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	CurrentPageNumber: 
	Double-blind peer review submissions: write DBPR and your manuscript number here instead of author names.: Dr Tara Walker
	YYYY-MM-DD: 2023-05-26
	na: 
	y: 
	Provide a description of all commercial, open source and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: Flow cytometry data were collected using BD FACSDiva 9.0. Data from the active place avoidance task were collected using Tracker 2.36 (Bio-signal group). Data from the novel object location task were collected using Ethovision XT software (Noldus, vXT14). Freezing behaviour during contextual fear conditioning was recorded using Freeze Frame software (Actimetrics, v5). Microscopy images were acquired using SlideBook 6.0 or the Zeiss ZEN 2 software (blue edition). Volume measurements were performed using ImageJ software (v2.1.0/153c). All other data were collected using Excel 16.65 and Graph Pad Prism 9.0.
	Provide a description of all commercial, open source and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: Data from the mouse behaviour tasks were analyzed as follows: active place avoidance task: Tracker 2.36 (Bio-signal group), novel object location task: Ethovision XT software (Noldus, vXT14), contextual fear conditioning: Freeze Frame software (Actimetrics v5). Raw proteomics data were processed using Proteome Discoverer 2.1.0.81. Overlapping proteins of the proteomic analyses were determined and visualized using Venny 2.1.0. Gene Ontology enrichment analyses were performed using clusterProfiler 4.0. Heatmaps were generated using Morpheus (https://software.broadinstitute.org/morpheus; July 2022). Raw read files were processed with Trim Galore v0.6.10 to perform quality control and remove adapters. Processed reads were pseudo-aligned using Salmon v1.10.0 to a prebuilt MM10 genome index (http://refgenomes.databio.org/v3/genomes/splash/0f10d83b1050c08dd53189986f60970b92a315aa7a16a6f1). These data were imported into an R v4.2.2 environment using the tximport v1.26.1 and TxDb.Mmusculus.UCSC.mm10.ensGene v3.4.0 libraries. Differential gene expression analysis was performed using DESeq2 v1.38.3. EnhancedVolcano v1.16.0 produced volcano plots, with shrunken log fold change values calculated using “ashr” as an estimator. The Pheatmap v1.0.12 package was used to generate heatmaps of log2-normalized expression values where adjusted differentially expressed contrast p-values were less than 0.05. Euler plots of up- and down-regulated genes either common or unique to specified treatments were generated with eulerr v7.0.0. Functional enrichment analyses, including GO enrichment, were performed using g:Profiler (v e108_eg55_p17_0254fbf) in February and March 2023, with g:SCS multiple testing correction method applying significance threshold of 0.05.All R code used for the analyses is available at the Walker-Neurogenesis repository at GitHub and can be accessed under https://github.com/Walker-Neurogenesis/PF4.Branch tracing was performed using Imaris 10.0.0. Flow cytometry data were analyzed using BD FlowJo 10.8.1. All other analyses were performed using Graph Pad Prism 9.0. Details of all test results are listed in Supplementary data  8.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: Raw sequencing data that support the findings of this study have been made openly available in the National Center for Biotechnology Information repository at https://www.ncbi.nlm.nih.gov/bioproject/ under accession code PRJNA938247 [https://www.ncbi.nlm.nih.gov/bioproject/PRJNA938247]. Processed reads from our sequencing data were pseudo-aligned using Salmon v1.10.0 to a prebuilt mm10 genome index [http://refgenomes.databio.org/v3/genomes/splash/0f10d83b1050c08dd53189986f60970b92a315aa7a16a6f1].The mass spectrometry proteomics data have been deposited to the ProteomeXchange Consortium via the PRIDE partner repository with the dataset identifiers PXD041700 (young mice) and PXD041701 (aged mice), and can be accessed at https://www.ebi.ac.uk/pride/. Source data are provided with this paper.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: Sample sizes were based on previous studies (for examples see Leiter et al., 2022, Cell Metabolism; Leiter et al., 2019 Stem Cell Reports) and own unpublished data. Standard power calculations to determine the required sample size resulting in statistical significance were performed using a web-based sample size calculator of the University of British Columbia (https://www.stat.ubc.ca/~rollin/stats/ssize/). Calculations were performed with α = 0.05 and a desired power of 0.8.
