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Sample sizes were chosen based on previously published literature and protocols in the field with a similar setup that showed statistical

significance (Human: 10.1126/sciadv.aay7148; Mouse: 10.1111/jcpe.13060). For each animal experiment, we have adopted at least n=3
biological replicates to calculate the statistical value of each analysis and the exact sample sizes and statistical data for each experiment are
reported in the figure legends.

No data were excluded from the analyses.

All experiments were repeated at least three times with reproducibility. All attempts at replication were successful and the exact numbers are

indicated in the figure legends or table for all experiments.

Human participants were allocated into different groups according to the periodontal clinical diagnosis. To control potential covariates,
potential participants with systematic disease, history of smoking or betel nut chewing were excluded; a consistent time and protocol of
sample collection were used; and baseline demographic information was counted and reported for each group of participants. Mice were
assorted randomly to cages when received from the vendor.

The investigators were blinded to group allocation during data collection and analysis.

Antibodies used in IF/IHC:

Anti-CD11c (N418) Armenian hamster monoclonal antibody (1:100; eBioscience, cat. #14-0114-82)

Anti-F4/80 (BM8) rat monoclonal antibody (1:50; eBioscience, cat. #14-4801-82)

Anti-iNOS (D6B6S) rabbit monoclonal antibody (1:400; Cell Signaling Technology, cat. #13120)

Anti-arginase-1 (D4E3M) XP rabbit monoclonal antibody (1:50; Cell Signaling Technology, cat. #93668)

Anti-CD3 rabbit polyclonal antibody (1:100; Abcam, cat. #ab5690)

Anti-TLR9 rabbit polyclonal antibody (1:500; Sigma-Aldrich, cat. #SAB3500313)

Alexa Fluor 647-conjugated goat anti-Armenian hamster IgG antibody (1:100; Abcam, cat. #ab173004)

Dylight 488-conjugated AffiniPure goat anti-rat IgG (H+L) (1:100; EARTHOX, cat. #E032240)

Alexa Fluor 594-conjugated goat anti-rabbit IgG (H+L) (1:100; ZSGB-BIO, cat. #ZF-0516)

Antibodies used in pull-down:

ChIP-grade anti-histone H3 rabbit polyclonal antibody (1:200; Abcam, cat. #ab1791)

Antibodies used in flow cytometry (1:20) :

APC anti-human CD83 monoclonal antibody (HB15e), (eBioscience, cat. #17-0839-4)
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Population characteristics
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Ethics oversight
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PE anti-human CD86 monoclonal antibody (IT2.2) (eBioscience, cat. #12-0869-41)

PE-Cy7 anti-human CD209 monoclonal antibody (eB-h209) (eBioscience, cat. #25-2099-41)

PE anti-human CD14 monoclonal antibody (61D3) (eBioscience, cat. #12-0149-41)

PE-Cy7 anti-human CD68 monoclonal antibody (Y1/82A) (eBioscience, cat. #25-0689-41)

APC anti-human CD197 monoclonal antibody (3D12) (eBioscience, cat. #17-1979-41)

FITC anti-human CD14 monoclonal antibody (HCD14) (BioLegend, cat. #325603).

FITC anti-human CD36 monoclonal antibody (CB38) (BD Biosciences, cat. #555454).

All antibodies used in experiments are commercially available and have been validated by the manufacturer. All validation statements

can be found on the respective antibody website. In house validations were performed before using antibodies with new log number.

Clones of antibodies used in flow cytometry were chosen based on published literature.

Human gingival keratinocytes (HGKs), human gingival fibroblasts (HGFs), THP-1, and RAW 264.7 were purchased from ATCC.
hTLR3-, 4-, 8-, and 9-overexpressing HEK-Blue cells were purchased from InvivoGen.

Authentication was performed by analysis of morphology.

All cell lines tested negative for mycoplasma contamination.

No commonly misidentified lines were used in this study.

Male BALB/C mice (7-8 weeks old) were purchased from Dossy Experimental Animals Co., Ltd. (Chengdu, Sichuan, China) and
maintained at the Experimental Animal Center of West China Second University Hospital, Sichuan University (temperature: 18-29 °C,
humidity: 40-70%, dark/light cycle: natural circadian rhythms).

This study did not involve use of wild animals.

This study did not involve use of field-collected samples.

The animal study was approved (WCHSIRB-D-2020-498) by the Ethics Committee of West China School of Stomatology (Chengdu,
China).

Specific population characteristics were shown in Tab. S1.

Health volunteers were recruited from the community or healthy companions of patients, and participants with gingivitis and
periodontitis were recruited from the consecutive patients attending Department of Periodontics, West China Hospital of
Stomatology, Sichuan University. As participant compensation, participants who completed sample collection received a
complete oral examination and, if needed, periodontal treatment for free.

To control selection bias, gingivitis and periodontitis was diagnosed strictly according to the 2018 new classification and
definition of periodontitis, as well as the definition of periodontal clinical healthy control. In addition, after periodontal
clinical examination and confirmation of enrollment, consistent time (09:00 AM) was scheduled for sample collection, and
participants were informed to avoid eating, drinking and oral hygiene cleaning on the same day before sample collection.

Patient sample collection was performed with the approval (WCHSIRB-D-2020-461) of the Ethics Committee of West China
Hospital of Stomatology, Sichuan University. All participants signed an informed consent form prior to sample collection and
were informed of the potential benefits and risks of participating.




