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Animals and other organisms
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Laboratory animals

identifier PXD032782.

Pre-determination of the required sample size (mouse number) was done using the statistical power analysis program G*Power and is based
on our previous studies. The targeted number of mice per group was 10 for the young and adult groups and 12-15 for aged groups (i.e.,
short-term treatment, aged and chronic treatments). Slight deviations in numbers are the result of mouse availability from our in-house
mouse colony or premature death.

No data was excluded unless given a reason and clearly stated in the figure legend (outlier test for Supplemental Data 1; insufficient CSF
amount for measurements, Fig 4 and Supplemental Fig. 4; imaging processing error, Supplemental Fig. 3).

All ELISA measurements were done in duplicates as outlined in the method.

All samples/mouse numbers had a random code and the experimentator was blinded towards the code. Allocation of mice to groups was
randomized for the short-term treatment and for the long-term treatments.

The experimentators were blinded towards the code.

CN6 (in house production); anti-Iba1 antibody (Wako Chemicals)

CN6 antibody has been vaildated in multiple studies such as Eisele, Y. S. et al. Peripherally applied A#-containing inoculates induce
cerebral #-amyloidosis. Science (New York, N.Y.) 330, 980–982 (2010) or Uhlmann, R. E. et al. Acute targeting of pre-amyloid seeds in
transgenic mice reduces Alzheimer-like pathology later in life. Nature Neuroscience 23, 1580–1588 (2020). The specificity of the Iba-1
antibody for staining has also been validated in multiple studies such as Füger, P. et al., Microglia turnover with aging and in a
Alzheimer´s model via long-term in vivo single-cell imaging. Nature Neuroscience 20, 1371–1376 (2020)

Female and male heterozygous C57BL/6J-TgN(Thy1-APPSw,Thy1-PSEN1*L166P)21 (APPPS1) mice as well as non-transgenic wildtype
(WT) mice were used. The age of the animals and numbers are detailed in Figure 1b and Supplementary Fig. 1a. Heterozygous
C57BL/6J-TgN(Thy1.2-hAPP751-KM670/671NL)23 (APP23) mice were used as hosts for the in vivo seeding assay. All mice were bred
at the Hertie Institute for Clinical Brain Research (Tübingen, Germany) and kept under specific pathogen-free conditions. APP23 mice
overexpress the human APP transgene harboring the Swedish double mutation under the neuron-specific Thy1 promoter element.
APPPS1 mice carry, in addition to the transgene of APP23 mice, a mutation in PSEN-1, which encodes for presenilin-1, a subunit of




