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Statistical evaluations were performed using the Student’s t-test or one- or two-way ANOVA or repeated-measures ANOVA, as indicated in the
figure legends. Post-ANOVA comparisons were made using the Bonferroni correction. For behavioral analyses, the number of mice per group
was >8, which represents a >98% probability of detecting a significant change if alpha is set at 0.05 and standard deviations (SDs) are 20% of
average. Histological and immunohistochemical comparisons were performed using unpaired Student’s t-test (2 groups) or a one-way (>2
groups) ANOVA, followed by post hoc correction. At least 4 mice per condition were used. This represents a >98% probability of detecting a
significant change if alpha is set at 0.05 and SDs are 8% of average. Statistical powers were calculated using the maximum SD observed in our
previous studies. For the in vitro experiments, the values of 6 wells were averaged for each tested condition.

No data were excluded from the analyses.

Data were pooled from two independent experiments for the following figures: Fig. 1A-D, Fig. 6B-C, Fig. 7C-D, Fig. 7I-J, Fig. 8C-D, Fig. 8I-J, and
Fig. 10F-L. The results of these experiments were reproducible. Each symbol represents one mouse/well and the total sample size (n) is
indicated in the legends.

Negative control groups (e.g. genotype, vehicle treatment) were included in all experiments. Male and female mice were randomly assigned
(in equal numbers) to control and treatment groups.

All quantifications were done blind with respect to the identity of the animals. Behavioral testing was carried out by a blinded investigator.

Neutrophils were depleted through repeated injections of rat anti-mouse Ly6G antibody (50 µg, clone 1A8, BioXCell, BE0075-1) and
mouse anti-rat IgG2a (50 µg, clone MAR 18.5, BioXCell, BE0122), while rat IgG2a isotype (50 µg, clone 2A3, BioXCell, BE0089) served
as a control.

Primary antibodies used for immunofluorescence come from the following sources (clone and catalog numbers in parentheses) and
were used at the indicated dilutions: rat anti-BrdU (1:1000, clone BU1/75 [ICR1], Abcam, ab6326), rat anti-C3 (1:100, clone 11H9,
Abcam, ab11862), mouse anti-CC1 (1:1000, clone CC1, Abcam, ab16794), rat anti-CD11b (1:250, clone 5C6, AbD Serotec, MCA711),
rabbit anti-c-Fos (1:500, clone 9F6, Cell signaling, #2250), mouse anti-GalC (1:800, clone mGalC, Millipore, MAB342), goat anti-Iba1
(1:1500, Novus Biologicals, NB100-1028), goat anti-IL-1 (1:100 dilution, R&D Systems, AF-400-NA), rabbit anti-Ki67 (1:200, Abcam,
ab15580), rabbit anti-laminin (1:1000, Dako, Z0097), rat anti-Ly6G (1:2000, clone 1A8, BD Biosciences, #551459), mouse anti-NeuN
(1:250, clone A60, Millipore, MAB377), rabbit anti-NG2 (1:100, Millipore, Ab5320), rat anti-NG2 (1:200, clone 546930, R&D Systems,
MAB6689), mouse anti-O4 (1:400, clone O4, R&D Systems, MAB1326), goat anti-Olig2 (1:400, R&D Systems, AF2418), rabbit anti-
P2ry12 (1:500, AnaSpec, AS-55043A), goat anti-Sox9 (1:250, R&D Systems, AF3075), and rabbit anti-Sox9 (1:1000, Millipore, AB5535).

OPCs and pro-OLs were isolated by immunopanning using a rat anti-PDGFRa/CD140a (1:300, clone APA5, BD Biosciences, #558774)
and a mouse anti-O4 (1:300, clone O4, R&D Systems, MAB1326).
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Methodology

Sample preparation

Astrocytes were enriched by cell sorting using the APC-conjugated anti-mouse ACSA-2 (1:50, clone REA969, Miltenyi Biotec,
130-116-245) and Alexa 488-conjugated mouse anti-Oligodendrocyte Marker O4 (1:50, R&D Systems, FAB1326G) antibodies.

Antibodies used for flow cytometry are from BD Biosciences (catalog and clone numbers in parentheses) and were used at the
indicated dilutions: PerCP-conjugated anti-CD45 (1:50 dilution, clone 30-F11, #557235), Alexa 700-conjugated anti-CD11b (1:50,
clone M1/70, #557960), BD HorizonTM V450-conjugated anti-Ly6C (1:83, clone AL-21, #56094), FITC-conjugated anti-Ly6C (1:83,
clone AL-21, #553104), and PE-Cy7-conjugated anti-Ly6G (1:50, clone 1A8, #560601).

The following antibodies were used for immunoblotting: mouse anti-actin (1:75000, clone C4, EMDMillipore, MAB1501), rabbit anti-
GFAP (1:8000, Agilent Technologies [Dako], Z0334), and goat anti-IL-1R1 (1:1500, R&D Systems, AF-771).

The antibodies used in this study were chosen based on their extensive use in the literature (supported by the references available
on the supplier's website) and a significant amount of experiments in our hands (see the references provided in the Methods
section).

Oligodendrocyte precursor cells (OPCs) were isolated from the neonatal (P7-P9) mouse brain. Endothelial cells were isolated
from the brain capillaries of mice aged 6-8 weeks. Mouse primary astrocytes were isolated from the cortex of P0-P2 C57BL/6
mice.

Morphology and immunophenotypic characterization were performed to assess the purity of the cultures.

The cell lines were not tested for mycoplasma contamination.

N/A

Male and/or female C57BL/6 mice were purchased from Charles River Laboratories or The Jackson Laboratory (JAX) at 8-10 weeks of
age. Cx3cr1CreER mice were obtained from the European Mouse Mutant Archive, with prior authorization from Dr. Steffen Jung
(Rehovot, Israel). Breeders for Rosa26-tdTomato (R26-TdT, also known as Ai9, stock #007905), PdgfraCreER (stock #018280), GfapCre
(stock #024098), and Il1r1fl/fl (stock #028398) mice were all purchased from JAX. LysM-eGFP knock-in mice were obtained from Dr.
Gregory Dekaban (Robarts Institute, London, ON, Canada), with prior consent of Dr. Thomas Graf (Center for Genomic Regulation,
Barcelona, Spain). Cdh5CreER mice (line #13073), in which the tamoxifen-inducible Cre recombinase is active in all ECs, were
purchased from the Cancer Research Technology Repository at Taconic with prior consent of the creator of the mouse line, Dr. Ralf
Adams (London Research Institute, UK). Il1r1r/r mice were obtained from Dr. Ning Quan. Ly6gCre-TdT mice were provided by Dr.
Matthias Gunzer (University of Duisburg-Essen, Essen, Germany). All transgenic mouse lines are described in more detail in the
manuscript and references provided in it. Mice were housed in individually ventilated cages on racks connected to a central HEPA
filtered air supply (30-70 air changes per hour). All animals were kept in a standard 12-h light-dark cycle and had free access to food
and water at all times. Room temperature was maintained at 23 ± 2 °C with a relative humidity of 50 ± 5%.

No wild animals were used in the study.

No field collected samples were used in the study.

All animal procedures were approved by the Comité de protection des animaux de l’Université Laval (protocols #CHU-20-675 and
#CHU-21-860) and conducted in compliance with relevant ethical regulations and guidelines of the Canadian Council on Animal Care.

AUTOMATED BLOOD CELL COUNT, FLOW CYTOMETRY AND CELL SORTING. Blood was collected via cardiac puncture using a




