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Purpose: Metabolic syndrome (MetS) is a rising global concern with an increasing prevalence. This study aimed to evaluate the
relationship between serum uric acid to creatinine ratio (SUA/Cr) and MetS in adults with overweight/obesity in China.

Patients and Methods: We conducted a cross-sectional study comprising 4699 participants with overweight/obesity who underwent
physical examinations. Their serum levels of various components, including total cholesterol (TC), triglycerides (TG), high-density
lipoprotein cholesterol (HDL-c), low-density lipoprotein cholesterol (LDL-c), fasting plasma glucose (FPG), creatinine (Cr), and uric
acid (UA) were measured. Renal function-normalized SUA was calculated using SUA/Cr. Logistic regression analysis was employed
to investigate the association between SUA/Cr and MetS in adults with overweight/obesity.

Results: SUA/Cr levels were lower in non-MetS participants (OR: 2.159, 95% CI: 1.82 to 2.56; p <0.001), and tended to rise with the
increasing number of MetS components. Additionally, elevated SUA/Cr levels were associated with a higher risk of hypertension,
hyperglycemia, and dyslipidemia.

Conclusion: SUA/Cr levels were significantly associated with MetS and its components in Chinese adults with overweight/obesity.
Keywords: metabolic syndrome, serum uric acid to creatinine ratio, overweight/obesity

Introduction

Metabolic syndrome (MetS) refers to a cluster of interrelated metabolic disorders, including obesity, hypertension (HBP),
hyperglycemia, and dyslipidemia.' It has been proven that MetS is one of the vital risk factors for cardiovascular disease
(CVD),? chronic kidney disease (CKD),* and type 2 diabetes mellitus (T2DM).*® Additionally, MetS increases the
probability of mortality in patients hospitalized for COVID-19.” Global prevalence of MetS exceeded a staggering
one billion individuals prior to 2018, with a persistent upward trajectory observed in subsequent years.® In the United
States, the weighted prevalence of MetS was 34.7% among adults and increased to 48.6% in individuals over 60 years of
age.” A comprehensive systematic review revealed that in most Asia-Pacific nations, approximately one-fifth or more of
the adult population was impacted by MetS, with a notable upward trend in its prevalence.'® According to a cross-
sectional survey conducted in 31 provinces in China, Gu et al reported that the standardized prevalence of MetS was
13.7% (9.8% in men and 17.8% in women).® However, this situation may have been transformed by the rapid shifts in
lifestyle and dietary preferences in China. A recent study suggested that the standardized prevalence of MetS has

Diabetes, Metabolic Syndrome and Obesity 2023:16 3007-3017 3007
Received: 21 June 2023 © 2023 She et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/terms.php
Accepted: 21 September 2023 AT 2nd incorporate the Creative Commons Attribution — Non Commercial (unported, v3.0) License (http://creativecommons.org/licenses/by-nc/3.0/). By accessing the work

you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed. For
permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).

Published: 28 September 2023


http://orcid.org/0009-0007-0290-6198
http://orcid.org/0000-0003-2304-6282
http://orcid.org/0000-0002-6812-5665
http://www.dovepress.com/permissions.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
https://www.dovepress.com

She et al Dove

increased to 31.1% among Chinese residents aged 20 years and older."" Early detection of individuals at high risk for
MetS remains a clinical priority, offering the potential for timely interventions that may mitigate complications and
improve patient prognosis. However, the feasibility of large-scale screening for MetS using existing diagnostic criteria
raises concerns regarding cost and timeliness. It is therefore imperative that simplified, cost-effective diagnostic methods
be tailored to high-risk populations.

Uric acid (UA) is the final compound of metabolic degradation of purine nucleotides, specifically derived from the
conversion of hypoxanthine in the liver by xanthine oxidase, and is excreted mainly in the urine.'? Elevated levels of
serum uric acid (SUA) have been consistently associated with CKD,13 T2DM,14 and CVD."® Furthermore, a correlation
between SUA and overweight/obesity has been observed.'® Although SUA is not considered to be a component of MetS
according to the current definition, several studies have demonstrated a strong correlation between high levels of SUA
and the presence of MetS or its components.'”'® Notably, hyperuricemia appears to be significantly associated with
oxidative stress, a crucial factor implicated in the pathogenesis of MetS and its components.**' However, several studies
have shown conflicting results regarding the correlation between SUA and MetS in overweight/obese populations.***
The Strong Heart Study, which focused on a population with a high prevalence of obesity but without diabetes, reported
no significant association between SUA and MetS.** Another study conducted by Li et al showed no association between
elevated SUA and components of MetS in adults with overweight/obesity.”> Given that renal clearance of SUA is usually
affected by renal function, renal function-normalized SUA (serum uric acid to creatinine ratio, SUA/Cr) is considered to
be a more accurate reflection of endogenous UA levels than SUA levels.”* 2’

