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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
- A description of any restrictions on data availability

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

Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

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

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences 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 study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods

All data generated or analysed during this study are included in this published article (and its supplementary information files). Proteomics RAW data were
deposited to ProteomeXchange via the Proteomics Identification Database (PRIDE) under accession number PXD037040. All data about identified and quantified
peptides and proteins are included in the Supplementary Tables 1-11. Gene Expression Omnibus accession numbers: GSE184609, GSE176308, and GSE211584.
Source data are provided with this paper.

For human samples, all samples used were male.

All human samples used were from male patients with an age range between 31 and 75 years old.

Healthy Group (n = 7): Criteria for control cadaveric donations were an age of 40 years or older, no history of arthritis, joint

injury, or surgery (including visual inspection of the cartilage surfaces during recovery), no prescription anti-inflammatory

medications, no co-morbidities (such as. diabetes/cancer), and availability within 4 h of death. OA Group (n = 3): Criteria were

an age of 40 years or older, OA diagnosed based on the American College of Rheumatology criteria with X-ray

documentation, and no evidence of autoimmune disease or RA. Synovial biopsies. from the medial compartment were

collected during routine arthroscopy. Only patients with an Outerbridge score of 3 or greater were selected for this study.

Our research complies with all relevant ethical regulations and the University of Calgary Research Ethics Board approved this
study protocol. Our human studies were carried out in adherence to the principles of the Declaration of Helsinki. Informed
consent to participate was obtained by written agreement. We obtained consent to publish information that identifies the
age, sex, gender, and stage of disease. The study protocol was approved by the University of Calgary Research Ethics Board.
All methods were carried out in accordance with the approved guidelines.

Samples size for the shotgun proteomics and N-terminomics experiments were determined as per previous studies and datasets that were

analyzed (Gordon et al. (2019) ACS chemical biology 14(11):2471-2483).

No data were excluded.

All experiments were repeated at least once and were successful.

No need for randomization as all samples were included in our analysis and are described as individual data point.

Histology experiments performed on rat joints from the DMM model were blinded.
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We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

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)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

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

All manuscripts should comply with the ICMJEguidelines for publication of clinical research and a completedCONSORT checklist must be included with all submissions.

Clinical trial registration

Study protocol

Data collection

Outcomes

CD90 (Clone# 5El0, PE), CD68 (clone# Yl/82A, FITC), cell viability marker was FVS510 (BV510) were from BD Biosciences,

Mississauga. Primary antibody for PRG4; mucin domain antibody 9G3 (Millipore, MABT401) bound to Dylight 630 (Abeam Millipore,

ab201803) and C-terminal antibody, LPN (lnvitrogen, PA3-118) bound to Dylight 488 (Abeam Millipore, ab201799) or beta-tryptase

(Biolegend, 369402) bound to Dylight 550 (Abeam Millipore, ab201800) were used.

All antibodies were used as the manufacturer's recommendation or from previous publications.

Human TLRnull, TLR2+, TLR4+ and TLR5+ cell lines (lnvivogen, San Diego, CA) were cultured as directed by the manufacturer.

Cell lines were authenticated by the manufacturer (lnvivogen, San Diego, CA) upon arrival.

All cells were tested for mycoplasma and were found to be negative.

No cells from that list were used in this publication.

8 female and 5 male 10-week-old lewis rats were used.

No wild animals were used.

8 female and 5 male 10-week-old lewis rats were used.

Not applicable.

The study protocol was approved by the University of Calgary Research Ethics Board. All methods were carried out in accordance
with the approved guidelines. Animal studies were carried out in accordance with the recommendations in the Canadian Council on
Animal Care Guidelines. Animal protocols and surgical procedures in this study were approved by the University of Calgary Health
Sciences Animal Care Committee.

Not applicable.

Not applicable.

Not applicable.

Not applicable.