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": The study did not involve human research. 
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": The study did not involve human research. 
	Describe how participants were recruited. Outline any potential self-selection bias or other biases that may be present and how these are likely to impact results.: The study did not involve human research. 
	Identify the organization(s) that approved or provided guidance on the study protocol, OR state that no ethical approval or guidance was required and explain why not.: The study did not involve human research. 
	Identify the organization(s) that approved or provided guidance on the study protocol, OR state that no ethical approval or guidance was required and explain why not.: For experiments with transgenic DCX-DTR mice, male and female animals were used. Sexes were also mixed for the generation of mature neuron cultures derived from male and female C57BL/6J mice. All cohorts of PF4 knockout mice were male. All other mouse studies were performed on female C57BL/6J mice. Sexes are detailed in the methods part for each experiment. 
	Identify the organization(s) that approved or provided guidance on the study protocol, OR state that no ethical approval or guidance was required and explain why not.: All experiments were approved by The University of Queensland Animal Ethics Committee and performed in accordance with the Australian Code of Practice for the Care and Use of Animals for Scientific Purposes or in accordance with institutional guidelines approved by the University of California San Francisco Institutional Animal Care and Use Committee.
	life: 
	behavioural: 
	eee: 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: Following perfusion, aged mice were carefully examined for indications of chronic inflammation, manifested by greatly enlarged spleen or lymph nodes, liver abnormalities, as well as tumor growth, including in the brain. If internal organs showed abnormalities, these mice were excluded from analyses.
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: Experiments were performed with sufficient mice or samples per group to generate reliable data. PF4 injection, platelet activation, platelet depletion and running experiments were performed twice with two separate cohorts of mice. Branch tracing analysis was performed across two separate experiments. Behaviour studies were performed on two (aged C57BL/6J) or three (DCX-DTR mice) separate cohorts of animals. Cell culture experiments were performed multiple times, with the results representing data from at least 6 independent experiments. All cell culture studies, behavior experiments, immunohistochemistry and histological analyses, as well as platelet analysis and isolation experiments, were performed strictly following established protocols of the lab, with detailed procedures described in the methods section. All replication attempts were successful. Final data includes all independent biological replicates.
	Describe how samples/organisms/participants were allocated into groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: Animals were randomly assigned to either treatment or control groups. For aged animals, general health status was assessed prior to grouping, with particular attention to an equal distribution of body weight between groups, as this is known to be more variable in aged mice.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: Data acquisition and analysis were performed blinded to treatment groups.
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection, noting the frequency and periodicity of sampling and providing a rationale for these choices. If there is a gap between collection periods, state the dates for each sample cohort. Specify the spatial scale from which the data are taken: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 
	Briefly describe the study. For quantitative data include treatment factors and interactions, design structure (e.g. factorial, nested, hierarchical), nature and number of experimental units and replicates.: 
