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Neuroprotective mechanisms mediated by PKC phosphorylation in spinocerebellar
degeneration and their application to novel therapies.
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Previous reports suggest that increased PKC activity s a common

neuroprotective mechanism in cerebellar Purkinje cells in SCA.

In the present study, we identified VCP and PLEKHG4 as PKC substrates in cerebellar Purkinje cells,
with PKC phosphorylation sites at Ser770 and Ser27, Ser677 respectively.
The interaction of PLEKHG4 phosphorylation mutants with RAC1 and CDC42 was analysed and
phosphorylation was critical for the interaction, suggesting that PLEKHG4 S27 and S677
phosphorylation exerts cerebellar Purkinje cell protection via RAC1 and CDC42 function. In contrast,

no data were obtained on the involvement of VCP S770 phosphorylation in cell death.
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Pleckstrin homology and RhoGEF domain containing G4 (PLEKHG4), Elongation of Very
Long Chain Fatty Acids Protein 5 (ELOVL5), Golgin A5 (GOLGADS), Mitochondrial Fission Regulator
1 (MTFR1L), NSFL1 cofactor p47 (NSFL1C), Translocase Of Outer Mitochondrial Membrane 70
(TOMM70), phospholipase D family member 3 (PLD3), interferon related developmental regulator
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FAM81A is a postsynaptic protein that regulates the condensation of postsynaptic proteins via 2024
liquid?liquid phase separation
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