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Background: Serum uric acid (SUA) is associated with many cardiovascular risk factors,
such as metabolic syndrome (MetS) and subclinical atherosclerosis. However, the
relationship of SUA with carotid atherosclerosis remains controversial. We aimed to
investigate whether elevated SUA levels are associated with a high risk of carotid
atherosclerosis and MetS in patients with type 2 diabetes mellitus (T2DM).

Methods: This cross-sectional study was performed with a sample of 1,947 hospitalized
patients with T2DM. Carotid intima-media thickness and carotid artery plaques were
measured via Doppler ultrasound.

Results: Uric acid levels were negatively associated with HbA1C, eGFR, and HDL-C (all
P < 0.001) and positively associated with WBC, BMI, ACR, creatinine, total cholesterol,
triglycerides, LDL-C, systolic blood pressure, and diastolic blood pressure (all P <
0.001). After adjusting for multiple potential confounders, the risks were substantially
higher for MetS in the highest quartile of SUA levels (odds ratio: 2.91, 95% confidence
interval: 1.54-5.51, P = 0.003 for trend) than in the lowest quartile of SUA levels.
Furthermore, a significant increase was observed in the prevalence of overweight/
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obesity, hypertension, and dyslipidemia across the SUA quartiles independent of
confounders. However, no significant association was found between SUA quartile
with the presence of carotid atherosclerosis.

Conclusions: In patients with T2DM, SUA levels were closely associated with MetS and
its components but not with carotid atherosclerosis.

Keywords: uric acid, metabolic syndrome, carotid atherosclerosis, intima-media thickness, type 2 diabetes mellitus

BACKGROUND

Accumulating epidemiological and clinical evidence
demonstrated that serum uric acid (SUA) levels are strongly
associated with many cardiovascular risk factors, such as obesity,
hypertension, hyperlipidemia, diabetes, metabolic syndrome
(MetS), and subclinical atherosclerosis (1-3). Among these risk
factors, the associations of SUA with atherosclerosis and MetS
have been observed in several studies in both general and type 2
diabetic mellitus (T2DM) populations (4, 5).

Uric acid is the end metabolic product of purine in humans.
Hyperuricemia can lead to various diseases, and it is most notably
involved in the pathogenesis of gouty arthritis (3). Previous studies
have suggested that hyperuricemia is a risk factor for
cardiovascular disease (CVD) in the general population (6, 7).
Ultrasound of the carotid artery to identify carotid intima-media
thickness (c-IMT) and carotid artery plaques (CAP) can predict
the risk of CVD. As a surrogate of atherosclerosis diseases, CAP
accounts for approximately a fifth of the risk of stroke and
coronary artery diseases (8, 9). However, the associations
between SUA concentration and carotid atherosclerosis, as
reflected by ¢-IMT and CAP, have previously been studied but
produced conflicting results. A population-based cross-sectional
survey demonstrated that SUA level is associated with MetS and
an independent risk factor for carotid atherosclerosis in patients
with T2DM (4). Another study showed that SUA levels are closely
associated with hypertension and MetS but not with atherosclerosis
in people with diabetes (10). Some authors considered that the role
of uric acid in atherosclerosis might be attributed to other
cardiovascular risk factors, such as hypertension, obesity, MetS,
and chronic kidney disease (11, 12). Furthermore, uric acid-induced
inflammatory pathway may play an important role in the
pathogenesis of MetS, increased uric acid levels have been
founded in inflammatory conditions (13), the role of
inflammation in the association between SUA and carotid
atherosclerosis should be examined.

Although previous studies have showed that the
independence of relationship between SUA and MetS and
atherosclerosis. However, few studies have examined the

Abbreviations: ACR, Albumin/creatinine ratio; BMI, Body mass index; CAP,
Carotid artery plaques; CI, Confidence interval; c-IMT, Carotid intima-media
thickness; CVD, Cardiovascular disease; DBP, Diastolic blood pressure; eGFR,
Estimated glomerular filtration rate; FBG, Fasting plasma glucose; HbAlc,
Glycosylated hemoglobin; HDL-C, High-density lipoprotein cholesterol; LDL-C,
Low-density lipoprotein cholesterol; MetS, metabolic syndrome; OR, Odds ratio;
SBP, Systolic blood pressure; TC, Total cholesterol; TG, Triglyceride; T2DM, Type
2 diabetes mellitus; SUA, Serum uric acid.

relationship between SUA and components of MetS, as well as
the association between SUA and carotid atherosclerosis in
patients with T2DM. Therefore, this study aimed to investigate
the association between SUA level and MetS and carotid
atherosclerosis in T2DM populations.