In recent years, the prevalence of overweight/obesity and obesity-related chronic diseases has been gradually
increasing in China.”® Thus, early diagnosis of MetS in this population is particularly important. Previous studies
revealed that SUA/Cr was significantly associated with MetS in diabetic patients and middle-aged and elderly
people,’*?” but few studies have focused on the relationship between MetS and SUA/Cr in overweight/obese popula-
tions. The aim of our study was to explore the correlation between MetS and SUA/Cr in overweight/obese populations.
Since SUA/Cr is simple and convenient to measure and can be tested in the community hospitals, it may be of great
practical value to explore the correlation between MetS and SUA/Cr in the overweight/obese population in China, and
SUA/Cr has the potential to become a community-based screening indicator for MetS in the overweight/obese population
in China.

Materials and Methods

Study Population

This cross-sectional study included 4699 participants (3296 men and 1403 women) between the ages of 20 and 80 with
overweight/obesity (BMI > 24 kg/m?) who had undergone a physical examination. All subjects were recruited from
members who had received a physical examination in 2019 at Northern Jiangsu People’s Hospital Affiliated with
Yangzhou University. Participants under 20 years of age and with a BMI below 24 kg/m” were excluded from the
study. Informed consent was obtained from all enrolled participants. The ethical approval for this study was provided by
the Ethical Committee of Northern Jiangsu People’s Hospital. The study was carried out in accordance with the
recommendations of the Declaration of Helsinki.

Data Source and Collection

The following data were collected: date of birth, sex, body height (BH, m), body weight (BW, kg), systolic blood
pressure (SBP, mmHg), diastolic blood pressure (DBP, mmHg), and blood biochemical tests. BH and BW were measured
while the subjects were wearing light clothing and barefoot. Blood pressure (BP) was measured three times by trained
nurses following a standardized protocol.

Blood samples were obtained from the anterior elbow vein after 8 hours of fasting and were immediately transported
to the clinical laboratory of Northern Jiangsu People’s Hospital (Yangzhou, Jiangsu, China) for processing. The following
blood biochemical parameters were measured using an automated biochemical analyzer (Cobas 8000; Roche,
Switzerland): SUA [reference range: 143-339 umol/L (2.4-5.7 mg/dL)], fasting blood glucose (FBG) [reference
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range: 3.9-6.1 mmol/L (70-110 mg/dL)], triglycerides (TG) [reference range: <1.7 mmol/L (<150.5 mg/dL)], total
cholesterol (TC) [reference range: <5.17 mmol/L (200 mg/dL)], high-density lipoprotein cholesterol (HDL-c) [reference
range: 1.29-1.55 mmol/L (50-60 mg/dL)], low-density lipoprotein cholesterol (LDL-c) [reference range: <3.37 mmol/L
(128 mg/dL)], creatinine (Cr) [reference range: 44—133 pmol/L (0.5-1.5 mg/dL)], and blood urea nitrogen (BUN)
[reference range: 3.1-8.0 mmol/L (8.4-22.5 mg/dL)].

Definition

BMI was calculated using the following formula: BMI (kg/m?) = weight (kg) / height? (m?). The estimated glomerular
filtration rate (¢GFR) was calculated using the Modification of Diet in Renal Disease (MDRD) equation.?’ The Chinese
standard criteria for overweight/obesity were applied: overweight and/or obesity were defined as BMI > 24 kg/m”.*®
MetS was defined according to the Chinese guideline for MetS from Chinese Diabetes Society.’® Subjects were
considered to have MetS if they met any three or more of the following criteria: BMI > 25kg/m*; hyperglycemia
[(FPG > 6.1 mmol/L (110 mg/dL) and/or 2h PG > 7.8 mmol/L (140 mg/dL)]; HBP (SBP > 140 mmHg or DBP > 90
mmHg); dyslipidemia: [fasting plasma TG > 1.7 mmol/L (150 mg/dL), and/or fasting HDL-C<0.9 mmol/L (35 mg/dL)
(male) or<1.0 mmol/L (39 mg/dL) (female)].

