


2

n
atu

re
research

|
rep

o
rtin

g
su

m
m

ary
A

p
ril2020

Data
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- A list of figures that have associated raw data
- A description of any restrictions on data availability
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Validation

The RNA-seq expression data has been deposited in the GEO database under the accession number: To Be Determined.

Sample size was determined using G* power

No data was excluded

For shotgun lipidomics on ACM 2 cultures were analyzed in duplicate, all microglia in vitro aB uptake assays were run as a replicate of three.

All samples were randomized into experimental groups, with each experimental group represented in a batch

Researchers were blinded to excremental groups at all stages of the study

Anti-IBA1 antibody Wako Cat No. 019-19741, RRID:AB_839504

Normal Donkey Serum Jackson Lab Cat No.017-000-121, RRID:AB_2337258

Donkey anti-rabbit Alexa 594 Invitrogen Cat No. R37119, RRID:AB_2556547

F4/80 Abcam Cat No. ab6640

Human APOE Meridian Life Sciences Cat No. K74180B

anti-mouse/human CD11b (M1/70) BioLegend Cat No. 101218, RRID:AB_389327

smFISH probe: Mm-Tmem119 Advanced Cell Diagnostics Cat No. 472901

smFISH probe: Mm-Adgre1 Advanced Cell Diagnostics Cat No. 460658

All antibodies are commercially available and have been validated by each respective company



3

n
atu

re
research

|
rep

o
rtin

g
su

m
m

ary
A

p
ril2020

Eukaryotic cell lines
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Cell line source(s)
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Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

Methodology

Sample preparation

Primary astrocytes were established from one-day-old E3, E4, E3/ABCA1het and E4/ABCA1het targeted replacement pups.

Primary microglial culture and A! uptake assay were performed using WT, E3, E4, E3/Trem2ko and E4/Trem2ko pups (1-3
days old)

The cell lines were authenticated using genotyping

Cell lines were not tested for mycoplasma contamination

Not applicable

Wild-type C57BL/6J (WT; JAX)

human APOE3 and APOE4 targeted replacement mice (E3 & E4; Taconic)

Trem2em2ADiuj/J mice (Trem2ko; JAX)

129P2(Cg)-Cx3cr1tm1Litt/J (Cx3cr1GFP; JAX).

Human APOE3 and APOE4 targeted replacement mice were bred to Abca1tm1Jdm/J mice (Abca1ko; JAX) to generate APOE3/
Abca1het and APOE4/Abca1het (E3het & E4het). Likewise, human APOE3 and APOE4 targeted replacement mice were bred to
Trem2em2ADiuj/J mice (Trem2ko; JAX) to generate APOE3/Trem2ko and APOE4/Trem2ko (E3/Trem2ko & E4/Trem2ko).

The study did not involve wild animals

The study did not involve samples collected in the feild

All animal experiments were performed in accordance with the NIH Guide for Care and Use of Animals and approved by the
University of Pittsburgh Institutional Animal Care and Use Committee.

Average PMI = 4.1

Average age at death = 80.35

average braak stage = 6

Percentage female = 42.86

Age and Postmortem intervals (PMI) matching was confirmed by t test.

Human post-mortem AD samples were provided by the University of Pittsburgh Alzheimer’s Disease Research Center (ADRC)
brain bank and the Sanders-Brown Center on Aging at the University of Kentucky.

University of Pittsburgh Alzheimer’s Disease Research Center (ADRC)

For the Cx3cr1GFP mice infused with HiLyte™ Fluor 555-labeled A!, microglia were isolated utilizing FACS. After removing the
cerebellum, subcortical area and olfactory bulbs, cortical tissue within 1 mm of either side of the infusion site was processed
into a single-cell suspension using the Neural Tissue Dissociation kit followed by the Myelin Removal Beads II (Miltenyi Biotec)




