01-2
	Solubility (25°C)*	体外	
DMSO
	
2 mg/mL
(5.99 mM)

	
Water
	
Insoluble

	
Ethanol
	
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	GSK1059615 is a dual inhibitor of PI3Kα/β/δ/γ (reversible) and mTOR with IC50 of 0.4 nM/0.6 nM/2 nM/5 nM and 12 nM, respectively. Phase 1.
	in vitro	The pyridinylquinoline derivative GSK1059615 is a novel, ATP-competitive, and reversible inhibitor of the class I family of PI3Ks. GSK1059615 inhibits PI3K signaling, induces G1 arrest and apoptosis, especially in breast tumor cells. [2] Data summarized in another review also shows that GSK1059615 inhibits PI3Kα, β, γ and δ, with Ki of 0.42 nM, 0.6 nM, 0.47 nM and 1.7 nM, respectively. [3] Another report shows that GSK1059615 inhibits PI3Kα with IC50 of 2 nM. In T47D and BT474 cancer cells, GSK1059615 inhibits the phosphorylation of Akt at S473, with IC50 of 40 nM. [4]

	in vivo	In xenograft mice models of BT474 or HCC1954 breast cancer cells, GSK1059615 (25 mg/kg) effectively inhibits tumor growth. [3]
	特徴	A novel, ATP-competitive, and reversible inhibitor of both PI3Kα, β, δ, and γ, and mTOR.





プロトコル(参考用のみ)

	キナーゼアッセイ	HTRF In vitro Profiling Assays for PI3K Inhibition
	
The measurement of the GSK1059615-dependent inhibition of the PI3Ks is accessed using a HTRF based PI3K profiling assay kit. 400 pM enzyme is used in PI3Kα and δ assays, 200 pM in PI3Kβ assays, and 1 nM in PI3Kγ assay. In addition, the PI3Kα, β, and δ assays are run with 150 mM NaCl and 100 μM ATP, while the PI3Kγ assay is run with no NaCl and 15 μM ATP. All reactions are run at 10 μM PIP2. GSK1059615 is serially diluted (3-fold in DMSO), and 50 nL is transferred to a 384-well low-volume assay plate. PI3K Reaction Buffer is prepared by diluting the stock 1:4 with de-ionized water. Freshly prepared DTT is added at a final concentration of 5 mM on the day of use. Enzyme addition and GSK1059615 pre-incubation are initiated by the addition of 2.5 µL of PI3K in reaction buffer. Plates are incubated at room temperature for 15 min. Reactions are initiated by addition of 2.5 µL of 2× substrate solution (PIP2 and ATP in 1× reaction buffer). Plates are incubated at room temperature for one hour. Reactions are quenched by the addition of 2.5 µL of stop solution. The quenched reactions are then processed to detect product formation by adding 2.5 µL of Detection Solution. Following a 1-hour incubation in the dark, the HTRF signal is measured on the Envision plate reader set for 330nm excitation and dual emission detection at 620nm (Eu) and 665nm (APC). The IC50 value is then obtained.

	細胞アッセイ	細胞株	T47D and BT474 cells
	濃度	0–1 μM, serially diluted (3-fold) in DMSO
	反応時間	30 min
	実験の流れ	Cells are plate at a density of 1 × 104 cells per well in clear flat-bottomed 96-well plates and incubated overnight. Then, GSK1059615 is added and the plates are incubated for 30 min. At the end of incubation, media is aspirated from the plates, and the plate is wash once with cold PBS. 80 μL MSD Lysis buffer is added into each well and the plates are incubated on a shaker at 4 °C for at least 30 min. For Akt duplex assay, plates are washed with 200 μL/well wash buffer for 4 times and tapped on paper towel to blot. Then, 60 μL lysates is added to each well and the plates are incubated on shaker at room temperature for 1 hour. After another 4 times washing, antibody is added (25 μL per well) and the plates are incubated on shaker for 1 hour and washed again. Finally, Read Buffer is added (150 μL per well) and the plates are read immediately. IC50 values are then obtained.
	動物実験	動物モデル	Xenograft mice models of BT474 or HCC1954 cells
	投薬量	25 mg/kg
	投与方法	Oral gavage
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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：


	
PIK-75 overcomes venetoclax resistance via blocking PI3K-AKT signaling and MCL-1 expression in mantle cell lymphoma
[ Am J Cancer Res, 2022, 12(3):1102-1115]
	
PubMed: 35411248

	
Phytochemicals inhibit migration of triple negative breast cancer cells by targeting kinase signaling.
[ BMC Cancer, 2020, 20(1):4]
	
PubMed: 31898540

	
Lethal Poisoning of Cancer Cells by Respiratory Chain Inhibition plus Dimethyl α-Ketoglutarate
[ Cell Rep, 2019, 27(3):820-834]
	
PubMed: 30995479

	
FRET biosensor-based kinase inhibitor screen for ERK and AKT activity reveals differential kinase dependencies for proliferation in TNBC cells.
[ Biochem Pharmacol, 2019, 169:113640]
	
PubMed: 31536726

	
[ ACS Pharmacol Transl Sci, 2019, ]
	
PubMed: 32259061

	
Inhibition of RPTOR overcomes resistance to EGFR inhibition in triple-negative breast cancer cells
[ Int J Oncol, 2018, 52(3):828-840]
	
PubMed: 29344641

	
Development of a test that measures real-time HER2 signaling function in live breast cancer cell lines and primary cells.
[Huang Y, et al. BMC Cancer, 2017, 17(1):199]
	
PubMed: 28302091

	
Single and Combination Drug Screening with Aqueous Biphasic Tumor Spheroids
[ SLAS Discov, 2017, 22(5):507-515]
	
PubMed: 28324660

	
Gerosuppression by pan-mTOR inhibitors
[ Aging (Albany NY), 2016, 8(12):3535-3551]
	
PubMed: 28077803

	
Multiparametric Analysis of Oncology Drug Screening with Aqueous Two-Phase Tumor Spheroids.
[ Mol Pharm, 2016, 13(11):3724-3735]
	
PubMed: 27653969







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。







