4 INTERACTION BETVVEEN GASTRIN RELEASING

PERPTIDE AND ITS'\RECEPTOR

Gastrin releasing peptide (GRP) has been
identified as a mitogen-involved in the
progression of many cancers including
colon, breast, and lung. GRP exerts its
effect through the GRP receptor (GRP-R).
We have shown that multiple form of
GRP accelerate the progression of colon
cancer in vivo and in vivo suggesting a
potential role for GRP-R antagonists in
the management of colorectal cancer.
GRP-R belongs to the G-protein coupled
7 transmembrane receptor family. This
study will characterize the amino acids
within the GRP-R that are responsible for
high affinity binding of GRP.

The study involves identifying conserved
amino acids using seguence comparison
tools. Using site directed mutagenesis
conservedamino acids willbe mutatedand
their effect on GRP binding investigated
using radiolabelled GRP.
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The effects of these mutations will then
be tested on a range of receptor activation
assays including inositol phosphates,
calcium mobilisation, cell proliferation and
migration. The outcome will be a better
understanding of the mechanism of action
of GRP which will form the basis for the
development of high affinity antagonists.
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