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Selective labeling of dopamine receptors by Ligand-directed chemistry ('Faculty of
Engineering, Kyoto Univ., *Graduate School of Engineering, Kyoto Univ., ’ERATO, JST)

O Takuma Takeshi', Kazuki Shiraiwa’, Mamoru Ishikawa’, Seiji Sakamoto®*, Hiroshi
Nonaka*?, Ttaru Hamachi**

Dopamine and its receptors are implicated in psychiatric disorders and are attracting
attention as drug targets. In particular, D2-type dopamine receptor (DRD2) is strongly
associated with Parkinson's disease and schizophrenia, and its function and dynamics are
expected to be analyzed. We had developed a method for selective labeling of target proteins
using "Ligand-directed acyl imidazole (LDAI) chemistry", which utilizes protein-ligand
interaction and the proximity effect of chemical reactions (Figure 1). In this study, we designed
and synthesized a new labeling reagent for DRD2, and succeeded in selective labeling of DRD2.
In this talk, we will report on the details.
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Figure 1. Ligand-directed acyl imidazole (LDAI) chemistry. Lg=Ligand, FL=Fluorophore.
1) T. Tamura et al., J. Am. Chem. Soc., 141, 2782 (2019).
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