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Description

ML382 J&—Fi A AUEFEMER Mas #15% G BEAMEZA X1 MRGPRX1 (MrgX1) 1E [ #1571,

EC50 190 nM.

IC50 & Target

EC50: 190 nM (MRGPRX1)[1]

In Vitro

In the absence of ML382, the IC50 for BAMS-22 inhibition of ICa is 0.66 £ 0.05 1 M. In the
presence of 0.1 B M, 1 BM, 10 »M,and 30 1M ML382, BAMS8-22 IC50 is reduced to 0.43 + 0.02
BM, 025 £ 002 vM,006 = 001 uM, and 0.08 £ 0.0 v M, respectively. A lower IC50
generally indicates a higher potency; thus, ML382 dose-dependently increases the potency of BAMS - 22,

further demonstrating that ML382 is a positive allosteric modulator of MRGPRX1[1].

In Vivo

ML382 (5 uM) significantly increases inhibition of ICa by a low concentration of BAM8-22 (0.5 uM)
in DRG neurons from MrgprX1 mice. ML382 enhances the inhibition of spinal synaptic transmission by
BAMS-22 in MrgprX1 mice. ML382 (25 uM, 125 uM, and 250 uM; 5 pL; i.th.;) dose-dependently attenuates
heat hypersensitivity in MrgprX1 mice. ML382 (lumbar puncture injection; 25 puM, 5 pL) leads to a
significant increase in postconditioning time spent in the ML382-paired chamber, compared with the

preconditioning value. ML382 inhibits nerve injury-induced ongoing pain in MrgprX1 mice[1].

Solvent&Solubility

o L ST
DMSO HFEFESE : 100 mg/mL (277.45 mM; #8 A BYE; WIR DMSO X 7= i I 7 il B A 2 35 52
e, 5 AETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.7745 mL 13.8723 mL 27.7446 mL
Stock Solutions 5 mM 0.5549 mL 2.7745 mL 5.5489 mL
10 mM 0.2774 mL 1.3872 mL 2.7745 mL
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R FA IR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: > 2.5 mg/mL (6.94 mM); ¥ % &k

W RAHAG > 2.5 mg/mL (R ARKD HIETHR.

UL 1mL TAEMCHE], B 100 pL 25.0 mg/mL B DMSO f## N 400 uL PEG300 1, VB4
Y1515 Hi B ARSI 50 uL Tween-80, JRA YA RIGHAREEIIAN 450 uL AFHK EHE 1

mL.
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Solubility: > 2.5 mg/mL (6.94 mM); ¥ % &k
SET7 AR > 2.5 mg/mL CHLRIBERED BRI, IbJ7 R 9 e LA A UL s Y se 3w

10% DMSO — 90% Corn Oil

ALK AIECH]: B 0.9 g FALEN, WEET ddH.0 HUEAZE 100 mL, AJLAFS 39S M p AR B R K

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [7EF DMSO fig#& i inE] 900 uL Tk, JBEH

EE PN
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[2]. Wen W, et al. Discovery and characterization of 2-(cyclopropanesulfonamido)-N-

[1]. Li Z, et al. Targeting human Mas-related G protein-coupled receptor X1 to inhibit persistent pain. Proc

(2-ethoxyphenyl)benzamide, ML382: a potent and selective positive allosteric modulator of MrgX1.
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A,
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE

1 mM 2.7745 mL 13.8723 mL 27.7446 mL 69.3616 mL
5 mM 0.5549 mL 2.7745 mL 5.5489 mL 13.8723 mL
10 mM 0.2774 mL 1.3872 mL 2.7745 mL 6.9362 mL
15 mM 0.1850 mL 0.9248 mL 1.8496 mL 4.6241 mL
20 mM 0.1387 mL 0.6936 mL 1.3872 mL 3.4681 mL
25 mM 0.1110 mL 0.5549 mL 1.1098 mL 2.7745 mL

DMSO
30 mM 0.0925 mL 0.4624 mL 0.9248 mL 2.3121 mL
40 mM 0.0694 mL 0.3468 mL 0.6936 mL 1.7340 mL
50 mM 0.0555 mL 0.2774 mL 0.5549 mL 1.3872 mL
60 mM 0.0462 mL 0.2312 mL 0.4624 mL 1.1560 mL
80 mM 0.0347 mL 0.1734 mL 0.3468 mL 0.8670 mL
100 mM 0.0277 mL 0.1387 mL 0.2774 mL 0.6936 mL
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