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The FIB-SEM datasets generated and/or analyzed during the current study are available from the corresponding author upon reasonable request.

The original 3D electron microscopy data (FIB-SEM image stacks) on which the supplementary movies are based, are deposited in the open accessible EMPIAR
repository (https://www.ebi.ac.uk/empiar/) with the public accession codes EMPIAR-10906 and EMPIAR-10907. The mass spectrometry proteomics data have been
deposited to the ProteomeXchange Consortium via the PRIDE (Perez-Riverol et al., 2019) partner repository with the dataset identifier PXD025180.

The sample size is visible in the graphs by individual data points corresponding to the individual animals. In other cases the exact sample size is
stated in the figure legend. The number of mice was kept as small as possible with group sizes as accepted in the field with a minimum of n=3
for example in the FIB-SEM analysis (3D EM). Published examples are Djannatian et al., Nature Comm.(2019) 10:4794 https://doi.org/10.1038/
s41467-019-12789-z, or Patzig et al. eLife (2016) 5:e17119. DOI: 10.7554/eLife.17119.

Exception: In Figure 2 (NanoSIMs) multiple measurements on only one animal are shown as a proof of principle. As shown in supplementary
figure 7 these findings were reproduced in another animal.

No data were excluded from the analysis. In Figure 1I-K in the proteome analysis proteins not detected were labeled n.d.

In Western blot analysis and RT-PCR in addition to biological replicates 3-4 technical replicated were used. Immunohistochemical staining was
performed with 3 technical replicates in addition to 4-5 biological replicates. It is stated in Figure legends, in how many independent cohorts
of mice of both genders the described findings were observed. All replication attempts were successful.

Animals were kept in cages with mixed genotypes and allocated to groups by their age. For transmission electron microscopic analysis images
were taken by systematic random sampling.

Investigators were blinded to the genotype during data collection and analysis using animal numbers without genotype designation.

Primary antibodies: APP 1:750 (Chemicon MAB348, RRID:AB_94882), CAII 1:1000 (gift from Said Ghandour (Ghandour et al., 1979));




