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Fuxe/Agnati introduced the
hypothesis of receptor-receptor
interactions in 1980-1981.

V In membrane preparations of
various CNS regions they found
that neuropeptides could
modulate the binding
characteristics, especially the
affinity of the monoamine
receptors in a receptor subtype
specific way.

Where and how the concept of GPCR receptor -receptor
started?
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Fig. 4. Homo- and heterodimerization of membrane receptors. Heterodimers induce a cellular effect different
from homodimers. The relative proportion of the two transmitters, the concentration of the two receptor

populations, and the characteristics of receptor-receptor interactions will determine the amount of homo- vs
heterodimers and thus the overall effect on the target cell.

Molecular Neurobiology Volume 7, 1993



é first molecul ar experi mer

V The concept of GPCR heterodimer was later confirmed in an excellent way in
1998-99 by studies reporting that two non-functional GPCR monomers, GABAB1
and GABAB2, can assemble in a signaling heterodimer at the cell surface.

V The GABAB receptor belongs to the class C of GPCR with dimerization taking
place between the venus flytrap modules and the C terminal coiled-coil domains

GABAgR1 GABAgR2
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GABA receptors - the first
7TM heterodimers

Fiona H. Marshall, Kenneth A. Jones, Klemens Kaupmann and
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Borroto-Escuela et al. 2010



Phylogenetic tree representation of the human GPCR superfamily.
The GPCR Network: a larseale collaboration to determine human GPCR structure and
function

Structures of the CXCR4 chemokine GPCR with small-molecule
and cyclic peptide antagonists.

Wu et al. (2010) Science 330: 1066-1071



