The conformational analysis of Obestatin and its truncated analogs by NMR spectroscopy

Lidia Nieto', Felipe F. Casanueva®**, Carlos J. P. Alvarez**,
Manuel Martin Pastor *,Yolanda Pazos ** , J. Jiménez-Barbero®

! Dept. de Ciencia de Proteinas, Centro de Investigaciones Bioldgicas (CSIC), Madrid
? Departamento de Medicina. Facultad de Medicina. USC; ® Laboratorio de Endocrinologia
Molecular y Celular. Instituto de Investigaciones Sanitarias. Complejo Hospitalario USC.
*CIBER Fisiopatologia de la Obesidad y Nutricién (CB06/03) Instituto de Salud Carlos Il
> Unidad de Resonancia Magnética, RIAIDT. USC

Obestatin, a 23-amino acid peptide encoded by the ghrelin gene, is a natural peptide
recently discovered in the stomach of some mammals. Obestatin and its isoform Ob (11-23) have
been reported to have actions opposite to ghrelin, such as decreasing food intake, body weight
and delaying gastric emptying in rodents. First reports appeared to demonstrate that this peptide
requires an amidation for its biological activity and acts through the orphan receptor, GPR-39 *,
but this remains controversial.

In this work, we report the NMR-based conformational analysis of Obestatin and its
derivatives Ob (11-23) and Ob (16-23). NMR spectra were collected in the presence of SDS
micelles®. The chemical shift assignment and the collection of the NOE data was performed
analyzing 2D TOCSY and NOESY spectra according to conventional procedures®. Three-
dimensional structures of obestatin and derivatives were calculated by using the program
CYANA 2.1%,
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