IR AR A R A A
Shanghai yuanye Bio-Technology Co., Ltd
Mg 021-61312973 1HEH . 021-55068248

R ] Mk: www.shyuanye.com

MR4H: shyysw@sina.com

PR AR FTE T gk
P2 A4 . Asimadoline; EMD-61753

EX /e

Description

Asimadoline is a potent k opioid receptor agonist with ICs,s of 5.6 and 1.2 nM for guinea pig and human

recombinant K opioid receptor, respectively.

IC50 & Target

IC50: 5.6 nM (guinea pig k opioid), 1.2 nM (human recombinant k opioid)"!

In Vitro

The ICs, for Asimadoline binding to p-opioid receptors is 3 uM and to &-opioid receptors is 0.7 uM. The
ICsp values for D1, D2, kainate, o, PCP/NMDA, H1, a1, a2, M1/M2, glycine, 5HT1A, 5SHT1C, 5HT1D, 5HT2,
5HT3, AMPA and kainate/AMPA receptors are all >10 ICsp, suggesting no relevant antihistaminergic,
antiserotonergic or anticholinergic effects. At high concentrations, Asimadoline demonstrates spasmolytic
action against 400 uM barium chloride in the rat duodenum (ICsy=4.2 pM), suggesting that Asimadoline
may block the direct stimulant effects of barium on smooth muscle through mechanisms that are not

identified!].

In Vivo

The absorption rate following oral administration is 80% in rats and >90% in dogs and monkeys. The
metabolism of Asimadoline is rapid and appears similar in animals and man. Asimadoline has peripheral
anti-inflammatory actions that are partly mediated through increase in joint fluid substance P levels!'.
Treatment with Asimadoline (5 mg/kg/day i.p.) produces marked (and sustained) attenuation of the disease

with all three time regimesl?.

Solvent&Solubility

In Vitro:
DMSO : 2103.3 mg/mL (249.19 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.4123 mL 12.0616 mL 24.1231 mL
Stock Solutions 5mM 0.4825 mL 2.4123 mL 4.8246 mL
10 mM 0.2412 mL 1.2062 mL 2.4123 mL
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Solubility: = 2.5 mg/mL (6.03 mM); Clear solution
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Bl 1 mL CAERC6), BL 100 pl 25.0 mg/ml %% DMSO fif %% 400 uL PEG300 i, 4591
FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (6.03 mM); Suspended solution; Need ultrasonic

W7 EATERAG 2.5 mg/mL (6.03 mM)IF 350 i, ST T 1 R I s v 4

PL 4 mL TAER], B 100 pL 25.0 mg/mL {95 DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (6.03 mM); Clear solution

W7 A4S 2 2.5 mg/mL (6.03 mM, HEIFRIREARN) IOMEVATR, )7 SN T80 e A H LR Y
s,

Bl mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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ERBS%:

Rats: Asimadoline (5 mg/kg/day, n=10 per group) or vehicle (2 mL/kg/day, n=10) is administered to
DA rats by i.p. injection twice daily (i) during the primary inflammatory phase (days 1-3); (ii) once the
Animal Administration | disease is established (days 13-21); or (iii) throughout the entire time course (days 1-21).
Non-arthritic control animals receive Asimadoline (5 mg/kg/day, n=5) or vehicle (2 mL/kg/day, n=5)
by i.p. injection twice daily. In all cases, disease parameters are assessed. In this experiment, the

SP content of joint tissue is assessed only after the rats are killed (day 21)2.
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