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Design and Synthesis of Fluorescent Tracer for Androgen Receptor Bindong Assay
Takatoshi Te okunaga], Daisuke Asail, Kaoru Kondo’, Makoto Nakaiz, Takeru Nosel, Yoshikuni Yakabez, and Yasuyuki Shimohigashi !

Laboratory of Structure-Function Biochemistry, Department of Chemistry, Faculty and Graduate School of Sciences, Kyushu

University, Japan, and ’Chemical Evaluation and Research Institute, Japan.

For a rapid screening of chemicals which may have potential to interact with the androgen receptor, the binding assay is
crucially important. Although radiolabeled ligands are usually used for such binding assay, non-radiolabeled ligand
must be greatly useful. In particular, fluorescent tracer would provide a very facile assay system, since it could be
utilized without B/F separation. In the present study, in order to attain the fluorescent derivative of androgen, we
conjugated 5 « -dihydrotestosteron (5 o -DHT) with fluorescein by using  -amino acids (Oaa: NH,-(CH,)n-COOH;n
=1,2,3,4,5, 6,7, and 10). Purification was conducted by gel filtration followed by RP-HPLC. In each case, two
compounds corresponding to the structural isomers were obtained, and those were separated by RP-HPLC. Fluorescein-
3 -Ala-DHT was found to be most active (IC50 = 39.8 nM) for androgen receptor. The results showed that there is an

optimum distance between fluorescein and 5 o -DHT in binding to the androgen receptor.



