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Antibodies
Antibodies used

The Fastq files and processed data matrices were deposited in GEO with the accession ID GSE116199 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSE116199), also the RNA-seq files are available via the AD Knowledge Portal (https://adknowledgeportal.org). The AD Knowledge Portal is a platform for
accessing data, analyses, and tools generated by the Accelerating Medicines Partnership (AMP-AD) Target Discovery Program and other National Institute on Aging
(NIA)-supported programs to enable open-science practices and accelerate translational learning. The data, analyses and tools are shared early in the research cycle
without a publication embargo on secondary use. Data is available for general research use according to the following requirements for data access and data
attribution (https://adknowledgeportal.org/DataAccess/Instructions).

For access to content described in this manuscript see: http://doi.org/10.7303/syn24875599.

Full-length western blots are included in Supplementary Figure S7 and source data are provided with this paper. The other datasets generated during the current
study are available from the corresponding author upon request since most of the results have been performed at UCI.

Sample size was determined according to previous studies from our lab (PMID: 29877034 , PMID: 26077803, PMID: 24176788, PMID:
23312564)

For behavioral analysis: if an animal did not explore both objects during the training phase, then the test was not scored during the test phase
and mice were removed. This criteria was used in all group tested.

For most experimental condition, 3-5 sections of the brain were analyzed and at least 5 animals were analyzed per condition. Most of the
experiments has been replicated by other members of the lab and all attempts at replication were reproducible.

All animals were the same gender, age and from the same strain. Animals were randomly assigned to experimental groups; no further
randomization in the experimental conditions was employed.

Behavioral, RNA-seq, LTP and immunohistochemistry studies were blinded. For all other analyses, investigators were not blinded to the
conditions of the experiment.

Primary antibodies: 6E10 (1:1000; BioLegend, San Diego, CA, USA; Catalog # 83001, Lot #B2261151), anti-APP-CT20 (1:1000; EMD
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Validation

Millipore, Burlington, MA, USA Catalog #171610, Lot #D00080225), anti-APP-22C11 (1:1000; EMD Millipore, Burlington, MA, USA,
Catalog #MAB348, Lot #2280425), A!40 antibody (1:1000; EMD Millipore, Burlington, MA, USA; Catalog #AB5074P, Lot #3062336),
A!42 antibody (1:1000; EMD Millipore, Burlington, MA, USA; Catalog #AB5078P, Lot #3172448), Iba1 antibody (1:1000 Fujifilm Wako
Chemicals, Osaka, Japan; Catalog #019-19741, Lot #PTE0555), GFAP antibody (1:5000 Abcam, Cambridge, MA, USA; Catalog
#ab134436, Lot #GR3197612-3), synaptophysin antibody (1:1000 Abcam, Cambridge, MA, USA; Catalog #ab14692, Lot
#GR66861-35), amyloid fibrils OC antibody (1:200 Millipore Sigma, Darmstadt Germany; Catalog #AB2286, Lot#3313147), PSD95
antibody (1:1000 EMD Millipore, Burlington, MA, USA; Catalog #1596, Lot #UI287733).

Secondary antibodies: Anti-rabbit IgG (H+L) Secondary antibody, HRP conjugate (1:10000 Invitrogen, Carlsbad, CA, USA Catalog
#31460, Lot #RL240411), Anti-mouse IgG (H+L) Secondary antibody, HRP conjugate (1:10000 Invitrogen, Carlsbad, CA, USA Catalog
#31430), Biotinilated anti-rabbit; Vector lab, Burlingame, CA, USA, Catalog#BA-1000, Lot#ZG0122), Biotinilated anti-mouse; Vector
lab, Burlingame, CA, USA, Catalog#BA-2000, Lot#ZA0409), goat anti-rabbit Alexa-fluor 488 (Invitrogen, Carlsbad, CA, USA; Catalog
#A11034, Lot #1937195), goat anti-chicken Alexa-fluor 555 (Invitrogen, Carlsbad, CA, USA; Catalog #A21437, Lot #1964371), goat
anti-mouse Alexa-fluor 555 (Invitrogen, Carlsbad, CA, USA; Catalog #A11004, Lot #1218263).

Stains: Congo Red (C6277-25G; Sigma-Aldrich), thioflavin-S (T-1892; Sigma-Aldrich), Amylo-Glo (1:100; Biosensis, Thebarton, South
Australia; Catalog #TR-300-AG) and Periodic Acid Schiff (PAS) stain (ACROS Organics, New Jersey, USA; Cat #AC198381000).

The antibodies used for immunohistochemistry and immunoblot 6E10, A!40, A!42, OC, APP C-Terminal, 22C11, IBA1, GFAP, SYN,
PSD95, GAPDH, as well as the secundary antibodies are widely used and were validated in our previous studies:
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