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Arrestin: desensitize GPCR*p
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The binding of an arrestin to the phosphorylated receptor
prevents the receptor from binding to its G protein and
can direct its endocytosis.



Structure of arrestin-alpha
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Topology of arrestin
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C tail: restrain arrestin inactive
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Critical residues are conserved
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Plasticity of Arrestin

conformer alpha

A, helical conformation
of residues 155-165;

conformer beta

B, strand-turn-strand
conformation:

C, dimer interface
between alpha and
beta (residues 68-
79);

D, interface between
alpha and beta
(residues 337-347);

E, dimer interface
between alpha and
beta.



A.
residues 155-165

arresin-alpha: arresin-beta:
helix strand-turn-strand
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Polar core: energetic un-favor

Rho*-Binding
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« charged side chains are buried,;
« forming charge-charge interaction to keep neutrality;






Cleavage C tail actives arrestin
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Model for arrestin’s activation

e C tall & balanced polar core maintains

basal state of arrestin
e Rho™p destabilize polar core
e Arrestin rearranges into active state

e Form arrestin-receptor complex
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