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The NMR data generated in this study have been deposited in the Zenodo database under accession code DOI:10.5281/zenodo.5511948 [https://zenodo.org/
record/5511948#.YU4ZwJrMKUl]. All other data generated in this study are provided in the Supplementary Information/Source Data file.

For BiFC experiments and colocalization experiments, we aimed at typical sample sizes used in the analysis of microscopy images (n=3-5, 200
cells/events per group as e.g. in https://doi.org/10.1016/j.celrep.2019.11.058. However, we also carried out a pilot experiment including 100
cells from 5 different fields for each group, to have an estimate of the average and standard deviation we could expect. Using these
preliminary data, samples sizes were calculated by means of Sigmaplot v.11, aiming at a power of 0.95, alpha 0.05. Kinetic experiments were
performed with at least three replicates in each condition. In BiFC experiments, the number of cells analysed was 927 (Tau/Tau) and 873 (Tau/
S100B) in a total of 65 pictures/group from 4 independent experiments. In colocalization experiments, 224 cells were analysed from 3
independent experiments. For Tau RD Biosensor cells experiments no statistical methods were used to predetermine the sample size.
Required sample sizes were estimated based on our experience performing similar experiments in previous publications.

No data were excluded.

The data presented in the manuscript is reproducible. The interaction of Tau and S100B in Hela cells was confirmed in 5 independent
experiments per each experimental group, using different batches of cells and plasmids. Colocalization experiments were repeated
independently 3 times. Kinetic experiments performed over multiple of S100B concentrations were set up at least two replicates to each
condition. Tau RD Biosensor cells experiments consistent results obtained from three biological replicates with four technical replicates per
experiment were used in the manuscript. Independent TEM and AFM experiments of both morphological analysis and immunogold labelling
were performed at least 3 times, and images presented are representative of the results obtained.

For cellular studies results were obtained from random 4-5 regions of interest per technical replicates. For BiFC and colocalization
experiments, all samples were allocated randomly into experimental groups. In colocalization experiments, the selection of the areas of
interest was automated.

For Tau RD Biosensor cells experiments investigators were blinded to group allocation during data collection and analysis. For other
experiments including BiFC analysis, blinding was not possible due to limited human resources, as there was only one person to carry out the
experiments, collect the samples and analyse results.




