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Description

Xanomeline oxalate (LY246708) is a selective M1 muscarinic receptor agonist. IC50 value: Target: M1
muscarinic receptor in vitro: Xanomeline had high affinity for muscarinic receptors in brain homogenates,
but had substantially less or no affinity for a number of other neurotransmitter receptors and uptake sites. In
cells stably expressing genetic m1 receptors, xanomeline increased phospholipid hydrolysis in CHO, BHK
and A9 L cells to 100, 72 and 55% of the nonselective agonist carbachol. In isolated tissues, xanomeline
had high affinity for M1 receptors in the rabbit vas deferens (IC50 = 0.006 nM), low affinity for M2 receptors
in guinea pig atria (EC50 = 3 microM), was a weak partial agonist in guinea pig ileum and was neither an
agonist nor antagonist in guinea pig bladder [1]. Xanomeline produced small increases in striatal
acetylcholine levels and did not antagonize the large increases in acetylcholine produced by the
nonselective muscarinic agonist oxotremorine, indicating that xanomeline did not block M2 autoreceptors
[2]. in vivo: Xanomeline increased striatal levels of dopamine metabolites, presumably by acting at M1
heteroreceptors on dopamine neurons to increase dopamine release. In contrast, xanomeline had only a
relatively small effect on acetylcholine levels in brain, indicating that it is devoid of actions at muscarinic
autoreceptors [1]. The effects of xanomeline on ex vivo binding and DOPAC levels lasted for about 3 hr and
were evident after oral administration. An analog of xanomeline with similar in vivo effects did not inhibit
acetylcholinesterase or choline acetyltransferase and inhibited choline uptake only at concentrations much
higher than those required to inhibit binding. These data indicate xanomeline is selective agonist for M1

over M2 and M3 receptors in vivo in rat [2]

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (134.61 mM)

*"2" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.6922 mL 13.4608 mL 26.9215 mL
Stock Solutions 5mM 0.5384 mL 2.6922 mL 5.3843 mL
10 mM 0.2692 mL 1.3461 mL 2.6922 mL
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Solubility: =2.5 mg/mL (6.73 mM); Clear solution

SEJT A3 2 2.5 mg/mL (6.73 mM, LRI S AOFTE H.

L4 mL AR, B 100 uL 25.0 mg/mL 1354 DMSO fif4&-0iin%] 400 uL PEG300 ', &5
FiR R & 50 L Tween-80, R&IIE]: SRE4EIMA 450 pL AEEEER/KEAE 1 mL.

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

Solubility: = 2.5 mg/mL (6.73 mM); Clear solution
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