	Describe the research sample (e.g. a group of tagged Passer domesticus, all Stenocereus thurberi within Organ Pipe Cactus National Monument), and provide a rationale for the sample choice. When relevant, describe the organism taxa, source, sex, age range and any manipulations. State what population the sample is meant to represent when applicable. For studies involving existing datasets, describe the data and its source.: 
	Describe the data collection procedure, including who recorded the data and how.: 2
	Describe the measures taken to verify the reproducibility of experimental findings. For each experiment, note whether any attempts to repeat the experiment failed OR state that all attempts to repeat the experiment were successful.: 
	Describe the study conditions for field work, providing relevant parameters (e.g. temperature, rainfall).: 
	State the location of the sampling or experiment, providing relevant parameters (e.g. latitude and longitude, elevation, water depth).: 
	Describe the efforts you have made to access habitats and to collect and import/export your samples in a responsible manner and in compliance with local, national and international laws, noting any permits that were obtained (give the name of the issuing authority, the date of issue, and any identifying information).: 
	Describe any disturbance caused by the study and how it was minimized.: 
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: Primary antibodies used for histology:rat anti-BrdU (for BrdU and CldU staining), clone BU1/75 (ICR1), AbD Serotec, cat# OBT0030, RRID AB_609568, lot J0622, 1:500; mouse anti-BrdU (for IdU staining), clone B44, BD, cat# 347580, RRID AB_10015219, lot 9172603, 1:500;rat anti-Ki67, clone SolA15, eBioscience, cat# 14-5698-82, RRID AB_10854564, lot 2002315 and lot 2196796, 1:1000; rabbit anti-doublecortin, polyclonal, Cell Signaling Technology, cat# 4604, RRID AB_561007, lot 5 and lot 7, 1:2000;rabbit anti-NeuN, polyclonal, Abcam, cat# ab104225, RRID AB_10711153, lot GR3370892-1, 1:2000; rabbit anti-Tbr2, clone EPR19012, Abcam, cat# ab183991, RRID: AB_2721040, lot GR3237130-2, 1:800;rabbit anti-NG2, polyclonal, Merck Millipore, cat# AB5320, RRID AB_11213678, lot 3859526, 1:2000;goat anti-Sox2, polyclonal, R&D, cat# AF2018, RRID: AB_355110, lot K0Y0419, 1:200;mouse anti-beta-III-tubulin, clone 5G8, Promega, cat# G7121, RRID: AB_430874, lot 429782, 1:2000;rabbit anti-GFAP, polyclonal, Dako Agilent, cat# Z0334, RRID AB_10013382, lot 20063373, 1:500;Secondary antibodies used for histology:goat anti-rat AlexaFluor 488, polyclonal, Jackson Immuno Research, cat# 112-545-167, RRID AB_2338362, lot 145926, 1:1000;goat anti-mouse AlexaFluor 568, polyclonal, Invitrogen, cat# A11031, RRID AB_144696, lot 2124366, 1:1000;goat anti-rabbit AlexaFluor 647, polyclonal, Thermo Fisher Scientific, cat# A21245, RRID AB_2535813, lot 1623067, 1:1000;goat anti-rabbit AlexaFluor 568, polyclonal, Invitrogen, cat# A-11011, RRID AB_143157, lot 1494753, 1:1000;goat anti-rabbit AlexaFluor 488, Thermo Fisher Scientific, cat# A11008, RRID AB_143165, lot unknown, 1:1000;goat anti-rabbit-biotin, polyclonal, Jackson ImmunoResearch, cat# 111-065-144, RRID AB_2337965, lot 158644, 1:1000;goat anti-rat-biotin, polyclonal, Jackson ImmunoResearch, cat# 112-065-167, RRID AB_2338179, lot 146072, 1:1000;donkey anti-goat AlexaFluor 488, polyclonal, Thermo Fisher Scientific, cat# A11055, RRID AB_2534102, lot 230114, 1:1000;donkey anti-rabbit AlexaFluor 647, polyclonal, Invitrogen, cat# A-31573, RRID AB_2536183, lot unknown, 1:1000;donkey anti-rat AlexaFluor 594, polyclonal, Thermo Fisher Scientific, cat# A21209, RRID AB_2535795, lot 2273768, 1:1000; Antibodies used for flow cytometry:Armenian hamster anti-CD61-PE, clone 2C9.G3, Thermo Fisher Scientific, cat# 12-0611, RRID AB_465718, lot 4311531, 1:25;mouse anti-CD62P-APC, clone RMP-1, Biolegend, cat# 148304, RRID AB_2565273, lot B260950, 1:4;Antibodies used for western blot:mouse anti-PSD-95, clone K28/43, NeuroMab, cat# 75-028, RRID AB_2292909, lot B218626, 1:2000;mouse anti-synaptophysin, clone 7.2, Synaptic Systems, cat# 101011, RRID AB_887824, lot unknown 1:5000;rabbit anti-β-actin, clone 13E5, Sigma, cat# A5441, RRID AB_476744, lot 07AA4799V, 1:5000;
