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Reporting Summary

Nature Research wishes to improve the reproducibility of the work that we publish. This form provides structure for consistency and transparency
inreporting. For furtherinformation on Nature Research policies, see our Editorial Policies and the Editorial Policy Checklist.

Please donotcomplete anyfield with "notapplicable" orn/a. Refertothe help textforwhattexttouseifanitemis notrelevanttoyourstudy.
Forfinal submission: please carefully check your responses for accuracy; you will not be able to make changes later.

Statistics

For all statistical analyses, confirm that the following items are present in the figure legend, table legend, main text, or Methods section.

1/a |Confirmed

The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
X] Astatementonwhether measurements were taken from distinct samples or whether the same sample was measured repeatedly

The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.

A description of all covariates tested
@ A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons

X] Afulldescription of the statistical parameters including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient)
AND variation (e.g. standard deviation) or associated estimates of uncertainty (e.g. confidence intervals)

X Fornullhypothesistesting, the teststatistic (e.g. F, ¢, r)with confidence intervals, effect sizes, degrees of freedomand Pvalue noted
Give P values as exact values whenever suitable.

[ ] For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings

[ ] Forhierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes

KX [0 00 D00 00 D0

[ | Estimates of effect sizes (e.g. Cohen's d, Pearson's r), indicating how they were calculated

Our web collection on statistics for biologists contains articles on many of the points above.

Software and code

Policy information about availability of computer code

Data collection All commercial software used is indicated in the methods.

Data analysis Al commercial software used is indicated in the methods.

Formanuscripts utilizing customalgorithms orsoftware thatare centraltothe research butnotyetdescribedin published literature, software mustbe made available to editorsand
-eviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Research guidelines for submitting code & software for further information.

Data

Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- Alist of figures that have associated raw data
- A description of any restrictions on data availability

The data that support the findings of this study are available from the corresponding authors upon reasonable request.
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Field-specific reporting

Pleaseselectthe one belowthatisthe bestfitforyourresearch. Ifyouare notsure, read the appropriate sections before making your selection.
Lifesciences [ ] Behavioural&socialsciences [ | Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences studydesign

All studies mustdisclose on these points even whenthe disclosure is negative.

Sample size Sample size for animal experiments was estimated by power analysis where a two-sample t-test with two-sided a = 0.05.

Data exclusions /No data exclusions
Replication Each in vitro experiment was performed with at least a technical duplicate, and reproduced independently. We present several biological
replicates indicated through the manuscript. Animal experiments were reproduced in independent experiments.

Randomization | Aller engrallment was conlirmea, animals were randomized lo each ol the cohorls 10 be evalualea

Blinding There was no blinding in the experimental design.

Behavioural & social sciences study design

All studies mustdisclose on these points even whenthe disclosure is negative.

Study description NA

Research sample NA

Sampling strategy NA

Data collection NA
Timing NA
Data exclusions NA
Non-participation NA
Randomization NA

Ecological, evolutionary & environmental sciences study design

All studies mustdisclose on these points even whenthe disclosure is negative.

Study description NA

Research sample NA

=)
Q
==
c
-
®
=
(0]
(2]
D
V)
=
o
>
=
®
O
o
=
=)
«
(2]
c
3
3
2
<

0202 [udy




nescaiul i dallipic NA

Sampling strategy NA

Data collection NA

Timing and spatial scalgVA
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Data exclusions NA
Reproducibility NA
Randomization NA
Blinding NA
Did the study involve field work? [ | Yes No

[

Field work, collection and transport

Field conditions NA

Location NA

Access & import/export VA

Disturbance NA

Reporting for specific materials, systems and methods

WNerequire information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
systemormethodlistedisrelevanttoyourstudy.Ifyouarenotsureifalistitemappliestoyourresearch,readthe appropriate sectionbefore selectingaresponse.

Materials & experimental systems Methods
n/a Involved in the study n/a Involved in the study
[ 1/X] Antibodies [] chiP-seq
] Eukaryotic cell lines []/[X] Flow cytometry
X]|[ ] Palaeontology and archaeology X]|[ ] MRI-based neurocimaging
[ ]|[X] Animals and other organisms
[X]|[ ] Human research participants
X]|[ ] Clinical data
X]|[ ] Dual use research of concern
Antibodies
Antibodies used See supplemental table 3 -
=
Validation Anlibodies are oblained [rom commercial venadors and proliiea for use in lhe sysltem under sludy (assay and species) §
Antibodies (clones) have either been validated by the suppliers or used in the published studies. 3

Eukaryotic cell lines

Policy information about cell lines

Cell line source(s) Cell lines were obtained from the American Type Culture Collection (ATCC) or DSMZ-German Culture Collection
of Microorganisms and Cell Cultures, all cell lines were authenticated and tested for mycoplasma.