Statistical Analysis

Data were analyzed using Stata ver.15.0SE (Texas, USA). Continuous variables were represented as the mean + standard
deviation (normally distributed). Categorical variables were expressed as numbers (percentages). Non-parametric tests
and one-way analysis of variance (ANOVA) were used to evaluate significant differences between groups for continuous
variables, while chi-square tests were used for categorical variables. Pearson’s correlation analysis and logistic regression
analysis were performed to determine associations between SUA/Cr and the components of MetS. SUA/Cr levels were
divided into tertiles based on the concentrations of the total population, and appropriate statistical tests were employed to
examine differences in central tendency as a trend between SUA/Cr tertiles. A p-value below 0.05 was considered
statistically significant.

Result

Description of Study Population

The baseline characteristics of the participants, grouped by sex and the presence of MetS, are summarized in Table 1.
A total of 4699 participants with overweight/obesity (3296 men and 1403 women) were involved in this study. The
prevalence of MetS was 49.52% in the total population, 65.84% in men, and 11.12% in women. Female participants with
MetS were older than those without MetS (p < 0.001), whereas there was no significant difference in age between male
participants with MetS and those without MetS. Baseline SUA/Cr was significantly higher in subjects with MetS (6.59 +
0.20, p < 0.001) than in those without MetS (6.22 + 0.11, p < 0.001). Participants with MetS also showed significantly
higher baseline BMI, SBP, DBP, FBG, ALT, AST, TG, TC, LDL-c, HDL-c, Cr, SUA, ¢GFR, and BUN than participants
without MetS, for both men and women (p < 0.001).

Association Between SUA/Cr and Clinical Characteristics

Correlations between SUA/Cr and clinical characteristics are shown in Table 2, with correlation coefficients ranging from
—0.07 to 0.936. Spearman correlation analysis suggested that SUA/Cr was negatively correlated with age, and positively
associated with SBP, DBP, BMI, TG, TC, HDL-c, LDL-c, FBG, and eGFR.

Correlation of SUA/Cr with the Risk of MetS and Its Components

As shown in Table 3, univariate analyses indicated that males, higher levels of ALT, SBP, DBP, FBG, TG, TC,
HDL-c, LDL-c, and eGFR were independently associated with an increased likelihood of MetS. Results of the
multiple logistic analysis of MetS and SUA/Cr are shown in Table 4. In the crude model, higher SUA/Cr was
associated with a higher prevalence of MetS (OR: 1.29, 95% CI: 1.27 to 1.32; p < 0.001). After adjustment for age
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Table | Baseline Characteristics of the Study Population Based on Sex and Presence of Metabolic Syndrome (MetS)

