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N-(4-Methyl-2-thiazolyl)-2-[(6-phenyl-3-pyridazinyl)thio]-acetamide
FEEAI4: VU 0240551
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Description

VU 0240551 is a small molecule inhibitor of the neuronal K-ClI cotransporter, KCC2 (IC50 = 560 nM for K+
uptake assay in KCC2-overexpressing cells). IC50 value: 560 nM [1] Target: K-CI cotransporter(KCC2) VU
0240551 exhibits selectivity over the Na-K-2Cl cotransporter, NKCCI. VU 0240551 also inhibits hERG and
L-type Ca2+ channels [1]. Herein we report the discovery and SAR of an improved novel antagonist
(VU0463271) of the neuronal-specific potassium-chloride cotransporter 2 (KCC2), with an IC(50) of 61 nM
and >100-fold selectivity versus the closely related Na-K-2Cl cotransporter 1 (NKCC1) and no activity in a

larger panel of GPCRs, ion channels and transporters [2].

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (146.01 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.9202 mL 14.6011 mL 29.2022 mL
Stock Solutions 5 mM 0.5840 mL 2.9202 mL 5.8404 mL
10 mM 0.2920 mL 1.4601 mL 2.9202 mL
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1P IS INEFE]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (7.30 mM); Clear solution

BJ7ZE AR 2 2.5 mg/mL (7.30 mM,  PELATREARF) RIS

PL1mL TAEWCAM], B 100 pL 25.0 mg/mL T DMSO % #-iinE] 400 uL PEG300 1, JE& 5%
o) iR AR RPN 50 L Tween-80, JRAHIE]; ARIG4LLINAN 450 pL AFEEKERSE 1 mL.

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

Solubility: 2.5 mg/mL (7.30 mM); Suspended solution; Need ultrasonic
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AT IR INEEFRER: 10% DMSO  —~90% corn oil

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

W7 EATERAS 2 2.5 mg/mL (7.30 mM, MEFRIREARGN) AOMEVA TR, 7 SEANE TS0 e A ARG
.

BL1mL TR, B 100 ul 25.0 mg/mL 955 DMSO & Tn#E] 900 pL Fokiulitdr, WA#A.
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