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DESIGN OF G, PROTEIN PEPTIDOMIMETICS

INTRODUCTION

G protein-coupled receptors (GPCRs) represent an important family of membrane
receptors that play a central role in modern medicine. Unfortunately, it is quite challenging
to gain insights into the structure and functioning of GPCRs due to their intrinsic dynamics
and high instability when extracted from the cell membrane.

o helix
- Highly conserved
- Major interaction with GPCR

—> Key epitope for (generic) G,
mimetics

In past years, Nanobodies (Nbs) were discovered to lock GPCRs in active signaling states
and these have been recognized to be of extreme value in the search of specific orthosteric
GPCR agonist ligands.! However, to overcome the limitations associated to Nbs, in terms of
development costs for the discovery and purification, a set of peptidomimetics stabilizing
the active state conformation of G protein-coupled receptors, was developed.?3 Herein, a
peptide mimicry approach was used to mimic the G protein, an endogenous allosteric
modulator of GPCRs, by synthesizing rigidified variants of the helical C-terminal Ga protein B2AR-G,

epitope (a. helix), which interacts with the GPCR.* PDB: 35N6 A,,R-mini-G,
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