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: Only commercially available, registered and validated antibodies were used. The required dilutions were determined through titration experiments prior to staining of experimental tissue. Please find validation links and references for each antibody below:Primary antibodies used for histology:rat anti-BrdU clone BU1/75 (ICR1), RRID AB_ 609568, https://www.antibodyregistry.org/search?q=AB_609568mouse anti-BrdU clone B44, RRID AB_10015219, https://www.antibodyregistry.org/search?q=AB_10015219rat anti-Ki67clone SolA15, RRID AB_10854564, https://www.antibodyregistry.org/search?q=AB_10854564rabbit anti-doublecortin, polyclonal, RRID AB_561007, https://www.antibodyregistry.org/search?q=RRID%20AB_561007rabbit anti-NeuN, RRID AB_10711153, https://www.antibodyregistry.org/search?q=RRID%20AB_10711153rabbit anti-Tbr2, clone EPR19012, RRID: AB_2721040, https://www.antibodyregistry.org/search?q=RRID:%20AB_2721040rabbit anti-NG2, polyclonal, RRID AB_11213678, https://www.antibodyregistry.org/search?q=RRID%20AB_11213678goat anti-Sox2, polyclonal, RRID: AB_355110, https://www.antibodyregistry.org/search?q=AB_355110mouse anti-beta-III-tubulin, clone 5G8, RRID: AB_430874, https://www.antibodyregistry.org/search?q=RRID:%20AB_430874rabbit anti-GFAP, polyclonal, RRID AB_10013382, https://www.antibodyregistry.org/search?q=RRID%20AB_10013382Secondary antibodies used for histology:goat anti-rat AlexaFluor 488, polyclonal, RRID AB_2338362, https://www.antibodyregistry.org/search?q=RRID%20AB_2338362goat anti-mouse AlexaFluor 568, polyclonal, RRID AB_144696, https://www.antibodyregistry.org/search?q=RRID%20AB_144696goat anti-rabbit AlexaFluor 647, polyclonal, RRID AB_2535813, https://www.antibodyregistry.org/search?q=AB_2535813goat anti-rabbit AlexaFluor 568, polyclonal, RRID AB_143157, https://www.antibodyregistry.org/search?q=RRID%20AB_143157goat anti-rabbit AlexaFluor 488, polyclonal, RRID AB_143165, https://www.antibodyregistry.org/search?q=AB_143165goat anti-rabbit-biotin, polyclonal, RRID AB_2337965, https://www.antibodyregistry.org/search?q=AB_2337965goat anti-rat-biotin, polyclonal, RRID AB_2338179, https://www.antibodyregistry.org/search?q=AB_2338179donkey anti-goat AlexaFluor 488, polyclonal, RRID AB_2534102, https://www.antibodyregistry.org/search?q=AB_2534102donkey anti-rabbit AlexaFluor 647, polyclonal, RRID AB_2536183, https://www.antibodyregistry.org/search?q=AB_2536183donkey anti-rat AlexaFluor 594, polyclonal, RRID AB_2535795, https://www.antibodyregistry.org/search?q=AB_2535795Antibodies used for flow cytometry:Armenian hamster anti-CD61-PE, clone 2C9.G3, RRID AB_465718, https://www.antibodyregistry.org/search?q=AB_465718mouse anti-CD62P-APC, clone RMP-1, RRID AB_2565273, https://www.antibodyregistry.org/search?q=AB_2565273Antibodies used for western blot:mouse anti-PSD-95, clone K28/43, RRID AB_2292909, https://www.antibodyregistry.org/search?q=AB_2292909mouse anti-synaptophysin, clone 7.2, RRID AB_887824, https://www.antibodyregistry.org/search?q=AB_887824rabbit anti-β-actin, clone 13E5, RRID AB_476744, https://www.antibodyregistry.org/search?q=AB_476744
	State the source of each cell line used and the sex of all primary cell lines and cells derived from human participants or vertebrate models.: 
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: 
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: 
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: 
	Provide provenance information for specimens and describe permits that were obtained for the work (including the name of the issuing authority, the date of issue, and any identifying information). Permits should encompass collection and, where applicable, export.: 
	deposition: 0
	If new dates are provided, describe how they were obtained (e.g. collection, storage, sample pretreatment and measurement), where they were obtained (i.e. lab name), the calibration program and the protocol for quality assurance OR state that no new dates are provided.: 
	datescheck: 0
	For laboratory animals, report species, strain and age OR state that the study did not involve laboratory animals.: Young C57BL/6J mice were female and between 8 and 10 weeks old. Aged C57BL6/J were female and either 18 months old for running experiments or 20 months old for PF4 injections. Aged DCX-DTR mice (Vukovic et al., 2013, J. Neurosci) were male and female and 20 months of age. Homozygous PF4 knockout mice (Eslin et al., 2004, Blood) were male and 8 weeks old for running experiments and 13 month old for branch tracing analysis.
