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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	C28H41N7O3


	分子量	523.67	CAS No.	219580-11-7
	Solubility (25°C)*	体外	
DMSO
	
100 mg/mL
(190.95 mM)

	
Ethanol
	
100 mg/mL
(190.95 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	PD173074 is a potent FGFR1 inhibitor with IC50 of ~25 nM and also inhibits VEGFR2 with IC50 of 100-200 nM in cell-free assays, ~1000-fold selective for FGFR1 than PDGFR and c-Src. PD173074 reduces proliferation and promotes apoptosis in gastric cancer cells.
	in vitro	PD173074 is an ATP-competitive inhibitor of FGFR1 with Ki of ~40 nM. PD173074 is also an effective inhibitor of VEGFR2. Compared to FGFR1, PD173074 weakly inhibits the activities of Src, InsR, EGFR, PDGFR, MEK, and PKC with 1000-fold or greater IC50 values. PD173074 inhibits autophosphorylation of FGFR1 and VEGFR2 in a dose-dependent manner with IC50 of 1-5 nM and 100-200 nM, respectively. [1] PD173074 inhibits FGF-2 promotion of granule neuron survival in a dose-dependent manner with IC50 of 12 nM, exhibiting 1,000-fold greater potency than that of SU 5402. [2] PD173074 specifically inhibits FGF-2-mediated effects on proliferation, differentiation, and MAPK activation in oligodendrocyte (OL) lineage cells. [3] PD173074 is active against the WT receptor and FGFR3 mutations in multiple myeloma (MM) cell lines. PD173074 also potently inhibits autophosphorylation of FGFR3 in a dose-dependent manner with IC50 of ~5 nM. PD173074 treatment potently reduces viability of FGFR3-expressing KMS11 and KMS18 cells with IC50 of [4]
	in vivo	Administration of PD173074 at 1 mg/kg/day or 2 mg/ka/day in mice can effectively block angiogenesis induced by either FGF or VEGF in a dose-dependent manner with no apparent toxicity. [1] PD173074 inhibits in vivo growth of mutant FGFR3-transfected NIH 3T3 cells in nude mice. Inhibition of FGFR3 by PD173074 delays tumor growth and increases survival of mice in a KMS11 xenograft myeloma model. [4] In the H-510 xenograft, oral aministration of PD173074 blocks tumor growth similar to that seen with single-agent cisplatin administration, increasing median survival compared with control sham-treated animals. In H-69 xenografts, PD173074 induces complete responses lasting >6 months in 50% of mice. These effects are correlated with increased apoptosis in excised tumors, but not a consequence of disrupted tumor vasculature. [5]





プロトコル(参考用のみ)

	キナーゼアッセイ	In vitro kinase inhibition assays
	
Assays using the full-length FGFR-1 kinase are performed in a total volume of 100 μL containing 25 mM HEPES buffer (pH 7.4), 150 mM NaCl, 10 mM MnCl2, 0.2 mM sodium orthovanadate, 750 μg/mL concentration of a random copolymer of glutamic acid and tyrosine (4:1), various concentrations of PD173074 and 60 to 75 ng of enzyme. The reaction is initiated by the addition of [γ-32P]ATP (5 μM ATP containing 0.4 μCi of [γ-32P]ATP per incubation), and samples are incubated at 25°C for 10 minutes. The reaction is terminated by the addition of 30% trichloroacetic acid and the precipitation of material onto glass-fiber filter mats. Filters are washed three times with 15% trichloroacetic acid, and the incorporation of [32P] into the glutamate tyrosine polymer substrate is determined by counting the radioactivity retained on the filters in a Wallac 1250 betaplate reader. Nonspecific activity is defined as radioactivity retained on the filters following incubation of samples without enzyme. Specific activity is determined as total activity (enzyme plus buffer) minus nonspecific activity. The concentration of PD173074 that inhibits FGFR-1 enzymatic activity by 50% (IC50) is determined graphically.

	細胞アッセイ	細胞株	KMS11 and KMS18
	濃度	Dissolved in DMSO, final concentrations ~100 nM
	反応時間	48 hours
	実験の流れ	Cells are incubated with increasing concentrations of PD173074 in the presence of aFGF/heparin for 48 hours. The percentage of viable cells is determined by MTT.
	動物実験	動物モデル	Swiss Webster mice with induced corneal angiogenesis
	投薬量	~2 mg/kg/day
	投与方法	Administered intraperitoneally






参考

	
	[1] Mohammadi M, et al. EMBO J, 1998, 17(20), 5896-5904.
	[2] Skaper SD, et al. J Neurochem, 2000, 75(4), 1520-1527.
	[3] Bansal R, et al. J Neurosci Res, 2003, 74(4), 486-493.


	[4] Trudel S, et al. Blood, 2004, 103(9), 3521-3528.
	[5] Pardo OE, et al. Cancer Res, 2009, 69(22), 8645-8651.
	[6] Byron SA, et al. Int J Gynecol Cancer, 2012, 22(9), 1517-1526.


+ 展开







カスタマーフィードバック



	[image: ]
	

Data from [Data independently produced by Hepatology, 2014, 59(4) ,1427-34]








	[image: ]
	

Data from [Data independently produced by J Cell Sci, 2014, 10.1242/jcs.159608]
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Data from [Data independently produced by Cancer Discov, 2013, 3(6), 636-47]












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：


	
FGF21 increases the sensitivity of sorafenib to hepatocellular carcinoma under hypoxia
[ Malignancy Spectrum, 2024, 10.1002/msp2.20]
	
PubMed: none

	
Dietary phosphorus consumption alters T cell populations, cytokine production, and bone volume in mice
[ JCI Insight, 2023, 8(10)e154729]
	
PubMed: 37079375

	
Genome-wide open reading frame profiling identifies fibroblast growth factor signaling as a driver of PD-L1 expression in head and neck squamous cell carcinoma
[ Oral Oncol, 2023, 146:106562]
	
PubMed: 37666053

	
Unraveling the Mechanisms of Sensitivity to Anti-FGF Therapies in Imatinib-Resistant Gastrointestinal Stromal Tumors (GIST) Lacking Secondary KIT Mutations
[ Cancers (Basel), 2023, 15(22)5354]
	
PubMed: 38001614

	
Pregranulosa cell-derived FGF23 protects oocytes from premature apoptosis during primordial follicle formation by inhibiting p38 MAPK in mice
[ J Biol Chem, 2023, 299(6):104776]
	
PubMed: 37142227

	
FGF21 prevents neuronal cell ferroptosis after spinal cord injury by activating the FGFR1/β-Klotho pathway
[ Brain Res Bull, 2023, 202:110753]
	
PubMed: 37660729

	
Comparison of Four Protocols for In Vitro Differentiation of Human Embryonic Stem Cells into Trophoblast Lineages by BMP4 and Dual Inhibition of Activin/Nodal and FGF2 Signaling
[ Reprod Sci, 2023, 10.1007/s43032-023-01334-5]
	
PubMed: 37658178

	
FGF2 is overexpressed in asthma and promotes airway inflammation through the FGFR/MAPK/NF-κB pathway in airway epithelial cells
[ Mil Med Res, 2022, 9(1):7]
	
PubMed: 35093168

	
Spatially resolved phosphoproteomics reveals fibroblast growth factor receptor recycling-driven regulation of autophagy and survival
[ Nat Commun, 2022, 13(1):6589]
	
PubMed: 36329028

	
Airway epithelial ITGB4 deficiency induces airway remodeling in a mouse model
[ J Allergy Clin Immunol, 2022, S0091-6749(22)01342-2]
	
PubMed: 36243221







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。