Authentication When needed to authenticate a cell line, authentication was performed using short tandem repeat profiling

IMycopiasma conlaminalion s monilorea by using a colonmelric aeleclion assay (Plasmolest™  Mycopiasma Detection
Mycoplasma contamination  Kit.rep-pt1 invivoGen) which is a celiular melhoa basea on lhe aclivalion ol Toil-Like Receptor 2. In addition, we confirm
lhe resulls by using the LookOul® Mycoplasma PCR Deleclion Kil (MP0035. Sigma-Aldrich) optimized for use with

- . . JumpStart™ Taq DNA Polymerase (D9307, Sigma-Aldrich).
Commonly misidentified lines

(See ICLAC register)

Palaeontology and Archaeology

Specimen provenance NA

Specimen deposition  NA

Dating methods NA
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|:| Tick this box to confirm that the raw and calibrated dates are available in the paper or in Supplementary Information.

Ethics oversight NA

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

Animals and other organisms

Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals NOD-scid IL2Rgammanull (NSG) mice were used. 6-8 weeks old. Male or Female

Wild animals NA

Field-collected samples/VA

Ethics oversight IACUC approved protocol for animal research

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

Human research participants

Policyinformation aboutstudies involvinghuman research participants

Population characteristics NA

Recruitment NA

Ethics oversight NA

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

Clinical data

Policy information about clinical studies
Allmanuscripts should comply with the ICMJE guidelines for publication of clinicalresearchand acompleted CONSORT checklistmustbe included with allsubmissions.

>
Clinical trial registration NA =

nN

(=)
Studyprotocol NA N
Data collection NA

Outcomes NA




Dual use research of concern

Policy information about dual use research of concern

Hazards

Could the accidental, deliberate or reckless misuse of agents or technologies generated in the work, or the application of information presented
in the manuscript, pose a threat to:

Yes

[ ] Public health

[ ] National security

[ ] Crops and/or livestock
[ ] Ecosystems
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[ ] Any other significant area

Experiments of concern
Does the work involve any of these experiments of concern:

Yes

[ | Demonstrate how to render a vaccine ineffective
Conferresistance to therapeutically useful antibiotics or antiviral agents
Enhance the virulence of a pathogen or render a nonpathogen virulent
Increase transmissibility of a pathogen
Alter the host range of a pathogen

Enable evasion of diagnostic/detection modalities

Enable the weaponization of a biological agent or toxin

O0O00000odég
oododo

Any other potentially harmful combination of experiments and agents

ChlP-seq

Data deposition
[ ] Confirmthatbothraw and final processed datahave been depositedin a publicdatabase suchas GEO.

[ ] Confirmthatyou have deposited or provided access to graph files (e.g. BED files) for the called peaks.

Data access links NA
May remain private before publication.

Files in database submission NA
Genome browser session NA
(e.g. UCSC)

Methodology

Replicates NA

Sequencing depth NA
Antibodies NA
Peak calling parametersVA

Data quality NA.
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Flow Cytometry

Plots

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

[X] 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.

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

Methodology
Sample preparation Described in methods
Instrument BD-LSR II™ (BD) or a BD-LSRFortessa™ (BD)
Software FlowJo software

Cell population abundance  Alleast 2104 evenls lor cell ines or 2#105 evenls lor primary AI/L samples were recoraea per conailion

Gating strategy All gating strategy is described in the manuscript.

[ X Tick this box to confirm that a figure exemplifying the gating strategy is provided in the Supplementary Information.

Magnetic resonance imaging

Experimental design

Design type NA

Design specifications NA

Behavioral performance measures/VA

Acquisition
Imaging type(s) NA
Field strength NA

Sequence & imaging parameters /NA

Area of acquisition NA

DiffusionMRI [ ] Used [_] Not used

Preprocessing

Preprocessing software NA
Normalization NA
Normalization template NA

Noise and artifact removal NA
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Volume censoring Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.

Statistical modeling & inference

Model type and settings Specifytype (massunivariate, multivariate, RSA, predictive, etc.) and describe essential details ofthe model atthefirstand
second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).

Effect(s) tested Define precise effectin terms of the task or stimulus conditions instead of psychological concepts andindicate whether
ANOVA or factorial designs were used.

Specifytypeofanalysis: [ | Whole brain [ | ROI-based [ ] Both

Statistic type forinference
(See Eklund et al. 2016) Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.

Correction Describe the type of correction and howitis obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).
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Models & analysis

n/a Involved in the study
[ ]|[] Functional and/or effective connectivity

[ ]|[ ] Graph analysis

[ ][] Multivariate modeling or predictive analysis

Functional and/or effective connectivity NA

Graph analysis NA

Multivariate modeling and predictive analysis”
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spropriate credittothe originalauthor(s)andthe source, providealinktothe Creative Commonslicense, andindicateifchanges were made. Theimages orotherthird party materialinthis article areincludedin
earticle's Creative Commons license, unlessindicated otherwise inacreditline tothe material. Ifmaterialis notincludedinthe article's Creative Commonslicense and yourintended use is not permitted by

1is checklist template is licensed under a Creative Commons Attribution 4.0 International License, which permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give @ @
http://creativecommons.org/licenses/by/4.0/

atutory regulation orexceeds the permitted use, you willneed to obtain permission directly from the copyrightholder. To view a copy of this license, visit