	Provide details on animals observed in or captured in the field; report species and age where possible. Describe how animals were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, say where and when) OR state that the study did not involve wild animals.: The study did not involve wild animals. 
	For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature, photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.: The study did not involve field-collected samples.
	Provide the trial registration number from ClinicalTrials.gov or an equivalent agency.: 
	Note where the full trial protocol can be accessed OR if not available, explain why.: 
	Describe the settings and locales of data collection, noting the time periods of recruitment and data collection.: 
	Describe how you pre-defined primary and secondary outcome measures and how you assessed these measures.: 
	Describe any other significant impacts.: 
	calculatehazards: 0.00000000
	Please describe the agents/technologies/information that may pose a threat, including any agents subject to oversight for dual use research of concern.: 
	Describe any other potentially harmful combination(s) of experiments and agents.: 
	calculateexperiments: 0.00000000
	calculatehazardsexperiments: 0.00000000
	Describe the precautions that were taken during the design and conduct of this research, or will be required in the communication and application of the research, to minimise biosecurity risks. These may include bio-containment facilities, changes to the study design/methodology or redaction of details from the manuscript.: 
	Describe any evaluations and oversight of biosecurity risks of this work that you have received from people or organizations outside of your immediate team.: 
	Describe the benefits that application or use of this work could bring, including benefits that may mitigate risks to public health, national security, or the health of crops, livestock or the environment.: 
	Describe whether the benefits of communicating this information outweigh the risks, and if so, how.: 
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the sequencing depth for each experiment, providing the total number of reads, uniquely mapped reads, length of reads and whether they were paired- or single-end.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 2
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: Flow cytometry data were collected using BD FACSDiva 9.0 and analyzed using BD FlowJo 10.9.1, Excel 16.65 and Prism 9.0.
	axislabels: 1
	axisscales: 1
	plots: 1
	numberpercentage: 1
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: Platelet count and activation state:Platelets were isolated from exercising or standard-housed mice to determine platelet count and activation state. For this, 5 µl of whole blood were collected from the tail tip and transferred into 45 µl of 0.11 M sodium citrate (Merck) in 0.01 M phosphate buffered saline (PBS), pH 6.5, and mixed carefully. 10 µl of the diluted whole blood were stained with anti-mouse CD61-PE (1:25; clone 2C9.G3; Thermo Fisher Scientific, cat# 12-0611; RRID AB_465718, lot 4311531) and anti-mouse CD62P-APC (1:4; clone RMP-1; Biolegend, cat# 148304; RRID AB_2565273, lot B260950) for 30 min at room temperature in darkness. Prior to the experiment, the antibodies were titrated to determine the optimal dilutions for each lot. To determine the platelet count, 10 µl of Precision Count Beads (Biolegend, cat# 424902, lot B268383) were added to the samples, before fixation with platelet fixation solution (final volume 1 ml; 0.01 M PBS containing 0.2% bovine serum albumin (BSA; Sigma-Aldrich), 0.1% D-glucose (Sigma) and 0.1% formalin (Labserv)). A total of 100,000 platelet events were recorded by flow cytometry.Click-IT EdU cell proliferation assay:Neural precursor cells were cultured under proliferation conditions in PDL/laminin-coated 6-well plates with recombinant mouse PF4 protein diluted in sterile 0.9% sodium chloride. Control cells were cultured with an equal volume of sterile 0.9% sodium chloride. After 48h, the cells were incubated with EdU (final concentration 10 µM) for 2 h and the Click-iT® EdU Flow Cytometry Cell Proliferation Assay (Thermo Fisher Scientific cat# C10634) was performed according to the manufacturer’s instructions. The cells were also incubated with Hoechst 33342 (1:5000 in saponin-based permeabilization and wash reagent) for 10 min in the dark. They were then transferred into a flow cytometry tube and analysed using an LSRII flow cytometer (BD Biosciences) on the same day. A total of 50,000 single cell events were analysed by flow cytometry.Cell sorting for sequencing experiment:Primary cells were isolated from the dentate gyrus of 8-week-old female C57BL/6J mice. The dentate gyri of two mice were pooled for each treatment condition or staining control. The cells were collected in 1 ml growth medium consisting of neural basal medium containing 0.5% B-27® supplement (50X), 0.25% penicillin/streptomycin (10,000 U/ml) and 0.25% GlutaMAX™ (100X), transferred to a 24-well plate and treated with either 100 ng/ml recombinant PF4 protein or saline, then incubated at 37°C and 5% CO2 for 1.5 h. After this, the cells were stained with EGF complexed to AlexaFluor 647-streptavidin (EGF-647; ThermoFisher cat# E35351) for 30 min to label proliferating neural stem cells. EGF-647 was used at 0.5 µg/ml, as determined by a titration study, which was performed prior to the experiment. The cells were then transferred to a 15 ml tube and washed with 0.01M PBS followed by centrifugation at 300 X g for 5 min. The pelleted cells were resuspended in 600 l 0.01M PBS containing SUPERase•In™ RNase Inhibitor (1:1000 Invitrogen, cat# AM2694), transferred into a 5 ml flow cytometry tube, in which propidium iodine (PI, final concentration 1 µg/ml) was added to distinguish alive from dead cells during flow cytometry. 700 EGF+ neural stem cells and 5000 EGF- niche cells were collected from each sample using a BD FACSAria cell sorter into collection tubes containing 50 µl 0.01M PBS supplemented with SUPERase•In™ RNase Inhibitor (1:1000; Invitrogen, cat# AM2694). 
	Identify the instrument used for data collection, specifying make and model number.: Platelet count and activation state, as well as cells from the click-IT EdU cell proliferation assay were analyzed using s BD LSRII flow cytometer. Cell sorting was performed using a BD FACSAria cell sorter 
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: The used cell sorting paradigm yields the following percentages for each population relative to all live cells (determined by forward scatter and side scatter) in the post sort samples: EGF+ cells – 0.2-0.3% and EGF- cells – 31.2-38.1%.
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: Platelet count and activation state:Platelets were defined based on forward scatter and side scatter, followed by doublet depletion and gating on forward scatter and the expression of CD61. Unstained platelet preparations as well as single stained samples were included in each analysis to determine the level of autofluorescence and verify the placement of the gates. Activated platelets were determined as the percentage of CD62P+ cells within the CD61+ population. Representative plots of the gating strategy are provided in Supplementary fig. 6a.Click-IT EdU cell proliferation assay:Viable cells were first determined using forward scatter and side scatter. Next, doublets were excluded from single cells by plotting Hoechst-width against Hoechst-area. Finally, to define the cell cycle phases, the DNA content (Hoechst-area) was plotted against the EdU signal. Representative plots of the gating strategy are provided in Supplementary fig. 1e.Cell sorting for sequencing experiment:Cells were first separated from debris using side scatter area and forward scatter area (left panel), followed by the exclusion of doublets using side scatter width and side scatter height (middle panel) and forward scatter width and forward scatter height (right panel). Cells positive or negative for epidermal growth factor (EGF) conjugated to AlexaFluor 647 were then collected for immediate RNA isolation. Representative plots of the gating strategy are provided in Supplementary fig. 3a.
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	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
	Describe the template used for normalization/transformation, specifying subject space or group standardized space (e.g. original Talairach, MNI305, ICBM152) OR indicate that the data were not normalized.: 
	Describe your procedure(s) for artifact and structured noise removal, specifying motion parameters, tissue signals and physiological signals (heart rate, respiration).: 
	Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.: 
	Specify type (mass univariate, multivariate, RSA, predictive, etc.) and describe essential details of the model at the first and second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).: 
	Define precise effect in terms of the task or stimulus conditions instead of psychological concepts and indicate whether ANOVA or factorial designs were used.: 
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	both: 
	Describe how anatomical locations were determined (e.g. specify whether automated labeling algorithms or probabilistic atlases were used).: 
	Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.: 
	Describe the type of correction and how it is obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).: 
	Report the measures of dependence used and the model details (e.g. Pearson correlation, partial correlation, mutual information).: 
	Report the dependent variable and connectivity measure, specifying weighted graph or binarized graph, subject- or group-level, and the global and/or node summaries used (e.g. clustering coefficient, efficiency, etc.).: 
	Specify independent variables, features extraction and dimension reduction, model, training and evaluation metrics.: 
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