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Antibodies
Antibodies used

The RNA-seq data in this paper have been deposited in the Gene Expression Omnibus (GEO) with accession number GEO: GSE146158, GSE183067.

No sample-size calculations were performed. Sample sizes were determined by magnitude and consistency of measurable differences.

For cell experiments, none of the samples was excluded. For animal experiments, none of the animals was excluded from the analysis except
for animals that were dead or no enough sample were collected.

The Western Blot and q-PCR results are representative of at least three independent successfully repeated experiments to ensure the data
reproductivity

Within experiments, mice were littermates, sex-matched, weight-matched and age-matched. Wild type mice were randomly allocated to
different groups and received different treatments.

No blinded procedure needed during experiments, for all samples were conducted at the same condition and data were collected in the same

instrucments for all experiments and there are no experiments that require scoring by subjective judgment.

The following antibodies were used:pro-IL-1# (AF-401-NA, 1:1000, WB) was from R&D systems ; anti-Kir2.1 (19965-1-AP, 1:1000,
WB) was from Proteintech; anti-phospho-p65(#3033, 1:1000, WB), anti-p65(#8242, 1:1000, WB), anti-phospho-I$B"(#2859, 1:1000,
WB), anti-I$B"(#4814, 1:1000, WB), anti-phospho-Erk(#4370, 1:1000, WB), anti-Erk(#4695, 1:1000, WB), anti-phospho-JNK(#9255,
1:1000, WB), anti-JNK(#9252, 1:1000, WB), anti-phospho-P38(#4511, 1:1000, WB), anti-P38(#8690, 1:1000, WB), anti-phospho-AMPK
(#2535, 1:1000, WB), anti- AMPK (#5831, 1:1000, WB), anti-H3K36me3 (#4909, 1:200 CHIP) all from Cell Signaling Technology; anti-
LC3B (A19665, 1:1000, WB) was from ABclonal; anti-GLUT1 (ab115730,1:1000 for WB, 1:200 for flow cytometry and
immunofluorescence), mouse monoclonal [2C11] to PIP2 (ab11039, 1:200, immunofluorescence), goat polyclonal secondary
antibody to mouse IgG - H&L (Alexa Fluor® 647) (ab150115, 1:200, immunofluorescence) all from Abcam; PE anti-mouse 4F2hc
(#128207, 1:200, flow cytometry), APC/Cyanine7 anti-mouse CD45 (103115, 1:100, Flow Cytometry), PE/Cyanine7 anti-mouse/
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human CD11b (101215 , 1:100, Flow Cytometry), APC anti-mouse F4/80 Antibody (123115 , 1:100, Flow Cytometry), APC anti-mouse
Ly-6C Antibody (128015, 1:100, Flow Cytometry) was from Biolegend; anti-4F2hc (15193-1-AP, 1:200, immunofluorescence) was
from Proteintech; anti-#-actin (M1210-2, 1:3000, WB), anti-rabbit IgG-HRP (HA1001, 1:3000, WB), anti-mouse IgG-HRP (HA1006,
1:3000, WB), and anti-goat IgG-HRP (HA1005, 1:3000, WB) all from HuaBio; DyLight549 goat anti-rabbit IgG [H+L] (70-GAR5492),
DyLight488 goat anti-rabbit IgG [H+L] (70-GAR4882) all from MultiSciences; ChIP kit (#9005) was from Cell Signaling Technology;
ELISA kit for IL-1# (#88-8014-22) and IL-6 (#88-7064-88) were from ThermoFisher; ELISA kit for IL-1" was from DAKEWE (1210112);
and PI(4,5)P2 Mass ELISA kit was from Echelon (K-4500).

