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Description

VU0119498 f&—F{Z GqmAChR M1, M3, M5 HJIEAEKIIEAT7] (PAM), EC50 {5518 6.04,

6.38 Al 4.08 pM. VU0119498 EA Hi ki BRI 1

Cellular Effect

Cell Line Type

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

CHO ECso

Value

4.08 uM

4.1 uM

4.6 uM

6.04 uM

6.1 uM

6.1 uM

6.38 UM

6.4 uM

6.4 uM

>30 uM

>30 uM

Description

Activation of human muscarinic M5 receptor expressed
in CHO cells coexpressing Gq protein assessed as
potentiation of acetylcholine-induced intracellular Ca2+
mobilization

Agonist activity at human muscarinic M5 expressed in
CHO cells assessed as stimulation of calcium
mobilization

Positive allosteric modulation of muscarinic M5 receptor
expressed in CHO cells assessed as effect on
acetylcholine-induced intracellular calcium mobilization
after 1 hr by FLIPR assay

Activation of rat muscarinic M1 receptor expressed in
CHO cells co-expressing Gq protein assessed as
potentiation of acetylcholine-induced intracellular Ca2+
mobilization

Agonist activity at rat muscarinic M1 expressed in CHO
cells assessed as stimulation of calcium mobilization
Positive allosteric modulation of muscarinic M1 receptor
expressed in CHO cells assessed as effect on
acetylcholine-induced intracellular calcium mobilization
after 1 hr by FLIPR assay

Activation of human muscarinic M3 receptor expressed
in CHO cells coexpressing Gq protein assessed as
potentiation of acetylcholine-induced intracellular Ca2+
mobilization

Agonist activity at human muscarinic M3 expressed in
CHO cells assessed as stimulation of calcium
mobilization

Positive allosteric modulation of muscarinic M3 receptor
expressed in CHO cells assessed as effect on
acetylcholine-induced intracellular calcium mobilization
after 1 hr by FLIPR assay

Agonist activity at rat muscarinic M2 expressed in CHO
cells assessed as stimulation of calcium mobilization
Agonist activity at rat muscarinic M4 expressed in CHO

cells assessed as stimulation of calcium mobilization
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Positive allosteric modulation of muscarinic M2 receptor

expressed in CHO cells co-expressing Gqi5 assessed as

CHO ECso >30 uM
effect on acetylcholine-induced intracellular calcium
mobilization after 1 hr by FLIPR assay
Positive allosteric modulation of muscarinic M4 receptor
expressed in CHO cells co-expressing Gqi5 assessed as
CHO ECso >30 uM

effect on acetylcholine-induced intracellular calcium

mobilization after 1 hr by FLIPR assay

VU0119498 (0.01-30 1 M; 150 s) potentiates Ach responses in M1, M3, and MS5-expressing CHO
cells, with EC50s of 6.04, 6.38, and 4.08 uM, respectively[1].

VU0119498 (3-20 v M) augments ACh-mediated increasing in insulin secretion and intracellular

In Vitro
calcium levels in MIN6-K8 cells[3].
VU0119498 (20 © M; 90 min) enhances ACh-induced insulin release in mouse and human pancreatic
islets[3].
VU0119498 (0.1-2 mg/kg; a single i.p.) improves glucose tolerance and insulin secretion in mice in a
B -cell M3R-dependent fashion[3].
VU0119498 (0.5 mg/kg; a single i.p.) improves glucose tolerance and insulin secretion in obese,
glucose-intolerant mice[3].
Animal Model: Male WT mice (12 weeks)[3]
In Vivo
Dosage: 0.1, 0.5, 2 mg/kg
Administration: A single i.p.
Result: Caused a significant improvement in glucose tolerance at the dose of 0.5
mg/kg.
Significantly augmented GSIS at the dose of 0.5 mg/kg.
AN SEL:
Solvent&Solubility DMSO [ f#EE : 50 mg/mL (158.15 mM; R B, R DMSO X7 fn i VA il BE A 35 500,
1A% AR T 1) DMSO)
1mg 5mg 10 mg
Concentration
Preparing 1 mM 3.1631 mL 15.8153 mL 31.6306 mL
Stock Solutions 5 mM 0.6326 mL 3.1631 mL 6.3261 mL
10 mM 0.3163 mL 1.5815 mL 3.1631 mL
*TEARAE 7 S LE AN TENA R BV A BE PR A& VA RIS 5 90 — BLEC UL, 1 4 2 ORAE,
ST R R I P P R
i 4 B A7 77 ATIFR : -80°C, 6 months; -20°C, 1 month, -80°C {7, 1548 6 A PIMEAT, -20°C
EAEIF, EAE 1A H A
EZ 3N [1]. Bridges TM, et, al. Discovery of the first highly M5-preferring muscarinic acetylcholine receptor ligand,

an M5 positive allosteric modulator derived from a series of 5-trifluoromethoxy N-benzyl isatins. J Med
Chem. 2009 Jun 11;52(11):3445-8.

[2]. Bridges TM, et, al. Chemical lead optimization of a pan Gqg mAChR M1, M3, M5 positive allosteric
modulator (PAM) lead. Part II: development of a potent and highly selective M1 PAM. Bioorg Med Chem
Lett. 2010 Mar 15;20(6):1972-5.

[3]. Zhu L, et, al. Allosteric modulation of B-cell M 3 muscarinic acetylcholine receptors greatly improves
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glucose homeostasis in lean and obese mice. Proc Natl Acad Sci U S A. 2019 Sep 10;116(37):18684-18690.
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SEREAE AR R -
TFARLE 7= S FE AN TRA 77 o BV R A PR A IRV I TC A 25 . — ELIC UL, 5 0 B ORAE, 3 G0 S5 53 VR R S P 7 B
e
i #E OR A7 T sCAYIRR . -80° C, 6 months; -20° C, 1 month, -80° C f#fFI, 7L 6 A NAEM, -20° C fEfFRS, W1
1A P
AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER
WE
1 mM 3.1631 mL 15.8153 mL 31.6306 mL 79.0764 mL
5mM 0.6326 mL 3.1631 mL 6.3261 mL 15.8153 mL
10 mM 0.3163 mL 1.5815 mL 3.1631 mL 7.9076 mL
15 mM 0.2109 mL 1.0544 mL 2.1087 mL 5.2718 mL
20 mM 0.1582 mL 0.7908 mL 1.5815 mL 3.9538 mL
DMSO 25 mM 0.1265 mL 0.6326 mL 1.2652 mL 3.1631 mL
30 mM 0.1054 mL 0.5272 mL 1.0544 mL 2.6359 mL
40 mM 0.0791 mL 0.3954 mL 0.7908 mL 1.9769 mL
50 mM 0.0633 mL 0.3163 mL 0.6326 mL 1.5815 mL
60 mM 0.0527 mL 0.2636 mL 0.5272 mL 1.3179 mL
80 mM 0.0395 mL 0.1977 mL 0.3954 mL 0.9885 mL
100 mM 0.0316 mL 0.1582 mL 0.3163 mL 0.7908 mL
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