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The cover picture shows the conformation of a structured region of the N-terminal
domain of the Y4 receptor, a mammalian GPCR, as determined in this issue. The remain-
der of the receptor and its ligand, the pancreatic polypeptide, is drawn schematically.
Signaling through the Y4 receptor influences important physiological functions such as
gastrointestinal regulation. The extracellular domain of the Y4 receptor was expressed,
and NMR techniques revealed it to be mostly flexible with the exception of a mem-
brane-associated helix. The pancreatic polypeptide (PP) binds to the N-terminal domain
with a dissociation constant of �50 mm as measured by surface-plasmon resonance;
while site-directed mutagenesis revealed that electrostatic interactions dominate. In
contrast, neuropeptide Y (NPY) and the peptide YY (PPY), which target this receptor
subtype with lower affinity, also bind significantly less strongly to the N-terminal
domain of Y4. For further details see the article by O. Zerbe et al. on p. 2276 ff.
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