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and endogenous ligand, a sigma-1 receptor (1) was used as a model system to study receptor-receptor interactions. Replacing an expected initial linker amino acid with an inert alanine residue in the
transmembrane region of 1 produced a mutant receptor with partial constitutive activity, similar to the naturally occurring human protein kinase C-interacting protein. This mutant had effects on second
messenger levels similar to those produced by 1. However, when coexpressed with 1, this mutant had a higher basal activity than 1 alone, indicating that the inactive mutant has a stabilizing effect on 1. No
differences were observed in the expression level or membrane localization of 1 or mutant 1, or in the affinity of 1 for the inhibitory and the stimulatory ligands. Although the basal activity was not decreased by
coexpression with an unrelated receptor (sigma-2), the inactive mutant acted as a potent antagonist of the effects of 1 on these receptors. These results suggest that endogenous ligands interact with the
membrane-associated portion of the receptor in vivo. Further, this study indicates that an inactive linker has the potential to modulate receptor activity and introduce new ligands to the receptors.Here's the thing
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