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Overview

The GnRH-Rs appear to have undergone a relatively
recent period of rapidly accelerated molecular evolution
that may have been important for the development of
mammalian reproductive strategies, and the unanticipated
characteristics of these receptors have provided unique
opportunities for investigation – notably, the opportunities
to explore the relationship between receptor structure and
function, within the context of normal (non-mutated)
GPCRs, and to study post-receptor adaptive mechanisms
(in the absence of receptor desensitisation). Although
relatively few GnRH-Rs have been investigated in detail,
the available data imply that type II GnRH-Rs follow the

general scheme outlined in Figure 2, whereas type I
GnRH-Rs do not, and that the presence or absence of
C-terminal tails is the major functional determinant of this
dichotomy. We are now faced with a number of funda-
mental questions, including (a) what are the physiological
roles of the type II GnRH-R, (b) how are type I
GnRH-Rs targeted for �-arrestin-independent but CCV-
mediated internalisation, (c) does the binding to �-arrestin
increase the range of signalling pathways regulated by type
II GnRH-Rs, and (d) does the resistance of type I
GnRH-Rs to desensitisation leave them particularly suited
as targets for inhibition of proliferation in hormone-
dependent cancer cells? Clearly, a great deal is yet to be
learned from study of these unique GPCRs.
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