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Design and synthesis of novel motilin ligand tripeptides containing unnatural tryptophan
derivatives. (‘Graduate School of Science, Okayama University of Science, *Department of
Biochemistry, Okayama University of Science.) OHina Shibamoto', Aoi Sanada®, Shinya
Nishimoto?, Atsuhito Kuboki'?, Masayuki Haramura'-

Motilin is a 22-amino acid peptide hormone that activates gastrointestinal motility via
motilin receptors. In recent years, participation of motilin in insulin secretion in the pancreas
and hormonal role in the central nervous system have been suggested, but the molecular
mechanism has not been studied yet. As a pure motilin antagonist, tripeptide 1 containing t-
butyl tyrosine and N-methylated valine has been reported. The tetrapeptide 2 using an unnatural
tryptophan derivative has been reported as a motilin agonist, but its activity is not sufficient as
a chemical probe for chemical biology approach. In order to obtain the motilin agonist which
is useable in chemical biology research of motilin, we designed and synthesized tripeptides 3
as a motilin receptor ligand possessing unnatural tryptophan derivatives.
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