
 

Figure 1. Tau-K18+ oligomers formed using synthetic brain lipids. (A) Separation of tau-K18+ oligomer after 
3 days of incubation with synthetic brain lipids, by SEC. (B) SDS PAGE analysis of tau-K18+ oligomer fractions 
from the SEC peaks. Under denaturation conditions, the oligomers dissociate to monomers and high molecular 
weight species ranging in size from 40 to 80 k.da.  (C) EM image of tau-K18+ oligomers. Electron micrographs 
of the oligomer peak fraction reveals spherical particles that are ~10 nm in diameter. (D) Raw cryo-EM image of 
tau-K18+ oligomers. The scale bar is 50 nm. The cryo-EM images were recorded by FEI Tecnai TF20 electron 
microscope. (E) Purification the complex of tau-K18+ oligomers and NabFab_Nb antibody after SEC. (F) SDS 
PAGE analysis of tau-K18+oligomer-NabFab_Nb complex fractions from the SEC peaks. Under denaturation 
conditions, the complex dissociated to 15 k.da band corresponding to the nanobody size, 28 k,da band 
corresponding to Fab size and high molecular weights corresponding to the oligomer molecular size species. 
(H) Proposed cryo-EM model for tau oligomers stabilized by a nanobody. We used a Fab that bind to a nanobody 
as a fiducial and size enhancer (50 kDa) for cryo-Em imaging.  
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