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Ligand directed chemistry in live mouse brain (2): Application to other endogenous receptors
and their life-time analysis. (‘Graduate School of Engineering, Kyoto University, *Graduate
School of Engineering, Nagoya University, *JST ERATO) O Seiji Sakamoto,"” Kazuki
Shiraiwa, ' Shigeki Kiyonaka,”” Hiroshi Nonaka,'” Itaru Hamachi'’

Ligand-directed acyl imidazole (LDAI) chemistry developed by Hamachi and co-workers
allows the chemical labeling of endogenous proteins in a ligand recognition manner. By
employing the LDAI method, we have succeeded in the chemical labeling of endogenous
AMPA receptors in live mouse brain. Given the modular feature of the acyl transfer reagent,
we further applied the LDAI chemistry for other endogenous receptors by replacing the
ligand part with an appropriate small molecule to each target, that is two other glutamate
receptors (mGlul and NMDAR) or an ionotropic GABA receptor (GABA4R). Western blot
analysis and CLSM imaging confirmed the selective labeling of target receptor was achieved
in mouse brain. Moreover, in gel fluorescence analysis of brain tissue lysates provided the
kinetic parameters for acyl transfer reaction and degradation of labeled receptors.
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