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Supplementary Methods:
Diagnostic performance
The diagnostic performance of inflammasome components was assessed performing receiver operating characteristic (ROC) curve analysis. An area under the curve (AUC) of 0.5 was considered to indicate no discrimination between groups, and an AUC of 1.0 a perfect discrimination. ROC curves were generated using GraphPad Prism 8 by plotting sensitivity against 1-specificity. The data was presented as the AUC and 95% confidence interval.
PBMCs culture
Isolated PBMCs were resuspended in RPMI medium (Fisher Scientific, Leicestershire, UK) and left at 37 ºC and 5% CO2 for 1 hour, allowing cellular acclimatation to the medium. Then, cells were transferred to p24 plates ensuring a minimum of 2000 cells per well and either left untreated (negative control), treated with LPS 6.7 ng/μL (positive control), or treated with uric acid at different concentrations (180-10.000 μM) for NLRP3 priming (Sigma-Aldrich, Saint Louis, USA). To test the effect of antioxidant supplementation over inflammasome activation, ascorbic acid was also added to uric acid wells at different concentrations (500-10000 μM). After 4 hours of incubation, adenosine triphosphate (ATP) 4.5 μM (Sigma-Aldrich, Saint Louis, USA) was added to every well (except negative control) to complete NLRP3 activation in another 30 minutes incubation step. Finally, medium was collected for protein precipitation in cold acetone (after centrifugation at 9600 g and 4 ºC) and cellular extracts for western blotting prepared as mentioned above.
PBMCs viability assay
[bookmark: _GoBack]Cell viability was assessed by 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT) assay. Briefly, after PBMCs treatment, MTT is added to the wells at a final concentration of 500 μg/mL and incubated for 3 hours at 37 ºC and 5% CO2 to allow formazan crystals formation. Then, plates are centrifuged at 1600 g for 10 minutes, medium is discarded, and formazan is dissolved in a proper organic solvent, such as isopropanol with HCl 0.1 N. Finally, absorbance is registered at 595 nm.
On the other hand, and because of undesirable reactions between ascorbic acid and MTT 1, a potential protective role of antioxidant agents over PBMCs viability was assayed by counting of trypan blue stained cells. Briefly, 10 μL of cell suspension is mixed with 10 μL of trypan blue and cell viability is determined using an automatic cell counter (Biorad, Hercules, CA, USA).
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Supplementary Figure 1. Uric effect over PBMCs inflammasome components. PBMCs (A) and released to the medium (B) levels of NLRP3 and its final effector after incubation with different uric acid concentrations. PBMCs were either left untreated (CT-), treated with LPS and ATP (CT+) or treated with different uric acid concentrations (180-10.000 μM) and ATP. CT, control; NLRP3, NOD like receptor 3, IL-1β, interleukin 1β; PBMCs, peripheral blood mononuclear cells.
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Supplementary Figure 2. Ascorbic acid effect over uric acid-induced inflammatory response. PBMCs (A) and released to the medium (B) levels of NLRP3 and its final effector after incubation with uric acid and different ascorbic acid concentrations. PBMCs were either left untreated (CT-), treated with LPS and ATP (CT+) or treated with uric acid 400 μM and ATP in medium supplemented with different ascorbic acid concentrations (0-10.000 μM). CT, control; NLRP3, NOD like receptor 3, IL-1β, interleukin 1β; PBMCs, peripheral blood mononuclear cells; LPS, lipopolysaccharide; ATP, adenosine triphosphate.
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Supplementary Figure 3. Cellular viability of PBMCs incubated with different uric acid concentrations (0-5000 μM) and ATP (A), and with uric acid 400 μM and ATP under supplementation with different ascorbic acid concentrations (500-10000 μM) (B). Values are means ± SEM. P<0.05 was considered for statistical significance. (*) shows significant differences relative to negative controls. CT, control; PBMCs, peripheral blood mononuclear cells; LPS, lipopolysaccharide; ATP, adenosine triphosphate.
[image: ]
Supplementary Figure 4. ROC curves for NLRP3 in PBMCs and plasma (A,E), IL-1 β in PBMCs and plasma (B,F), caspase-1 in PBMCs and plasma (C,G), and gasdermin D in PBMCs (D).
[bookmark: _Hlk136602947][image: ]
Supplementary Figure 5. Metabolic alterations described in obesity leading to uric acid accumulation. ATP, adenosine triphosphate; AMP, adenosine monophosphate; IMP, inosine monophosphate; XMP, xanthosine monophosphate; GMP, guanosine monophosphate; URAT1, urate-anion transporter 1; ABCG2, ATP binding cassette subfamily G member 2.
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