Men Women Total
MetS [n (%)] MetS [n (%)] MetS [n (%)]
No Yes p-value | No Yes p-value | No Yes p-value
1126 (34.16) 2170 (65.84) 1246 (88.81) 157 (11.12) 2372 (50.48) 2327 (49.52)
Age (years) 46.30+13.31 45.94+12.52 0.443 57.96+5.34 74.26+2.42 <0.001 52.42+11.53 47.85%14.03 <0.001
SBP (mmHg) 136.34+2.96 153.13£10.78 <0.001 134.60+2.34 151.17+9.89 <0.001 135.43+2.79 153.00+10.73 <0.001
DBP (mmHg) 81.50+2.12 88.6412.84 <0.001 80.25x1.69 88.12+2.78 <0.001 80.84+2.00 88.611+2.84 <0.001
BMI (kg/m?) 24.67+0.34 26.1210.70 <0.001 24.50+0.33 25.99+0.66 <0.001 24.58+0.34 26.1210.70 <0.001
TG (mg/dl) 158.13+17.12 | 251.07+56.00 <0.001 147.71£12.80 | 240.57+52.48 <0.001 152.66+15.88 | 250.36+55.82 <0.001
TC (mg/dl) 186.0215.7 1 209.98+11.26 <0.001 182.62+4.47 207.81+10.94 <0.001 184.23£5.37 209.83+11.25 <0.001
HDL-c (mg/dI) 56.02+2.59 67.09£5.31 <0.001 54.48+2.01 66.0815.15 <0.001 55.21£2.43 67.03+5.30 <0.001
LDL-c (mg/dl) 108.29+4.75 127.83+9.54 <0.001 105.47+3.77 125.99+9.21 <0.001 106.81+4.49 127.70£9.53 <0.001
ALT (IU/L) 30.10£4.56 33.89£24.36 <0.001 27.37+3.54 35.054£22.06 <0.001 28.67+4.28 33.974£24.21 <0.001
AST (IU/L) 22.58+1.20 28.85+3.83 <0.001 21.86+0.93 28.13+3.60 <0.001 22.20+1.13 28.80+3.82 <0.001
FBG (mg/dl) 92.58+1.84 105.57+10.41 <0.001 91.47+1.39 103.76+9.38 <0.001 92.00£1.71 105.45+10.36 <0.001
SUA (mg/dl) 6.18+0.26 7.220.51 <0.001 6.03+0.21 7.1310.48 <0.001 6.10£0.25 7.220.50 <0.001
Cr (mg/dl) 0.99+0.031 1.10£0.048 <0.001 0.97+0.025 1.09£0.046 <0.001 0.98+0.029 1.09£0.048 <0.001
BUN (mg/dl) 15.25+0.62 17.88+1.24 <0.001 14.88+0.48 17.64+1.19 <0.001 15.06+0.58 17.86x1.24 <0.001
eGFR (mL/min/1.73%) | 94.28+14.45 117.41£19.64 <0.001 67.57+1.26 68.25+3.55 <0.001 80.25+16.67 114.10+22.65 <0.001
SUA/Cr 6.2410.13 6.5910.21 <0.001 6.19+0.08 6.5610.19 <0.001 6.22+0.11 6.590.20 <0.001

Note: Data are presented as mean * standard deviation.

Abbreviations: MetS, metabolic syndrome; BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; TG, triglycerides; TC, total cholesterol;
LDL-C, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol; ALT, alanine transaminase; AST, aspartate aminotransferase; BUN, blood urea
nitrogen; FBG, fasting blood glucose; SUA, serum uric acid; Cr, creatinine; eGFR, estimated glomerular filtration rate; SUA/Cr, serum uric acid to creatinine ratio.

and sex, a strong independent association between SUA/Cr and MetS remained. Ultimately, after adjustment for age,
sex, ALT, and AST, the OR of occurrence of MetS was 2.159 (95% CI: 1.82 to 2.56; p < 0.001). Moreover, we
evaluated individual ORs (95% CI) using multivariable logistic regression to examine the relationship between
SUA/Cr and MetS components (Table 5). After adjusting for multiple factors, we observed adjusted ORs (95% Cls)
of 1.12 (1.12, 1.13), 1.11 (1.10, 1.12), and 1.19 (1.17, 1.20) for HBP, hyperglycemia, and dyslipidemia, respectively.
All P-values were < 0.001. Additionally, SUA/Cr levels increased in parallel with the number of MetS components
(Figure 1). The values of SUA/Cr for the subjects with 0, 1, 2, 3, or 4 MetS components were 6.16 = 0.07, 6.23 +
0.06, 6.30 £ 0.11, 6.51 £ 0.15, and 6.81 £ 0.17, respectively with a p-value < 0.001 for the trend after adjustment
with age and sex.

To further examine the relationship between SUA/Cr and the prevalence of MetS and its components, subjects
were divided into SUA/Cr tertiles (Figure 2). We found that the prevalence of MetS significantly increased in
parallel with increasing SUA/Cr tertiles, from 0.6% (Terl), 51.3% (Ter2) to 96.8% (Ter3) (p < 0.001 for trend). For
the MetS components, the presence of HBP and dyslipidemia also showed a positive correlation with SUA/Cr
tertiles (p < 0.001 for trend). However, the SUA/Cr tertiles did not show the same association with the presence of
hyperglycemia (p = 0.970).
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Table 2 Correlation Between Serum Uric Acid to Creatinine Ratio (SUA/Cr) and Clinical Parameters in Overweight and Obese

