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Nuclear receptors constitute a large superfamily of ligand-inducible transcription factors. By ligand binding, nuclear recep-
tors regulate expression of their target genes and play key roles in various physiological actions. Recently, human genome
has been reported to contain 48 members of nuclear receptor family. Despite wide variation in ligand sensitivity, nuclear
receptors have similar structure and share an extensive homology. Recently, endocrine disruptors have emerged as a major
public health issue due to their potentially disruptive effects on physiological processes, particularly through interaction di-
rectly with nuclear receptors. In this study, we have made assay systems for several nuclear receptors and examined agonistic
activities of suspected endocrine disruptors. We cloned ligand-binding domain of human nuclear receptors and subcloned
these genes into a two-hybrid vector to detect ligand-dependent interaction with coactivator (TIF2). Resulted recombinant
vectors which contain B-galactosidase gene as a reporter were introduced into an yeast strain Y190. Using these constructed
systems, we tested induction of B-galactosidase by adding known-ligands to the yeast. As results, we could see dose-response
curves as expected in concerned with all receptors tested here. Finally, the yeast two-hybrid systems were applied to 22
suspected endocrine disruptors. Several chemicals showed agonistic activities on vitamin A receptor or thyroid hormone re-
ceptor as well as estrogen receptor. These results suggest that some man-made chemicals may disturb endocrine systems by
targeting to multiple nuclear receptors.
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