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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
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Sample size

Data exclusions

Replication

Randomization

Blinding

denominator.

Gene ontology (GO) enrichment analysis was performed using the Enrichr, a web-based tool providing various types of visualization
summaries of collective functions of protein lists.

The experimental data that support the findings of this work are available as Source Data.

All proteomics data in the study have been made public. The mass spectrometry proteomics data have been deposited to the ProteinXchange Consortium via the
PRIDE partner respository, ...................

The study design did not specifically consider sex and gender as a factor. No separate data analysis for males and females was
performed.

NA

NA

NA

Informed consent was obtained from the patients, or the guardians included in this study. Samples from Helsingborg Hospital
ICU were approved by the Ethics committee in Lund Dnr. 2015/467 and 2019/04558 and samples from Charles-University
Prague were approved by the Ethics Committee of the Military University Hospital Prague Dnr. 108/9-36/2016-UVN.

No statistical methods were used to predetermine sample size estimates. Sample size was determined based on standards in the field and
experiments to obtain statistical significance and reproducibility. At least triplicates were used to meet the minimal requirements for
statistical analysis and the detailed sample size was demonstrated in the figure legends.

No data was excluded from analysis.

To ensure the replication of the findings, experiments were repeated at different times as indicated in the figure legends. All experimental
data was reliably reproduced in multiple independent experiments. For in vivo experiments, multiple mouse experiments were performed to
ensure reproducibility, the exact number of animals was shown in the figure legends or as dots in the graphs.

Animals were randomized according to the cage housing the animals.

The experiments were performed with single-blindly.
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Materials & experimental systems
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ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

The follwing antibodies were used in the study:

CD66b-FITC (Cat# 305104; Clone: G10FS, BD Bioscience)

CD42b-PE-Cy5 (Cat# 551141; Clone: HI Pl, BD Bioscience)

CD14-BV421 (Cat# 301830; Clone: HCD14, Biolegend)

anti-lL1R1 antibody {Cat# sc-393998; Santa Cruz)

anti-plRAK4 (Cat#11927; Cell signaling Technology)

anti-MyD88 {Cat#4283; Cell signaling Technology)

anti-plRAK4, {Cat#11927; Cell signaling Technology)

anti-pTRAF2 antibodies {Cat#13908; Cell signaling Technology)

anti-TRADD antibodies {Cat# sc-46653; Santa Cruz)

anti-Munc 18-1 or STXBPl {Cat#ab3451; Abcam)

horseradish peroxidase-conjugated goat anti-rabbit lgG {Cat#172-1019; Bio-Rad)

anti-GAPDH {10494-1-AP; Proteintech)

All antibodies were validated by vendors:

CD66b-FITC; https://www.citeab.com/antibodies/521451-305104-fitc-anti-human-cd66b-g10f5-monoclonal?des=b8239f6ace2d47f0

CD42b-PE-Cy5; https://www.citeab.com/antibodies/2412461-551141-bd-pharmingen-pe-cy-5-mouse-anti-human-cd42b?
des=334b657cd46f3e78

CD14-BV421: https://www.biolegend.com/ja-jp/products/brilliant-violet-421-anti-human-cd14-antibody-7321?GroupID=BLG4926

anti-lL1R1 antibody; https://www.scbt.com/p/il-1ri-antibody-h-8

anti-plRAK4; https://www.cellsignal.com/products/primary-antibodies/phospho-irak4-thr345-ser346-d6d7-rabbit-mab/11927

anti-MyD88; https://www.cellsignal.com/products/primary-antibodies/myd88-d80f5-rabbit-mab/4283

anti-plRAK4; https://www.cellsignal.com/products/primary-antibodies/phospho-irak4-thr345-ser346-d6d7-rabbit-mab/11927

anti-pTRAF2; https://www.cellsignal.com/products/primary-antibodies/phospho-traf2-ser11-e2b6l-rabbit-mab/13908

anti- TRADD; https://www.scbt.com/p/tradd-antibody-a-5?requestFrom=search

anti-Munc 18-1; https://www.abcam.com/en-se/products/primary-antibodies/munc18-1-antibody-ab3451

anti-GAPDH; https://www.ptglab.com/products/GAPDH-Antibody-10494-1-AP.htm

HEK293 (ATCC® CRL-1573™) was purchased from American Type Culture Collection.

RAW-Blue™, THP1-Dual™, THP-1-Dual™ KO-MyD88, HEK-Dual™ TNFa, HEK-Blue™ IL-1b, and HEK-Blue™ IL-10 reporter cells
(hkb-TNFa, hkb-il1r, and hkb-il10) were obtained from lnvivoGen, San Diego, CA, USA.

All cell lines are authenticated by lnvivogen and ATCC. No further validation was performed.

All cell lines were tested negative for mycoplasma contamination by lnvivogen and ATCC.

We did not use a commonly misidentified cell line in this study.