Antibodies and Kits were used according to the manufacturer's guideline. The Research Resource Identifier(RRID) numbers for
antibodies and Kits are as follows: pro-IL-1# (AF-401-NA, AB_4166840), anti-Kir2.1 (19965-1-AP, AB_10859827), anti-phospho-p65
(#3033, AB_331284), anti-p65(#8242, AB_10859369), anti-phospho-I$B"(#2859, AB_561111), anti-I$B"(#4814, AB_390781),nti-
phospho-Erk(#4370, AB_2315112), anti-Erk(#4695, AB_390779), anti-phospho-JNK(#9255, AB_2307321), anti-JNK(#9252,
AB_2250373), anti-phospho-P38(#4511, AB_2139682), anti-P38(#8690, AB_10999090), anti-phospho-AMPK (#2535, AB_331250),
anti- AMPK (#5831, AB_10622186), anti-H3K36me3 (#4909, AB_1950412), anti-LC3B (A19665, AB_2862723), anti-GLUT1 (ab115730,
AB_10903230), mouse monoclonal [2C11] to PIP2 (ab11039, AB_442848), goat polyclonal secondary antibody to mouse IgG - H&L
(Alexa Fluor 647, ab150115, AB_2687948), PE anti-mouse 4F2hc (#128207, AB_1186107), APC/Cyanine7 anti-mouse CD45 (103115,
AB_312980), PE/Cyanine7 anti-mouse/human CD11b (101215, AB_312798), APC anti-mouse F4/80 Antibody (123115, AB_893493),
APC anti-mouse Ly-6C Antibody (128015, AB_1732087), anti-4F2hc (15193-1-AP, AB_2254909), anti-rabbit IgG-HRP (HA1001,
AB_2819166), anti-mouse IgG-HRP (HA1006, AB_2819167), ELISA kit for IL-1# (88-8014-22, AB_2575169), ELISA kit for IL-6
(88-7064-88, AB_2574990). For PIP2 immunofluorescence, antidody was used with some modification described in manuscript .Cells
were rapidly fixed by 4% FA and 0.2% GA (glutaraldehyde) in PBS. Fixation was allowed to proceed for 15 min at room temperature
(20–24 %C). Then cells were rinsed three times with PBS containing 50 mM NH4Cl. Slides were then placed on a metal plate in a deep
ice bath and chilled for at least 2 min. All subsequent steps were performed on ice, with all solutions pre-chilled. After that, cells were
blocked and permeabilized for 45 min with a solution of buffer A (20 mM Pipes, pH 6.8, 137 mM NaCl, 2.7 mM KCl) containing 5% (v/
v) NGS (normal goat serum), 50 mM NH4Cl and 0.5% saponin. Primary antibodies were applied in buffer A with 5% NGS and 0.1%
saponin for1 h. After two washes in buffer A, a 45 min incubation with secondary antibody in buffer A with 5% NGS and 0.1% saponin
was performed. Slides were then rinsed four times with buffer A, and cells were post-fixed in 2% FA in PBS for 10 min on ice, before
warming to room temperature for an additional 5 min. FA was removed by three rinses in PBS containing 50 mM NH4Cl, followed by
one rinse in distilled water. Cells were then stained with DAPI (4,6-diamidino-2-phenylindole) and covered with glass cover slips, and
sealed with nail varnish.

HEK293T and THP-1 (ATCC), iBMDM (Feng Shao ,National Institute of Biological Sciences, China)

cell lines were authenticated by STR profiling.

Cell lines were tested negative for mycoplasma

No commonly misidentified cell lines were used

Mice, strain C57Bl/6, Lyz2-cre, kcnj2f/f mice , males and females, 6-12 weeks of age. Animals were housed in a specific pathogen-free
facility maintained below 22 °C and 55% humidity under a 12-h light-dark cycle and free access to food and water in the University
Laboratory Animal Center

None

None

All of the animal experimental protocols in this manuscript were approved by the Review Committee of Zhejiang University School of
Medicine and were in compliance with institutional guidelines.

Synovial fluid (approximate 4-5 ml) was obtained from two gouty patients (a 36-year-old man and a 56-year-old man) with
serum uric acid levels > 500 mmol/l and knee effusion. The patients were not involved in previous procedures or drug tests.

Gouty patients were recruited in Department of Rheumatology of the Second Affiliated Hospital of Zhejiang University School
of Medicine. Gouty patients (a 36-year-old man and a 56-year-old man) with serum uric acid levels >500 mmol/l and knee
effusion. The patients were not involved in previous procedures or drug tests, for this may affect the inflammatory response
of Synovial fluid cells in the in vitro experiments.

To use these clinical materials for research purposes, prior patient written informed consent and approval from the