Population
Variables SUA/Cr Age SBP DBP BMI TG TC HDL-c LDL-c FBG eGFR
SUA/Cr |
Age 0069 | |
SBP 0.863** —0.161%* |
DBP 0.863** —0.161%* 0.952%* |
BMI 0.933%* —0.154%* 0.96 1** 0.973** |
TG 0.868** —0.166%* 0.994%* 0.966** 0.97 |
TC 0.873** —0.167+* 0.975%* 0.992%* 0.98** 0.988** |
HDL-c 0.873** —0.168** 0.976** 0.99 I** 0.980°* 0.989** 1.000%* |
LDL-c 0.873%* —0.166** 0.978%* 0.99 1% 0.980%* 0.990%* 1.000%* 1.000** |
FBG 0.840%* —0.155%* 0.987%* 0.907** 0.932%* 0.982%** 0.942%* 0.945%* 0.947+* [
eGFR 0.614%* —0.765%* 0.715% 0.739%* 0.725%* 0.727** 0.742%* 0.741%* 0.740%* 0.685%* [

Note: *p < 0.01.

Abbreviations: MetS, metabolic syndrome; BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; TG, triglycerides; TC, total cholesterol; LDL-
C, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol; ALT, alanine transaminase; AST, aspartate aminotransferase; BUN, blood urea nitrogen;
FBG, fasting blood glucose; SUA, serum uric acid; Cr, creatinine; eGFR, estimated glomerular filtration rate; SUA/Cr, serum uric acid to creatinine ratio.

Table 3 Univariate Logistic Regression Analysis for Clinical Variables Associated with Risk of Metabolic Syndrome (MetS)

Odds Ratio (95% Confidence Interval)

OR (95% CI) - Total p-value | OR (95% CI) - Men P-value | OR (95% CI) - Women | p-value

AGE (years) 0.973 (0.968, 0.977) <0.001 0.998 (0.992, 1.003) 0.443 9.47 (4.29, 20.91) <0.001
Sex

Men I

Women 0.065 (0.055, 0.078) <0.001
ALT (IU/L) 1.018 (1.014, 1.021) <0.001 1.009 (1.006, 1.013) <0.001 1.086 (1.066, 1.107) <0.001
SBP (mmHg) 12.044 (8.745, 16.587) <0.001 12.194 (8.618, 17.254) <0.001 11.529 (4.756, 27.949) <0.001
DBP (mmHg) 28.047 (19.626, 40.083) <0.001 27.785 (18.858, 40.939) <0.001 31.164 (11.203, 86.687) <0.001
FBG (mg/dl) 142.950 (70.125, 291.403) | <0.001 160.834 (73.938, 349.852) | <0.00I 72.163 (12.159, 428.245) <0.001
TG (mg/dl) 1.677 (1.56,1.802) <0.001 1.698 (1.569, 1.837) <0.001 1.563 (1.306, 1.870) <0.001
TC (mg/dl) 5.834 (4.533, 7.509) <0.001 6.086 (4.618, 8.021) <0.001 4.632 (2.463, 8.712) <0.001
HDL-C (mg/dl) 33.289 (20.387, 54.359) <0.001 35.759 (20.957, 61.015) <0.001 21.624 (6.434, 72.671) <0.001
LDL-C (mg/dl) 8.723 (6.492, 11.720) <0.001 9.182 (6.644, 12.689) <0.001 6.603 (3.175, 13.731) <0.001
eGFR (mL/min/1.73%) | 1.078 (1.074, 1.082) <0.001 1.081 (1.074, 1.088) <0.001 1.231 (1.127, 1.344) <0.001

Abbreviations: BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; TG, triglycerides; TC, total cholesterol; LDL-C, low-density lipoprotein
cholesterol; HDL-C, high-density lipoprotein cholesterol; ALT, alanine transaminase; AST, aspartate aminotransferase; BUN, blood urea nitrogen; FBG, fasting blood glucose;

SUA, serum uric acid; Cr, creatinine; eGFR, estimated glomerular filtration rate; SUA/Cr, serum uric acid to creatinine ratio.
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Table 4 Multivariate Logistic Regression
Analysis for Serum Uric Acid to Creatinine
Ratio (SUA/Cr) Associated with Risk of
Metabolic Syndrome (MetS)

SUA/Cr OR (95% ClI) p-value
Crude 129 (1.27, 1.32) <0.001
Model | 133 (1.29, 1.36) <0.001
Model 2 2.15 (1.82, 2.56) <0.001

Note: Model | was adjusted for age, gender Model 2 was
adjusted for age, gender, ALT, AST.

