g

G L p B I 0 Peptides, Inhibitors, Agonists

Good Laboratory Practice Bioscience

Product Data Sheet

Product Name: SR59230A

Cat. No.:

GC39725

Chemical Properties

Cas. No.
SMILES

Formula

Solubility

General
tips

Shipping
Condition

Structure

Protocol

174689-39-5
O[C@@H](CN[C@H]1CCCC2=C1C=CC=C2)COC3=CC=CC=C3CC.0=C(0)C(0)=0
Co3HogNOg M.Wt 415.48

DMSO: 31.25 mg/mL (75.21 mM) Storage Store at -20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.

Cell experiment [1]:

Cell lines

Human umbilical vein endothelial cells (HUVECSs)
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HUVECs were cultured in MCDB131 medium supplemented with 10% heat-
inactivated fetal bovine serum, 2mM L-glutamine, 10U/ml heparin, 10ng/ml
epidermal growth factor (EGF), and 5ng/ml basic fibroblast growth factor, at 37

Preparation Method °C, 5% CO», and 95% humidity. The cells (2x1 04) were seeded in 24-well

Reaction
Conditions

Applications

sterile plastic plates and allowed to adhere overnight. The cells were treated
with SR59230A (0.001, 0.1, 1, 10, and 100uM) for 72 hours, or treated with
solvent as a control to assess cell viability.

0.001, 0.1, 1, 10, and 100pM; 72h

SR59230A treatment inhibited the cell viability of HUVECs cells in a dose-
dependent manner.

Animal experiment [2]:

Animal models

Male C57BL/6J mice

Fifty male C57BL/6J mice (8 weeks old) were raised in a standard environment.
The mice were injected with B16F10 cells and then received either SR59230A
or L-748,337 treatment. SR59230A and L-748,337 were injected intratumorally

Preparation Method at a dose of 5mg/kg/day. The treatment began on the 10th day (D10) after

Dosage form

Applications

tumor cell injection and continued until D18. The length (L) and width (W) of the
tumors were measured daily using a vernier caliper, and the tumor volume was

calculated as the formula LxW2x0.5.

5mg/kg/day for 9 days; intratumoral injection

SR59230A treatment decreases the growth of melanoma in xenograft mouse
model of B16F10 cells.
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Background
SR59230A is a potent and selective B3-adrenoceptor antagonist, with IC g5q values of 40, 408, and

648nM for B3-, B1-, and B2-receptors, respectively [1]. SR59230A is a novel inhibitor of the Kir2.1
channel, with an IC5q value of 33uMI[2]. SR59230A inhibits the phosphorylation and thereby the
activation of the mTOR/p70S6K pathway, crosses the blood-brain barrier, and acts on 33
adrenoceptors[3'4]. SR59230A has been widely used to inhibit cancer cell progression and to

develop novel combination therapies[5].

In vitro, SR59230A treatment for 72 hours significantly inhibited the proliferation of HUVEC, BRAF
mutated 8505 C thyroid carcinoma cells, and U-87 cells with ICgq values of 6.45uM, 13.09uM, and

18.21uM, respectivelyll. Treatment with 10uM SR59230A for 48 hours induced apoptosis in K562,
KCL22, HEL and HL60 cells under hypoxic conditions (1% Og)L7].

In vivo, SR59230A treatment via continuous intratumoral injection at a dose of 5mg/kg for 8
consecutive days led to a significant reduction in tumor volume and weight in the melanoma mouse

model, and inhibited angiogenesis[S]. For a period of 5 weeks, 50ug of SR59230A (dissolved in
DMSO) was injected into the tail vein every 3 days, which significantly inhibited the growth of breast
cancer xenograft tumors in mice and reduced the expressions of p-mTOR S2448, p-4E-BP1

(T37/46), and p-mTOR S2481[9].
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