METHODS
Study Subjects

This cross-sectional study evaluated the prevalence of MetS and
carotid atherosclerosis in patients with T2DM aged over 18
who were hospitalized at the First Affiliated Hospital of
Zhengzhou University from January 2018 to December 2020.
Patients who were taking any drug that might interfere with
uric acid metabolism, such as allopurinol, furosemide, and
thiazides, etc, were excluded (N = 85). Patients who did not
undergo carotid ultrasound examination and without complete
clinical and SUA data were also excluded (N = 368). In total,
1,947 patients, including 1,335 males, were included in the final
analyses. All patients underwent an interview and provided a
history of hypertension, CVD, duration of diabetes, use of lipid-
lowering drugs and antihypertensive agents, alcohol
consumption, and smoking habits. Body mass index (BMI)
was calculated by body weight (kg) divided by height squared
(m?). Blood pressure was measured by using an automatic
blood-pressure meter after the participants sat for at
least 10 min. The average of three measurements was
recorded for further analysis. This study was approved by the
Institution Review Board of the First Affiliated Hospital of
Zhengzhou University.

Laboratory Measurements

The patients were asked to fast overnight, and then blood
samples were obtained for further analysis. Total cholesterol
(TC), high-density lipoprotein cholesterol (HDL-C), low-density
lipoprotein cholesterol (LDL-C), triglycerides (TG), fasting
blood glucose (FBG), insulin, SUA, creatinine, white blood
cells (WBC), and C-reactive protein (CRP) were measured.
HbAlc level was measured via high-performance liquid
chromatography. A sterile, random-spot urine sample was
used to measure the albumin/creatinine ratio (ACR). The
estimated glomerular filtration rate (eGFR) was calculated
using the simplified Modification of Diet in Renal Disease
formula: eGFR = 186.3 x (serum creatinine) '>* x (age)’0203
x (0.742 if female).
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Assessment of CAP and c-IMT

Carotid ultrasonography was performed using a color
Doppler ultrasonic diagnostic instrument. Trained and
certified sonographers conducted the examination. c-IMT
was determined at the point approximately 1.5 cm away
from the distal part of the bifurcation of common carotid
artery. c-IMT was calculated as the mean of the intima-media
thicknesses of the left and right common carotid arteries. CAP
was defined as a focal region with a thickness of 21.5 mm as
measured from the media adventitia interface to the lumen-
intima interface or as the presence of focal wall thickening that
was at least 50% greater than that of the surrounding
vessel wall.

Definition of MetS

MetS was defined on the basis of the updated National
Cholesterol Education Program Adult Treatment Panel III
criteria for Asian-Americans as presenting at least three of the
following components: 1) waist circumference 90 cm or
greater in men or 80 cm or greater in women; 2) TG 1.7
mmol/L or greater; 3) HDL-C less than 1.03 mmol/L in men or
less than 1.30 mmol/L in women; 4) blood pressure 130/85
mmHg or greater or current use of antihypertensive
medications; or 5) fasting plasma glucose 5.6 mmol/L or
greater or previously diagnosed with T2DM or on oral
antidiabetic agents or insulin (14).

Statistical Analysis

Continuous variables were checked for the normal distribution
using Kolmogorov-Smirnov statistics. Normally distributed data
were expressed as means + SD, whereas variables with a skewed
distribution were reported as median (interquartile range, IQR).
Categorical variables were represented by frequency and
percentage. Kruskal-Wallis test was used to analyze groups
differences for continuous variables, and Chi-square test was
used for categorical variables. Spearman correlation coefficients
between SUA and metabolic features were calculated by partial
correlation analysis on ranks. Multivariate logistic regression
models were used to estimate the odds ratios (ORs) for CAP and
MetS according to SUA quartiles. Potential confounding
variables, including age, gender, smoking, alcohol drinking,
duration of diabetes, self-reported CVD, eGFR, FBG, HbAIC,
CRP, and BMI, were controlled in the regression models. All
statistical analyses were performed using SPSS version 26.0 (SPSS,
Chicago, IL, USA). P < 0.05 was considered statistically significant.

