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 a-Synucleinopathies encompass Parkinson’s disease (PD), Parkinson’s disease dementia * Brain Exosomes as Potential Carriers of Pathological Proteins
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 Pathological aSyn is released from neurons into the extracellular spei'ce and
taken up by neighboring oligodendrocytes through endocytosis, leading to GCI
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 Isolate brain-derived extracellular vesicles from wild type (WT) mice expressing
endogenous basal levels of aSyn or from proteolipid protein (PLP)-human aSyn
(haSyn)-transgenic mice, that overexpress human aSyn under the oligodendroglial-
specific PLP promoter.

e Understand the impact of brain-derived WT and haSyn-PLP-derived extracellular
vesicles in the initiation and propagation of aSyn-related pathology on primary glial
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Figure 6: Detection of haSyn in
astrocytes treated with haSyn-PLP EVs.
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« Collective data indicate that haSyn-PLP EVs promote the activation of microglia and astrocytes, implicating

Confocal microscopy evaluation . . . .
neuroinflammation and aSyn protein aggregation.

CD45- Leukocyte common antigen (microglia activation) o * Detectable signal of human aSyn in haSyn-PLP EV-treated mouse glial cultures suggests effective uptake of
. human aSyn by healthy, neighboring astrocytes, further highlighting the role of EVs as cargos of pathological

c. Western Immunoblotting proteins.
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