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Introduction
« SLC12A2 (coding for the electroneutral transporter NKCC1) mediates uptake of Na*, « Treatment with Bumetanide has shown positive outcomes in clinical case
K*, and CI- in a ratio of 1:1:2 and is inhibited by “loop diuretics” such as furosemide studies of patients with neurological/psychiatric conditions. However,
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Figure 2 - A novel NKCC1 inhibitor devoid of diuretic effects (ARN23746), may be clinically relevant for
Figure 1 - Structure of NKCC1 with important sites for Cl-ions and Bumetanide binding, as well as phosphorylation sites. treatment of several neurological conditions characterized by impaired C/ homeostasis.
Assay development and HTS optimization was successfully carried out in 384-well plate format:
'+ Cell line: HEK-293 Jump In T-REx/SLC12A2 (OE cell line from CeMM, N-terminally tagged SLC; IF expression confirmed, SLC localized on PM)
'+ Read-out: Thallium (TI*) influx measurements using a TI*-sensitive fluorescent dye (Potassium assay Kkit)
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Thallium Dose-Response (D/R) and Bumetanide D/R DMSO sensitivity
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Multiplate test Cell line stability
AP « MAX: Bumetanide IC100 (30 uM, DMSO 0.5%
A multiplate test was carried out! MIN: DMSO 0.5% (30 UM, 0) Thallium D/R
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