RESULTS

Characteristics of the Participants
According to SUA Quartiles

We identified 1,947 patients with T2DM with a mean age of 49.6
£ 11.9 years. The population studied herein was stratified into

TABLE 1 | Characteristics of study participants according to uric acid quartiles.

Q1 Q2 Q3 Q4 P value
N = 485 (< 242) N = 485 (242-293) N = 489 (293-353) N = 488 (> 353)
Male, n (%) 213 (43.9) 299 (61.6) 384 (78.5) 439 (90) 0
Age, years 54 (47-62) 53 (45-60) 50 (42-58) 46 (35-54) 0
DD, years 5 (1-10) 5 (0.9-10) 5(©@-11) 3(0.3-10) 0.049
CVD, n (%) 46 (9.5) 60 (12.4) 40 (8.2) 41 (8.4) 0.1
Hypertension, n (%) 171 (35.3) 221 (45.6) 206 (42.1) 252 (51.6) 0
Smoking, n (%) 75 (15.5) 124 (25.6) 141 (28.8) 157 (32.2) 0
Alcohol, n (%) 60 (12.4) 102 (21) 125 (25.6) 129 (26.4) 0
BMI, kg/m? 24 (22-26.2) 24.4 (22.9-27.7) 26 (23.9-28) 26.9 (24.7-30) 0
HbA1C, % 9 (7.5-10.6) 8.6 (7.3-10.2) 8.5 (7.4-10.1) 8.1 (6.7-10.4) 0
FBG, mmol/L 7.8 (6.2-10.6) 7.8 (6.0-10.0) 7.8 (6.5-10.3) 7.4 (6.0-10.8) 0.199
Insulin, pU/mL 454 (2.1-8.1) 4.9 (2.5-8.6) 55 (2.8-11.1) 7.0 (3.7-13.8) 0
CRP, mg/L 0.85 (0.49-2.16) 0.96 (0.51-2.54) 1.09 (0.53-2.43) 1.78 (0.86-3.82) 0
WBC 6 (5.1-7.4) 6.1 (5.1-7.4) 6.37 (5.5-7.6) 6.6 (5.6-8.0) 0
ACR, mg/mmoL 0.67 (0.38-1.43) 0.68 (0.4-2.19) 0.8 (0.34-38.74) 1.29 (0.47-5.82) 0
Creatinine, umol/L 54 (47.7-65.5) 61 (53-69.7) 67 (58-76.4) 71 (62-81) 0
SUA, pmol/L 206 (181-223) 268 (256-282) 319 (305-337) 410 (381-459) 0
eGFR, ml/min/1.732 105.7 (99.2-115.0) 104.3 (98.1-113.9) 105.3 (94.6-114.2) 106.1 (90.9-118.8) 0.418
SBP, mmHg 129 (120-143) 131 (120-141) 135 (126-145) 133 (126-143) 0.004
DBP, mmHg 80 (73-87) 81 (74-89) 84 (79-92) 85 (79-92) 0
MetS, n (%) 277 (57.1) 353 (72.8) 392 (80.2) 429 (87.9) 0
CAP, n (%) 275 (56.7) 258 (53.2) 244 (49.9) 238 (48.8) 0.058
c-IMT, mm 1.3 (1.1-1.3) 1.2 (1.1-1.3) 1.2 (1.1-1.3) 1.2 (1.1-1.3) 0179
TC, mmol/L 4.43 (3.8-5.1) 4.34 (3.6-5.2) 4.38 (3.8-5.1) 4.44 (3.8-5.2) 0.012
TG, mmol/L 1.26 (0.9-2.0) 1.68 (1.1-2.6) 1.88 (1.2-3.0) 2.09 (1.4-3.9) 0
HDL-C, mmol/L 1.13 (0.9-1.4) 1.03 (0.9-1.3) 0.99 (0.8-1.2) 0.95 (0.8-1.2) 0
LDL-C, mmol/L 2.69 (2.1-3.9) 251 (1.9-3.5) 2.61(2.0-3.2) 2.48 (1.8-3.1) 0.189