Table 5 Multivariate Logistic Regression Analysis for
Serum Uric Acid to Creatinine Ratio (SUA/Cr)
Associated with Risk of Metabolic Syndrome (MetS)

Components
Variables OR (95% CI) p-value
Hypertension
Crude 1.145 (1.136, 1.150) <0.001
Model | 1.124 (1.115, 1.133) <0.001
Hyperglycemia
Crude 1.107 (1.100, 1.115) <0.001
Model | 1.108 (1.100, 1.116) <0.001
Dyslipidemia
Crude 1.193 (1179, 1.207) <0.001
Model | 1.185 (1.170, 1.200) <0.001

Note: Model | was adjusted for age, gender.

Discussion

This cross-sectional study aimed to systematically evaluate the association between SUA/Cr and MetS and its compo-
nents in a sample of Chinese subjects with overweight/obesity. Our study involved a population of 4699 Chinese subjects
with overweight/obesity and investigated the association between SUA/Cr and MetS. We found the prevalence of MetS
to be 49.52% and identified a significant positive correlation between SUA/Cr and the presence of MetS and its
components. Furthermore, after adjusting for other baseline variables, our results revealed that SUA/Cr remained
significantly associated with MetS. To the best of our knowledge, this is the first study to examine the relationship
between SUA/Cr and MetS in overweight/obese populations.

SUA has become a prominent health issue in daily life. To date, the relationship between SUA and MetS has been
controversial. Several previous studies have shown that SUA can predict MetS.'” "' In a 2.6-year follow-up cohort study
of 1590 healthy adults aged 40 to 70 years, a significant correlation was found between SUA levels and the future risk of
obesity, HBP, and high TG. Furthermore, SUA levels could serve as a predictor for the onset of MetS.'” In a cross-
sectional study, Ford et al identified a strong association between SUA and the risk of MetS and its components in
children and adolescents residing in the United States.'®> However, Li et al found the opposite result, with no apparent
association between SUA and MetS and its components (eg, HBP, dyslipidemia, and T2DM) in Chinese adults with
overweight/obesity.22 One possible explanation for the inconsistent results of these studies is that renal clearance of SUA
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gender.

A 98.3 B
1009, < 0.001 for trend ; 1009 p=0.970 for trend
- o & 804
o [=] ©
8 3 E e0-
[ c o
[} o O
© © > 37.7
> > D 401
o <
o 3
Z 20+
0 0
0 T T
T T2 T3 T T2 T3
SUA/Cr Tertiles SUA/Cr Tertiles
C D
98.3 100
100+ p < 0.001 for trend 100+ p < 0.001 fortrend g7 7
5 § 804 "5"\; 80+
8.9 60 8E 60-
[=3NT) c
o c 23
S £ 40 S5 40-
g2 £
>
£ 20 a 20
0- 0-
T T2 T3 T T2 T3

SUA/Cr Tertiles SUA/Cr Tertiles

Figure 2 Comparison of the prevalence of MetS and its components between SUA/Cr tertiles. (A) Comparison of the prevalence of MetS between SUA/Cr tertiles after
controlling for age and sex. (B) Comparison of the prevalence of hyperglycemia between SUA/Cr tertiles after controlling for age and sex. (C) Comparison of the prevalence of
HBP between SUA/Cr tertiles after controlling for age and sex. (D) Comparison of the prevalence of dyslipidemia between SUA/Cr tertiles after controlling for age and sex.

is usually affected by renal function. UA, as a product of purine metabolism, is synthesized in the liver and 90% is
reabsorbed in the renal proximal tubules before being excreted in the urine.*' Therefore, the levels of SUA are
determined by the delicate balance between urate synthesis and excretion. Considering that previous clinical studies
have usually focused only on SUA and ignored the renal influence on UA levels,”* SUA/Cr, a renal function-normalized
SUA index, may have a stronger correlation with MetS in the overweight/obese population.

