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Antibodies
Antibodies used

Single-cell RNA-sequencing data generated in this study have been deposited in the Gene Expression Omnibus under the accession GSE162807 (https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE162807). Publicly available datasets generated in previous scRNA-seq studies (Masuda et al., accession code
GSE:124335, Sankowski et al., accession code GSE:135437, and Olah et al., raw count matrix provided by the authors) were used in this work.

Cell Ranger (v.3.0.1) (10X Genomics) was used for sample demultiplexing, barcode processing, unique molecular identifiers filtering, gene counting, and sample
mapping to the reference transcriptome (mouse mm10 v.1.2.0).

UMI count data for neurons in the mouse dorsal horn were obtained from the GEO data repository (accession number GSE103840).

Correspondence between human gene symbols (HGNC) and mouse ones (MGI) was established using the BioMart R package

The sample sizes were selected based on published studies in the field (e.g. Peirs et al, Neuron, 2020; Martin et al, JCI, 2017; Yuanyuan Liu et
al, Nature, 2018; Gang Chen et al, Nat. Neuroscience, 2017). For histology, sample sizes (3-4 mice) were used. 8-12 mice were used for
behavioral studies.

We did not exclude any data from the dataset (no animals or data points were excluded from the analyses).

All conclusions described in the paper were confirmed by analysis of indicated biological replicates, and all attempts of replication were

successful. The main results described in Figs 2f-i and 4f-g were replicated in two independen experiments, all other experimetns were
performed once.

For all experiments, including molecular and behavioral studies, mice were randomly assigned to control and experimental groups.

Blinding was done on all imaging and behavioural studies. File names of images were recoded for blinding purposes and unblinding was done
after quantification was complete. FACS, cell capture and subsequent processing for sequencing were performed blindly as well.

(1:500 Ki67 [Abcam, ab15580], 1:500 Iba1 [Synaptic systems, 234 004], 1:500 Iba1 [Wako, 019-19741], 1:500 ApoE [Cell Signaling
Technology, 13366]), 1:500 NeuN [Abcam, ab104224] and 1:500 GFAP [Abcam, ab4674]). Secondary antibodies (1:500 Goat anti-
guinea pig Alexa Fluor 647 [Thermo Fisher Scientific, A-21450], 1:500 Donkey anti-rabbit Alexa Fluor 568 [Thermo Fisher Scientific.
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Validation

Animals and other organisms
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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

A10042], 1:500 Goat anti-guinea pig Alexa Fluor 488 [Thermo Fisher Scientific, A-11073], 1:500 Goat anti-mouse Alexa Fluor 405
[Thermo Fisher Scientific, A-31553], 1:500 Goat anti-chicken Alexa Fluor 647 [Thermo Fisher Scientific, A-32933])

FACS antibodies:

CD11b PE (Biolegend, 101208, 1:200)

CD45 APC/Cy7 (Biolegend, 103116, 1:200)

CX3CR1 APC (Biolegend, 149008, 1:200)

DAPI (1:10000)

The following antibodies were validated by the supplier and were chosen based on their use in the literature.

FACS antibodies:

CD11b PE (Biolegend, 101208)

CD45 APC/Cy7 (Biolegend, 103116)

CX3CR1 APC (Biolegend, 149008)

Immunohistochemistry antibodies:

Ki67 (Abcam, ab15580)

Iba1 (Synaptic systems, 234 004)

Iba1 (Wako, 019-19741)

ApoE (Cell Signaling Technology, 13366)

NeuN (Abcam, ab104224)

GFAP (Abcam, ab4674)
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Female and male 2-8 month-old mice on C57BL/6 (B6) genetic background were used. Reporter Ai14 tdTomato mice (The Jackson
laboratory, stock #007914) were crossed with TMEM119CreERT2 mice (the Jackson laboratory stock #031820) to generate
TdTomato;TMEM119CreERT2 animals and used at 2-8 months of age. Mice were housed at McGill University animal facility in
standard shoebox cages (5 per cage) and maintained at a temperature-controlled environment on a 12:12 h light/dark cycle (lights on
at 07:00 h). Food (Envigo Teklad 8604, Lachine, QC, Canada) and water were provided ad libitum.

Wild animals were not used in this study.

Field-collected samples were not used in this study.

All mouse experiments were approved by the Animal Care Committee at McGill University (protocol number 2016-7869, Arkady
Khoutorsky) and complied with Canadian Council on Animal Care guidelines.

Analyses were restricted to the “White British” ancestry, after genotyping quality control performed by the UKB detailed in
the resource: https://biobank.ctsu.ox.ac.uk/crystal/crystal/docs/genotyping_qc.pdf. Age, age squared, sex, recruitment sites,
genotyping array, and first 40 principal genetic components were used as co-variables.