ACR, albumin/creatinine ratio; BMI, body mass index; c-IMT, carotid intima-media thickness; CAP, carotid artery plaques, CRP, C-reactive protein; DBP, diastolic blood pressure; DD,
duration of diabetes; eGFR, estimated glomerular filtration; FBG, fasting blood glucose; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; MetS,
metabolic syndrome; SBP, systolic blood pressure; SUA, serum uric acid; TC, total cholesterol; TG, total triglycerides; WBC, white blood cells.
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quartiles according to SUA levels. The baseline demographic and
medical characteristics for SUA quartiles are provided in
Table 1. The cut-off SUA values for Q1, Q2, Q3, and Q4 were
<242, 242-293, 293-353, and =353 umol/L, respectively. When
analyzed by quartiles of SUA levels, the patients with higher uric
acid levels were more likely to be male, smokers, drinker, and
younger (all P < 0.001). With respect to metabolic parameters,
the patients in the higher uric acid quartiles exhibited higher
levels of systolic blood pressure (SBP) and diastolic blood
pressure (DBP), BMI, CRP, creatinine, insulin, ACR, TG, and
TC than those in the lower uric acid quartiles (all P < 0.05). By
contrast, the patients with higher uric acid levels displayed
shorter duration of diabetes and lower levels of HbA1C and
HDL-C than those with lower uric acid levels (all P < 0.05).
However, no difference in c-IMT and CAP was observed between
the SUA quartile groups.

TABLE 2 | Correlation between SUA and other parameters.

Variable Correlation coefficient P value
BMI, kg/m? 0.325 0
CRP, mg/L 0.019 0.514
WBC 0.129 0
HbA1C, % -0.178 0
ACR, mg/mmoL 0.152 0
FBG, mmol/L -0.044 0.056
Creatinine, umol/L 0.292 0
eGFR, ml/min/1.73? -0.33 0
TC, mmol/L 0.105 0
TG, mmol/L 0.184 0
HDL-C, mmol/L -0.148 0
LDL-C, mmol/L 0.013 0.56
SBP, mmHg 0.092 0
DBP, mmHg 0.099 0
c-IMT, mm -0.06 0.355

All correlation coefficients were calculated after adjustment for age, gender, and diabetes
duration.

Correlation Between SUA

and Other Parameters

Partial correlation analysis revealed close correlation between
SUA levels and BMI, HbA1C, ACR, creatinine, eGFR, SBP, DBP,
TC, TG, and HDL-C among various metabolic features after
adjusting for age, gender, and duration of diabetes (Table 2).
Remarkably, SUA levels gradually increased with increasing
number of MetS components. The mean values of SUA
concentrations significantly increased for those with one, two,
three, four, and five components of MetS; the mean values were
2443 + 62.7,266.9 + 75.5,298.7 £ 92.5,322.2 + 94.3,and 337.7 +
98.2 pmol/L, respectively (P < 0.001, Figure 1A). Furthermore,
the prevalence of MetS was higher with increasing SUA quartiles;
57.10%, 72.80%, 80.20%, and 87.90% for QI, Q2, Q3, and Q4,
respectively (P < 0.001 for trend, Figure 1B).

Comparison of MetS and CAP

Between the SUA Quartile Groups

As presented in Table 3, the OR for MetS was higher with
increasing SUA quartiles after adjusting for age and gender (OR:
5.132,95% CI: 3.63-7.25, P < 0.001 for trend). In the highest uric
acid quartile, the OR was 2.91 (95% CI: 1.54-5.51, P = 0.003 for
trend) for MetS after further adjusting for alcohol drinking,
smoking, duration of diabetes, self-reported CVD, BMI, CRP,
HbAI1C, FBG, eGFR, TC, and LDL-C. A comparison of CAP
between the SUA quartile groups after adjusting for multiple
potential confounders is given in Table 3. However, no
significant differences were observed in the prevalence of CAP
across the four groups.

