Development of a G protein mimetic toolbox to conformationally
lock G protein-coupled receptors (GPCRs) in the active state

Thijs Vynckier,? Morgane Mannes,? Morgane Rivoal,@ Charlotte Martin,? Christel Menet,® Toon Laeremans,” Jean-Louis Banéres,® and
Steven Ballet?

9Research Group of Organic Chemistry (ORGC), Department of Chemistry and Bioengineering Sciences, Vrije Universiteit Brussel, Brussels, Belgium.

bConfo Therapeutics, Ghent, Belgium. https://doi.org/10.17952/38EPS.2026.P146
‘Institut des Biomolécules Max Mousseron (IBMM), Université de Montpellier, CNRS, ENSCM, Montpellier, France thijs.vynckier@vub.be

G protein-coupled receptors (GPCRs) are membrane-spanning proteins and are targeted by over 30% of prescribed drugs on the market. Despite their central
role in modern medicine, they are therapeutically underexplored because of their intrinsic dynamic behavior, which makes them difficult to study. Stabilizing
defined receptor states has therefore become essential for functional and structural investigations.l Our group is developing generic G protein-mimicking
peptides capable of locking GPCRs in their active signaling state.l?>! The optimized G protein mimetics are generic and successfully lock several Gas- & Gog-
controlled GPCRs in their active signaling state (B2AR, D1R, GHSR & M1R). Our tool compounds were proven useful in reverse pharmacology screening
approaches (B2AR, D1R) and in examining GPCR signaling (GHSR).
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GENERICITY OF THE TOOLS CONCLUSIONS & PERSPECTIVES
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L Tool compounds for use in FBDS, GPCR signalling studies,...
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