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Concluding remarks

The cloning of the GnRH receptor has provided information 
on the primary structure of the receptor and has confirmed the
expectation that it belongs to the GPCR family. It provides
some explanation for the structure–activity relationships of
GnRH in terms of its receptor. Lack of knowledge of the three-
dimensional structure of the receptor limits further understand-
ing of its interactions with known GnRH analogues and the
development of new analogues. Combined approaches using
molecular modelling based on comparison with other GPCRs
and experimental molecular biology and pharmacology are
being used to develop a three-dimensional model of the GnRH
receptor. This evolving model is being used to explore the way
in which GnRH interacts with the receptor. Examination of the
coordinated changes during the evolution of both the GnRH
ligand and its receptor will provide further insight into recep-
tor structure and the ligand-binding site. The emerging under-
standing of receptor structure will provide a useful model of
the ligand binding site on which to design orally active non-
peptide GnRH analogues which may form the basis of a new
generation of non-steroidal contraceptives with application in
both men and women.
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