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32 : Molecular dynamics simulations of the arrestin activation mechanism
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Activation of B-arrestins is triggered by binding to G protein-coupled receptors (GPCRS) on the plasma
membrane. Although binding to the phosphorylated C-terminal of GPCRs has been considered important for this
activation, recent studies have revealed that B-arrestin activation is also influenced by the intracellular hydrophobic
core of the GPCR and phosphatidylinositol 4,5-bisphosphate (PIP2) in the plasma membrane. Here, by using
molecular dynamics simulation, we examined the contribution of the phosphorylated C-terminus, the intracellular
core, and PIP; to B-arrestin activation. Our results show that the degree of p-arrestin activation differs for each
binding mode, with the phosphorylated C-terminus contributing more to activation than the intracellular core. In
addition, we find that PIP, molecules shift B-arrestin to the active conformation.
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