Some previous studies have examined the relationship between SUA/Cr and MetS, but the results have been
inconsistent. In a cross-sectional study of 1277 patients aged between 31 and 91 years, Zhong et al found that SUA/
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Cr was positively related to the risk of MetS and its components.”® Similarly, a study of Saudi patients with T2DM
demonstrated a strong association of SUA/Cr with the risk of MetS and its constituent factors.?” However, a 3-year
prospective cohort study of 1072 community-dwelling individuals found that baseline SUA/Cr was independent of
subsequent MetS.** Despite the growing recognition of UA as a contributor to MetS-related metabolic disorders, few
studies have specifically investigated the association between SUA/Cr and MetS in overweight/obese populations. The
present report is the first study to investigate this relationship in a population of adults with overweight/obesity.
Intriguingly, in our study, individuals with more cardiometabolic risk factors, including HBP, dyslipidemia, and
hyperglycemia, tended to exhibit higher levels of SUA/Cr. Previous research has also underscored the significance of
baseline SUA/Cr and has linked it to an increase in all-cause mortality in patients with HBP.** In another prospective
cohort study conducted over a period of 11 years, it was demonstrated that the prevalence of CVD increased substantially
with increasing SUA/Cr.>> Additionally, Kawamoto et al found a significant independent association between baseline
SUA/Cr and subsequent renal failure in patients with diabetes mellitus.>® Therefore, measurement of SUA/Cr may also
be beneficial in assessing the prognosis of patients with MetS.

Overweight/obesity is a chronic disease associated with a wide range of medical complications. The proportion of
adults with overweight/obesity increased from 28.8% (95% UI: 28.4-29.3) in 1980 to 36.9% (95% UI: 36.3-37.4) in
2013 in men, and from 29.8% (29.3-30.2) to 38.0% (37.5-38.5) in women.>> Obesity leads to insulin resistance (IR),
endothelial dysfunction, and a pro-atherogenic state, and elevated cardiovascular and metabolic risk.*® Given the high
prevalence of overweight/obesity and its association with MetS, it is crucial to identify effective biomarkers in the
overweight/obese population to aid in the early diagnosis and prevention of MetS. Several studies have found that
elevated SUA/Cr levels are closely associated with the characteristic metabolic abnormalities of MetS, such as IR, HBP,
and dyslipidemia.*®** Investigating the relationship between SUA/Cr and MetS in overweight/obese populations may
lead to a better understanding of the pathophysiology of MetS. Furthermore, SUA/Cr also has the potential to be an early
diagnostic marker for MetS in patients with overweight/obesity, which may have important clinical implications.
Assessment of SUA/Cr is cost-effective and simple and the test is readily available in primary healthcare settings.
Therefore, studying the correlation between SUA/Cr and MetS in the context of overweight and obesity is of great
practical value, and SUA/Cr has the potential to be used for rapid and easy screening for MetS in overweight/obese
populations in the community.

Our study revealed a significant positive association between SUA/Cr and components of MetS, including HBP,
dyslipidemia, and hyperglycemia. Previous studies have found that the presence of UA can lead to endothelial dysfunction,
which can contribute to vascular insulin resistance and ultimately impede insulin-induced nitric oxide (NO) production. This
cascade of events has the potential to contribute to the onset of HBP.*’*® Furthermore, it has been reported that the
association of SUA with hypertriglyceridemia was mediated by IR.>* Additionally, SUA has been reported to counteract the
action of AMP-activated protein kinase, which promotes fatty acid oxidation and reduces fat accumulation.*® The positive
correlation between the risk of hyperglycemia and SUA can be explained by the fact that UA exacerbates oxidative stress in
adipocytes by upregulating monocyte chemotactic protein-1 while downregulating adiponectin. This pro-oxidative mechan-
ism can potentially hasten the accumulation of adipose tissue and contribute to the development of IR.*® Furthermore, it has
been proposed that IR links SUA to the development of glucose metabolism disorders.*'

The main strength of this study is the large sample size consisting of individuals with overweight/obesity. However,
several limitations should be considered. Firstly, all data were collected from individuals who underwent health screening
at a single center, which may limit the generalizability of our findings. Secondly, our study was cross-sectional, and
further follow-up studies would better corroborate our results. Finally, due to the limited information available in our
physical examination database, we were unable to control for confounding variables such as smoking, medication history,
past medical history, and family history.

Conclusion

In summary, our findings indicated that SUA/Cr levels were lower in participants without MetS and tended to escalate
with the increasing number of MetS components. In addition, elevated SUA/Cr levels were correlated with an increased
risk of HBP, hyperglycemia, and dyslipidemia.
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Our findings suggest that SUA/Cr may serve as a powerful tool for screening for MetS in a large community-based
population with obesity/overweight. Adopting a healthier lifestyle to reduce SUA/Cr levels might be an effective
approach to lessen the burden of MetS. Further research is required to establish the causal relationship between SUA/
Cr and MetS.
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