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NepiAngn

H atpodia morarhwy cuotnudtwy (MSA) eival pio veupoekduliotikn acBévela pe kupiapxo
LoTonaBoAoyLkd XOAPAKTNPLOTIKO TO OYXNMUATIOMO TIPWTEIVIKWY EYKAEIOTWY OTO KUTTOPOTIAQGHO TWY
oAyobevbpokuTrdpwy, Baoikd CUCTOTIKG TwV OMOLWY E(val OL TPWTEIVEG a-ouvOUKAEIVN Kat
TPPP/p25a. Mia o€lpd ard peAéTeg umoypappilouv to poAo tng avtodayiag otn CUCCWPEUON TNG
0-OUVOUKAEIVNG OTIC VEUPWVIKEG cuvoukAgivomdBeteg, map’ OAa autd n mbavr cupfoln
SlaTopaxwy Twy HoOVOraTwyY T autodayiag atnv naBoyevean tng vooou MSA bev €xet peketnBel
ENAPKWE. Baolkog otoyxoc g mapoloag PEAETNE sival N avakdAun mBavwy ouvEETIKWY KPiKwv
peTafy Tou povonatiov autodayiac-Aucoowpatog (ALP) kat tng maboAoylkng cuyKEVTIpwong a-
ouvoukAeivnc kat/r) p25a o povteda oAyodevbpoylolakig cuvoukAeivomaBeLag Kat o€
eykeddhouc aoBevwv pe MSA. Na 1o okomnd auto Ba xpnowonotnBolv aBavatonotnpeveg
oAyoSevEpOYAOLOKES OELPEC KOL TPWTOYEVEIS KAAMEPYELEC VEUPWVWY-0ALYOSEVEPOKUTTAPWY OTLG
omnoigc n eykabibpuon ¢ naboAoyiag Ba mpaypatononBei pe ENWAOH TWV KUTTAPWY HE
avaouvdiaopéveg widlakég popdic avBpwrnivng a-ouvoukAeivng. Napdaiinia, Ba xpnotponotnBolv
PLP-haSyn SiayoviSiakoi pieg, oL onoiot untepekdpdouv tTnv avBpwrivn a-cuvoukAeivng
eMAEKTIKA oTa oAlyobevEpokUTtapa, Ta onola anoteloly éva upEWE XPNGLUOTIOLOUHEVO {WIKO
povtého Tne vooou MSA. g autd ta poviéda, Ba tponomnownBolv pe appuakoloyLlka | popLakd
gpyaleia n evepydTnTa TWV LOVOMATIWY TNE autodayiag kat Ba afiohoynBoulv oL EMUTTWOELG oTNV
eEEMEN kau petddoaon tng, oxeTloOpevnC e TNV a-cuvoukAgivn, maBodoyiag. EmunpooBeTwe, Ba
npoodloploToly Ta eMineda MPWIEivwv-pubuotwy Tng autodayiag kat ta enineda/evepyotnta tou
Avcoowpikol evivpou B-yAukokepeBpoolddan oe avBpwmnivo petabavAtio UALKO PoEPXOUEVO QMo
aoBeveic pe MSA. I1o oUvolo TG n ouykekpLuévn epeuva phododel va anokahlel tnv mbavn
CUMUETOXN TOu povonatiol autodayiag-Aucoowpatog atn puBuLon twy emutedwy Tng a-
ouvoukAgivng ota mMAaiowa Tng vooou MSA.
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Summary

The pathological halimark of multiple system atrophy (MSA) is the presence of glial cytoplasmic-
inclusions (GCls) within oligodendrocytes, mainly composed of aSynuclein (aSyn) and TPPP/p25a.
Numerous studies highlight the role of impaired autophagy in aSyn aggregation in neuronal alpha-
synucleinopathies; however, the contribution of autophagy perturbations on MSA pathogenesis
remains understudied. Herein, we seek to investigate putative relationships between alterations in
the autophagy-lysosome pathway (ALP) and aSyn accumulation in oligodendroglial alpha-
synucleinopathy models and brain-tissue derived from MSA patients. We will utilize oligodendroglial
cell lines and primary cultures, where aSyn pathology will be established by the addition of human
aSyn pre-formed fibrils (haSyn PFFs) and PLP-haSyn transgenic mice, where human aSyn is
selectively overexpressed in oligodendrocytes. In these models, we will pharmacologically or
molecularly modulate the ALP and assess the effects on aSyn-related pathology. Assessment of the
levels of key ALP components and B-glucocerebrosidase levels and activity will also be performed in
human-post mortem MSA brains. Collectively, this line of research seeks to uncover a possible role
of ALP in regulating aSyn levels in the context of MSA.