Association Between SUA Quartiles

and Other MetS Components

The associations of the SUA quartiles with different MetS
components in all patients with T2DM are summarized in
Table 4. After controlling for multiple confounding factors, the
SUA quartiles were found to be independently associated with
increased prevalence of hypertension in T2DM populations. The
OR for hypertension increased with increasing SUA quartiles. In

>

500+ P <0.001 for trend
400
300

200

SUA levels (nmol/L)

100

1 2 3 4 5
Number of MetS components

B

100% = P <0.001 for trend
80%
60% -1

40%

Prevalence of MetS

20% -

0% T T
QI Q2 Q3 4
SUA quartiles

FIGURE 1 | (A) Serum uric acid levels according to the number of MetS components. (B) Comparison of the prevalence of MetS among the four SUA quartile groups.
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TABLE 3 | Adjusted ORs and 95% Cls for MetS and CAP according to SUA
quartiles.

Q1 Q2 Q3 Q4 P value
OR (95% ClI)

CAP
Model 1 1 0.85(0.64-1.14) 0.90 (0.67-1.21) 1.07 (0.78-1.47)  0.408
Model2 1 0.77 (0.58-1.04) 0.82 (0.60-1.11) 0.90 (0.65-1.25) 0.332
Model3 1 0.80(0.59-1.08) 0.85(0.62-1.16) 0.97 (0.69-1.37) 0.38
Model 4 1 0.82(0.54-1.24) 0.87 (0.56-1.35) 1.07 (0.65-1.76) 0.559
MetS
Model 1* 1 2.00 (1.52-2.63) 2.94 (2.18-3.96) 5.13 (3.63-7.25) 0
Model 2¢ 1 1.96 (1.49-2.58) 2.94 (2.18-3.97) 5.17 (3.65-7.32) 0
Model 3* 1 1.41(1.01-1.97) 1.69 (1.18-2.42) 2.66 (1.77-4.01) 0
Model 4 1 2.01(1.24-3.25) 1.99 (1.17-3.37) 2.91 (1.54-5.51) 0.003

Model 1 adjusted for age and gender.

Model 2 further adjusted for alcohol drinking, smoking, duration of diabetes, hypertension,
and history of CVD.

Model 3 further adjusted for BMI.

Model 4 further adjusted for eGFR, CRP, FBG, HbA1C, TG, TC, HDL-C, and LDL-C.
Model 1* adjusted for age and gender.

Model 2* further adjusted for alcohol drinking, smoking, duration of diabetes, and history of
CVD.

Model 3* further adjusted for BMI.

Model 4* further adjusted for eGFR, CRP, FBG, HbA1C, TC, and LDL-C.

the highest SUA quartile, the OR was 2.13 (95% CI: 1.34-3.38,
P = 0.015) for hypertension. Similarly, in the highest SUA
quartile, the OR was 3.45 (95% CI: 2.25-5.28, P < 0.001) for
overweight/obesity (BMI > 25 kg/m?). Dyslipidemia was defined
as TC 2 6.2 mmol/L, or TG = 1.7 mmol/L or greater, or HDL-C <
1.03 mmol/L in men or < 1.30 mmol/L in women. In our patients
with T2DM, after controlling for confounding factors, the SUA
quartiles were still independently associated with increased
prevalence of dyslipidemia. In the highest SUA quartile, the
OR for dyslipidemia (TG = 1.7 mmol/L) was 2.71 (95% CI: 1.73-
4.25,P <0.001), and the OR for dyslipidemia (TC > 6.2 mmol/L)
was 2.51 (95% CI: 1.17-5.38, P = 0.013). However, no significant
differences were found in the prevalence of dyslipidemia (HDL-C
abnormality) across the four SUA quartile groups.

DISCUSSION

SUA levels were strongly associated with the presence of MetS
but not with the presence of carotid atherosclerosis in the
patients with T2DM. In the highest SUA quartile, the ORs
were 2.91 (95% CI: 1.54-5.51) for MetS after further adjusting

TABLE 4 | Association of SUA quartiles with MetS components.

for other atherosclerotic risk factors, such as age, gender, BMI,
eGFR, and other lipid and glycemic parameters. However, SUA
quartile was not associated with the presence of carotid artery
plaque. Furthermore, the prevalence of hypertension,
dyslipidemia, and overweight/obesity, substantially increased
across the SUA quartiles independent of potential confounders.

