U524

R E YIRS IR A

Shanghai yuanye Bio-Technology Co., Ltd
Bk 021-61312973  fkH: 021-55068248
Mk: www.shyuanye.com

BEFH: shyysw@sina.com

FE&#R: 3-[[5-(2,3-Dichlorophenyl)-1H-tetrazol-1-yllmethyl]pyridine

Hydrochloride

PB4 A 438079 hydrochloride

EX /e

Description A 438079 (hydrochloride) is a potent, and selective P2X7 receptor antagonist with pIC50 of 6.9.
IC50 & Target pIC50: 6.9
A 438079 (80 pmol/kg, i.v.) reduces noxious and innocuous evoked activity of different classes of spinal
neurons in neuropathic rats. A 438079 (100 and 300 pmol/kg, i.p.) significantly raises withdrawal
thresh-olds in both the SNL and CCI models[1]. Intraperitoneal injection of A 438079 (5 and 15 mg/kg) 60
In Vivo min after triggering seizures reduces seizure severity and neuronal death within the hippocampus. A
438079 has superior neuroprotective effects compared with an equally dose of phenobarbital (25
mg/kg)[2]. A 438079 partially but significantly prevents the 6-OHDA-induced depletion of striatal DA
stores[3]. Pretreatment with A 438079 reduces nociceptive behaviour scores in the HC model[4].
In Vitro:
H,0 : 2 350 mg/mL (1021.57 mM)
DMSO : 2100 mg/mL (291.88 mM)
*">" means soluble, but saturation unknown.
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.9188 mL 14.5939 mL 29.1877 mL
Stock Solutions 5mM 0.5838 mL 2.9188 mL 5.8375 mL
10 mM 0.2919 mL 1.4594 mL 2.9188 mL
TFARE = S AN R 70 o OV R BE IR B A TG VA IS A & — ELRCHOAW, T5038 /A, R
SRR B i R
fit %A A7 75 SRR -80°C, 6 months; -20°C, 1 month. -80°C {7, %7E 6 AN H P, -20°C
fEfres, EAE 1 ASHNAE.
In Vivo:
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Solubility: 2 2.5 mg/mL (7.30 mM); Clear solution

TR AR 2 2.5 mg/mL (7.30 mM, HIFIEEARRN) P THE .

PA 1 mL TARWBCAH, HX 100 pl 25.0 mg/mL {3 i% DMSO fif#& %] 400 yL PEG300 ', &%)
[ BRI 50 uL Tween-80, WE5): SRJE4kEIIN 450 L A /K EARE 1 mL.

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

205U IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (7.30 mM); Clear solution
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IR 2 2.5 mg/mL (7.30 mM, MR AT) FOTEIE .
LL1mL TAERAH, B 100 uL 25.0 mg/mL ({1754 DMSO 4% ihn%] 900 uL 20% (¥ SBE-B-CD ‘&
HER AR, IRAEHE.

AT IR INEEFRE R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (7.30 mM); Clear solution

eIy A4S 2 2.5 mg/mL (7.30 mM, MEFRIREARN) AOMEVA TR, 7 SEANE TS0 e A ARG
s,

BL1mL TAERH], B 100 pL 25.0 mg/mL [ DMSO f§ &% 900 uL Fkieh, RE#H4.
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ERSE:

To confirm A 438079 reach the brain after systemic administration, P10 rat pups are injected with

5 mg/kg A 438079 and killed either 10 min, 30 min, or 2 h later (n=4 per group). Blood samples are
centrifuged at 1000xg for 10 min to isolate the plasma. Samples are analyzed using liquid
Animal Administration | chromatography-mass spectrometry (LC-MS/MS) by a service provider. Briefly, protein is
precipitated from 50 pL aliquots of the individual plasma or brain tissue homogenate, and A 438079

is quantified by LC-MS/MS from a five-point standard curve. [2]

Human astrocytoma cells, 1321N1, are grown to stably express rat P2X;, human P2X4, P2X2a,
P2X2/3, P2X1, P2Y1 and P2Y2 recombinant receptors. Agonist, BzZATP,
2,3-O-(4-ben-zoylbenzoyl)-ATP or ATP-induced changes in intracellular Ca?* concentrations are
assessed in all of the cell lines using the Ca?* chelating dye, Fluo-4, in conjunction with a
Fluorometric Imaging Plate Reader. The cells are plated out the day before the experiment onto
Kinase Assay poly-D-lysine-coated black 96 well plates. After the agonist addition, changes in intracellular

Ca?* concentrations are recorded, per second, for 3 min. Ligands are tested at 11 half-log
concentrations from 10-1° to 10+ M. BzATP or ATP concentrations corresponds to the ECy, values
for each receptor to enable comparison of antagonist potencies across the multiple P2 receptor
subtypes. A 438079 is added to the cell plate and fluorescence data are collected for 3 min before
the addition of agonist, subsequently, data are then collected for another 2 min. The pECs, or

plCs values are derived from a single curve fit. [1]
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