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e The present study illustrates the successful development of two complementary optimized readouts leading to an HTS-ready platform for discovering
KCC2 potentiators.

* The SuperClomeleon assay provides a near-native primary measurement of KCC2-mediated chloride dynamics, while the thallium assay may offer a
secondary validation.

e Combined with structural insights from recent KCC2 cryo-EM studies, this dual-readout approach accelerates hit identification and can be extended to MHARNESS
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