Many studies have evaluated the associations between uric
acid and MetS (15, 16). Consistent with the results of previous
studies (4, 10), we observed a strong relationship between SUA
and MetS. The ORs were substantially higher for MetS (OR: 2.91,
95% CI 1.54-5.51, P = 0.003 for trend) in the highest SUA
quartile than those in the lowest SUA quartile. We also observed
that SUA concentration increased with the number of MetS
components (P < 0.001 for trend). Moreover, we found that the
patients in the higher SUA quartiles had greater numbers of
MetS components than the patients in the lower SUA quartiles.
However, the underlying mechanisms of the association between
SUA and MetS remain largely unknown. Previous studies
indicated that hyperuricemia may be partially responsible for
the inflammatory process in adipose tissues and vascular
endothelial cells that will lead to a chronic low-grade
inflammation and insulin resistance in subjects with MetS (17,
18). A recent study showed that higher SUA levels present higher
levels of CRP and increased serum levels of inflammatory
cytokines, indicating that SUA may be an inductor of
subclinical inflammation (13). Consistent with this
supposition, we observed that the acute phase biomarkers,
including WBC and CRP levels, gradually increased with SUA
quartiles (P < 0.001). Therefore, given that low-grade
inflammation and insulin resistance are two major risks factors
for MetS, uric acid-induced inflammatory pathway may play an
important role in the pathogenesis of MetS. Interestingly,
previous studies have demonstrated that reducing uric acid
substantially improves systemic inflammation, endothelial
function, and peripheral vasodilator capacity (19, 20). Results
of studies from the URRAH database further strengthen the role
of uric acid in CVD, the identified cut-off values support
clinicians consider uric acid as an additional cardiovascular
risk factor (21). Thus, SUA may be a promising candidate for
risk assessment and a potential intervention target for MetS and
CVD (17).

Numerous studies have demonstrated that SUA levels are
independently associated with the presence of hypertension
(22, 23). In previous retrospective cohort study showed that
elevated SUA levels could be associated with poor blood

Qi Q2 Q3 Q4 P value
OR (95% CI)
Overweight/Obesity 1 1.56 (1.08-2.23) 2.56 (1.74-3.76) 3.45 (2.25-5.28) 0
Hypertension 1 1.40 (0.94-2.08) 1.41 (0.93-2.15) 2.13 (1.34-3.38) 0.015
Dyslipidemia (TG) 1 1.61 (1.09-2.37) 2.56 (1.70-3.85) 2.71 (1.73-4.25) 0
Dyslipidemia (TC) 1 0.71 (0.32-1.57) 1.41 (0.68-2.94) 2.51 (1.17-5.38) 0.013
Dyslipidemia (HDL-C) 1 1.45 (0.99-2.12) 1.36 (0.91-2.03) 1.52 (0.98-2.37) 0.195

Adjusted for age, sex, alcohol drinking, smoking, duration of diabetes, self-reported CVD, BMI, CRP, HbA1C, FBG, eGFR.
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pressure and diabetic control (24, 25). A recent study suggested
that uric acid has independent effects on the development of
hypertension and MetS but is not an independent risk factor for
atherosclerosis in patients with T2DM (10). Our results were in
agreement with these findings. The ORs for hypertension
increased with increasing SUA quartiles. In the highest SUA
quartile, the OR was 2.13 (95% CI: 1.34-3.38, P < 0.015) for
hypertension. Experimental studies have also suggested the
potential roles of uric acid in the pathogenesis of
hypertension. The mechanism by which uric acid causes
hypertension may be due to the inhibition of the release of
endothelial nitric oxide and the activation of the rennin-
angiotensin system, which lead to oxidative stress, endothelial
dysfunction, and smooth muscle cell proliferation, and
ultimately to elevated blood pressure (26, 27).

