




[image: Selleck Chemicals Logo]


	
受注：045-509-1970

[email protected]

www.selleck.co.jp

	
技術サポート：[email protected]

平日9:00〜18:00

1営業日以内にご連絡を差し上げます











Cyclopamine

製品コードS1146
バッチS114610


印刷






化学情報
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	Synonyms	11-deoxojervine	Storage
(From the date of receipt)	
3 years -20°C powder

1 years -80°C in solvent

	化学式	C27H41NO2


	分子量	411.62	CAS No.	4449-51-8
	Solubility (25°C)*	体外	
Ethanol
	
2 mg/mL
warmed with 50ºC water bath
(4.85 mM)

	
DMSO
	
Insoluble

	
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	Cyclopamine (11-deoxojervine) is a specific Hedgehog (Hh) signaling pathway antagonist of Smoothened (Smo) with IC50 of 46 nM in TM3Hh12 cells.
	in vitro	Cyclopamine inhibits the Hedgehog signaling pathway with an IC50 of 46 nM, and blocks the activity of human Smo receptor expressed in CHO-K1 cells in [3H]Hh-Ag binding assay with an IC50 of 280 nM. [1] Cyclopamine significantly inhibits Hedgehog pathway activity in a dose-dependent manner in gut-derived tumor cell lines expressing Patched (PTCH) mRNA, and induces growth inhibition of those tumor cell lines by 75-95% at the concentration of 3 μM, but ineffective towards the colon tumor cells without PTCH mRNA expression, suggesting the effects of Cyclopamine treatment are Hedgehog pathway related rather than generally cytotoxic. [2] By blocking Hedgehog signaling through direct interaction with Smo, Cyclopamine (10 μM) inhibits the proliferation of SMOhigh Cyclopamine-responsive cell lines L3.6sl and Panc 05.04 by 75-80%, and increases the apoptosis by 2.5- to 3.5-fold, without affecting the BxPC3-SMOlow cell line. [3] Cyclopamine treatment significantly decreases of Snail mRNA and increasea E-cadherin transcripts in the E3LZ10.7 cell line. Independent of inhibition of cell growth, Cyclopamine treatment significantly inhibits the invasive phenotype of Hedgehog-dependent L3.6pl cells, causing a >500-fold reduction in the number of transmigrating cells, but not that of the Hedgehog-independent cell line Panc-1. [4]
	in vivo	Administration of Cyclopamine at dose of 50 mg/kg/day for 22 days eradicates the HUCCT1 xenografts in mice with no obvious adverse effects. [2] Cyclopamine treatment at dose of 1.2 mg for 7 days induces significant apoptosis of tumor cells and decreases the tumor mass by 50-60% in Panc 05.04- and L3.6sl-derived tumors, respectively, but not in the BxPC3-SMOlow tumors. [3] Administration of Cyclopamine alone profoundly inhibits tumor metastases in xenografts of E3LZ10.7 and L3.6pl, and completely abrogates metastases when in combination of gemcitabine. [4]





プロトコル(参考用のみ)

	キナーゼアッセイ	Hedgehog cell assay
	
This assay measures the end stage of the Hh signaling pathway, that is, the transcriptional modulation of Gli, using Luciferase as readout (Gli-Luc assay). Cyclopamine is prepared for assay by serial dilution in DMSO and then added to empty assay plates. TM3Hh12 cells (TM3 cells containing Hh-responsive reporter gene construct pTA-8xGli-Luc) are resuspended in F12 Ham's/DMEM (1:1) containing 5% FBS and 15 mM Hepes pH 7.3, added to assay plates and incubated with Cyclopamine for approximately 30 minutes at 37 °C in 5% CO2. 1 nM Hh-Ag 1.5 is then added to assay plates and incubated at 37 °C in the presence of 5% CO2. After 48 hours, either Bright-Glo or MTS reagent is added to the assay plates and luminescence or absorbance at 492 nm is determined. IC50 value, defined as the inflection point of the logistic curve, is determined by non-linear regression of the Gli-driven luciferase luminescence or absorbance signal from MTS assay vs log10 (concentration) of Cyclopamine using the R statistical software pack

	細胞アッセイ	細胞株	SEG1, OE33, KYAE, KYSE180, SNU1, AGS, SNU16, NCI-N-87, HUCCT1, PANC1, PL5, PL6, BXPC3, HS766T, KYSE150, GBD1, DLD1, and HCT116
	濃度	Dissolved in DMSO, final concentration 3 μM
	反応時間	4 days
	実験の流れ	Cells are exposed to Cyclopamine in 96-well plates. Cell viability is measured by MTS (soluble tetrazolium salt) assay. Viable cell mass is determined by optical density measurements at 490 nm (OD490) at 2 and 4 days using the CellTiter96 colorimetric assay. Relative growth is calculated as OD (day 4)﹣OD (day 2)/OD (day 2).
	動物実験	動物モデル	Athymic (nude) mice inoculated subcutaneously with HUCCT1 cells
	投薬量	50 mg/kg/day
	投与方法	Subcutaneous injection
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Data from [Cancer Res, 2012, 72, 2262-74]
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Data from [Cancer Lett, 2012, 322, 169-176]
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Data from [Exp Hematol, 2012, 40, 418-27]












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：


	
Phosphorylation of human glioma-associated oncogene 1 on Ser937 regulates Sonic Hedgehog signaling in medulloblastoma
[ Nat Commun, 2024, 15(1):987]
	
PubMed: 38307877

	
PTCH1-mutant human cerebellar organoids exhibit altered neural development and recapitulate early medulloblastoma tumorigenesis
[ Dis Model Mech, 2024, 17(2)dmm050323]
	
PubMed: 38411252

	
Human osteoarthritic chondrocytes up-regulate the expression of osteoprotegerin in osteoblasts via the Indian hedgehog signaling pathway
[ Chinese Journal of Tissue Engineering Research, 2024, Vol. 28 ›› Issue (26): 4194-4201.]
	
PubMed: none

	
Hedgehog receptors exert immune-surveillance roles in the epidermis across species
[ Cell Rep, 2023, 42(8):112929]
	
PubMed: 37527037

	
Sonic Hedgehog and WNT Signaling Regulate a Positive Feedback Loop Between Intestinal Epithelial and Stromal Cells to Promote Epithelial Regeneration
[ Cell Mol Gastroenterol Hepatol, 2023, 16(4):607-642]
	
PubMed: 37481204

	
Sonic Hedgehog and WNT Signaling Regulate a Positive Feedback Loop Between Intestinal Epithelial and Stromal Cells to Promote Epithelial Regeneration
[ Cell Mol Gastroenterol Hepatol, 2023, 16(4):607-642]
	
PubMed: 37481204

	
Proteomic analysis across patient iPSC-based models and human post-mortem hippocampal tissue reveals early cellular dysfunction and progression of Alzheimer's disease pathogenesis
[ Acta Neuropathol Commun, 2023, 11(1):150]
	
PubMed: 37715247

	
Triptolide inhibits epithelial ovarian tumor growth by blocking the hedgehog/Gli pathway
[ Aging (Albany NY), 2023, 10.18632/aging.205110]
	
PubMed: 37851362

	
Signaling Switching from Hedgehog-GLI to MAPK Signaling Potentially Serves as a Compensatory Mechanism in Melanoma Cell Lines Resistant to GANT-61
[ Biomedicines, 2023, 11(5)1353]
	
PubMed: 37239024

	
The Hedgehog/GLI signaling pathway activates transcription of Slug (Snail2) in melanoma cells
[ Oncol Rep, 2023, 49(4)75]
	
PubMed: 36866769







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。







