Investigating the responses of human IPSC-derived microglia to fibrillar tau
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1. Background and aims 3. Tau-treated microglia undergo extensive
phosphoproteome remodelling

(3) Release and spread of non-digested
~ tau species
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(2) Tau uptake by microglia
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In tauopathies, tau protein becomes hyperphosphorylated and loses its ability to interact with
microtubules, leading to tau mislocalisation and accumulation in neurons. These tau aggregates
can be transferred to synaptically connected neurons, triggering seeded tau aggregation in
neighbouring neurons. Microglia, the brain-resident macrophages, are responsible for surveying
the brain parenchyma to remove dying neurons and tau protein aggregates. However, the
precise mechanisms of tau uptake, processing, and spread of tau by human microglia remain " Studentsttest  Student's ttest
largely unexplored.
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2. LRP1- and HSPG-mediated tau Internalisation by IMGL treated with rfauF or brain-derived tau (hTau) identified by P62 immunostaining of IMGL treated overnight with H4-TauF or rTauF
LC-MS/MS. .
(5 ug/mL). Cells were fixed after 24 h clearance. Scale bar: 50 um.
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the protocol by Washer et al., 2022, 4. Isolation of fibrillar tau from mammalian cells 6. Conclusions
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