In the past decades, several studies have assessed the
relationship between SUA and the components of MetS in
different selected populations. Multiple clinical and
epidemiological studies have also demonstrated the strong
association among SUA and obesity, hypertension, and MetS
(28, 29). A previous study reported that the dyslipidemia
components of serum TC, TG, and LDL-C levels are positively
associated with SUA levels, whereas serum HDL-C levels are
inversely related with SUA (30). Our analysis was consistent with
these findings. A notable increase in the risk of overweight/
obesity, hypertension, and dyslipidemia was observed across the
SUA quartiles after adjusting for known potential confounders.
However, the issue of whether hyperuricemia is a downstream
result of MetS, or it may play an upstream role in MetS
development remains unclear. The Mendelian randomization
(MR) technique enables their use as instrumental variables for
testing causality by exploiting the random distribution of genetic
variants (31). An MR investigation suggested that SUA may
augment the risk of MetS by increasing blood pressure and TC
levels and lowering HDL-C levels but not by accumulating fat or
hyperglycemia. Obesity may be a causal agent for all the
components of MetS, including hyperuricemia (32).
Meanwhile, a recent study of obese adults indicated that SUA
has no apparent association with hypertension, dyslipidemia,
T2DM, and cardiovascular events (33). Thus, further
complementary studies on the causal relationship and the
potential mechanism between SUA and components of MetS
are warranted.

However, the results regarding the associations of SUA with
atherosclerosis and CVD from different studies remains
controversial (4, 34). Several clinical studies have reported that
elevated SUA levels are independent predictors of
atherosclerosis, CVD, and mortality in different populations
(5). However, other epidemiological studies have failed to
confirm such associations and argued that these relationship
are not causal but rather a result of a coexistence with other
cardiovascular risk factors, such as obesity, MetS, and chronic
kidney disease (10, 11). A recent study indicated that SUA
appears to be strongly correlated with c-IMT but not with the
prevalence of carotid plaques or aortic stiffness (26). The present
study did not observe any association between SUA and ¢-IMT

and carotid atherosclerotic plaques in T2DM populations despite
adjusting for all known confounders. Thus, these results
demonstrated that SUA may not be a risk factor for CAP and
that the association between SUA and carotid atherosclerosis is
not truly independent. Additionally, the methodological
differences and the different characteristics of study
populations might account for the discrepancies reported in
the literature and by the present study. Therefore, given that
the SUA levels were strongly associated with MetS and its
components, SUA may play an indirect role in the
pathogenesis of atherosclerosis via other CVD factors, such as
obesity, hypertension, dyslipidemia, and MetS in some
selected populations.

Owing to the cross-sectional nature of this study, it has
several limitations. The mechanisms underlying these
associations remain to be explored. The study findings are
inherently limited in the ability to eliminate causal effect
relationships between SUA and MetS. The participants of the
present study were Chinese patients with T2DM. Therefore, the
present results might not be representative of the general
population. Moreover, many cardiovascular risk factors, such
as glucose and lipid metabolic disorders, can accumulate in
patients with T2DM and might affect the role of SUA in the
development of carotid atherosclerosis and CVD.

CONCLUSION

In summary, the findings of this study strongly suggested that
SUA has independent association with the prevalence of
hypertension, obesity, dyslipidemia and MetS but not with
carotid atherosclerosis in T2DM populations. Our findings
demonstrated that the role of uric acid in atherosclerosis might
be attributed to other cardiovascular risk factors, such as MetS
and its components. Prospective studies are required to clarify
further the causal associations of SUA with MetS and carotid
atherosclerosis in patients with T2DM.

DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/supplementary material. Further inquiries can be
directed to the corresponding authors.

ETHICS STATEMENT

The studies involving human participants were reviewed
and approved by Institution Review Board of the First
Affiliated Hospital of Zhengzhou University. Written
informed consent for participation was not required for this
study in accordance with the national legislation and the
institutional requirements.

Frontiers in Endocrinology | www.frontiersin.org

June 2022 | Volume 13 | Article 890305


https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

Lietal

Uric Acid and Carotid Atherosclerosis

AUTHOR CONTRIBUTIONS

WL, YW, TL, XL, and SL contributed to the conception and
design of the study. WL, YW, SL, YZ, ML, and RL recruited the
subjects and supervised the study. WL, YW and SO analyzed the
data. WL and SL wrote the initial draft of the paper. WL, YW,
TL, XL, and SL contributed to the writing, reviewing, and
revising of the manuscript. All authors contributed to the
article and approved the submitted version.

REFERENCES

10.

11.

12.

13.

14.

. Lim DH, Lee Y, Park GM, Choi SW, Kim YG, Lee SW, et al. Serum Uric Acid

Level and Subclinical Coronary Atherosclerosis in Asymptomatic Individuals:
An Observational Cohort Study. Atherosclerosis (2019) 288:112-7. doi:
10.1016/j.atherosclerosis.2019.07.017

. LiX, Meng X, He Y, Spiliopoulou A, Timofeeva M, Wei WQ, et al. Genetically

Determined Serum Urate Levels and Cardiovascular and Other Diseases in
UK Biobank Cohort: A Phenome-Wide Mendelian Randomization Study.
PloS Med (2019) 16(10):e1002937. doi: 10.1371/journal.pmed.1002937

. Dehlin M, Jacobsson L, Roddy E. Global Epidemiology of Gout: Prevalence,

Incidence, Treatment Patterns and Risk Factors. Nat Rev Rheumatol (2020)
16(7):380-90. doi: 10.1038/s41584-020-0441-1

. LiQ, Yang Z, Lu B, Wen J, Ye Z, Chen L, et al. Serum Uric Acid Level and its

Association With Metabolic Syndrome and Carotid Atherosclerosis in
Patients With Type 2 Diabetes. Cardiovasc Diabetol (2011) 10:72. doi:
10.1186/1475-2840-10-72

. Wu SS, Kor CT, Chen TY, Liu KH, Shih KL, Su WW, et al. Relationships

Between Serum Uric Acid, Malondialdehyde Levels, and Carotid Intima-
Media Thickness in the Patients With Metabolic Syndrome. Oxid Med Cell
Longev (2019) 2019:6859757. doi: 10.1155/2019/6859757

. Johnson RJ, Bakris GL, Borghi C, Chonchol MB, Feldman D, Lanaspa MA,

et al. Hyperuricemia, Acute and Chronic Kidney Disease, Hypertension, and
Cardiovascular Disease: Report of a Scientific Workshop Organized by the
National Kidney Foundation. Am ] Kidney Dis (2018) 71(6):851-65. doi:
10.1053/j.ajkd.2017.12.009

. Mortada I. Hyperuricemia, Type 2 Diabetes Mellitus, and Hypertension: An

Emerging Association. Curr Hypertens Rep (2017) 19(9):69. doi: 10.1007/
s11906-017-0770-x

. Naqvi TZ, Lee MS. Carotid Intima-Media Thickness and Plaque in

Cardiovascular Risk Assessment. JACC Cardiovasc Imaging (2014) 7
(10):1025-38. doi: 10.1016/j,jcmg.2013.11.014

. Kopczak A, Schindler A, Bayer-Karpinska A, Koch ML, Sepp D, Zeller J, et al.

Complicated Carotid Artery Plaques as a Cause of Cryptogenic Stroke. ] Am
Coll Cardiol (2020) 76(19):2212-22. doi: 10.1016/j.jacc.2020.09.532

Li LX, Dong XH, Li MF, Zhang R, Li TT, Shen J, et al. Serum Uric Acid Levels
are Associated With Hypertension and Metabolic Syndrome But Not
Atherosclerosis in Chinese Inpatients With Type 2 Diabetes. ] Hypertens
(2015) 33(3):482-90. doi: 10.1097/HJH.0000000000000417

Li LX, Wang AP, Zhang R, Li TT, Wang JW, Bao YQ, et al. Decreased Urine
Uric Acid Excretion is an Independent Risk Factor for Chronic Kidney
Disease But Not for Carotid Atherosclerosis in Hospital-Based Patients
With Type 2 Diabetes: A Cross-Sectional Study. Cardiovasc Diabetol (2015)
14:36. doi: 10.1186/s12933-015-0199-y

Chen MY, Zhao CC, Li TT, Zhu Y, Yu TP, Bao YQ, et al. Serum Uric Acid
Levels are Associated With Obesity But Not Cardio-Cerebrovascular Events in
Chinese Inpatients With Type 2 Diabetes. Sci Rep (2017) 7:40009. doi:
10.1038/srep40009

Luis-Rodriguez D, Donate-Correa ], Martin-Nunez E, Ferri C, Tagua VG,
Perez Castro A, et al. Serum Urate is Related to Subclinical Inflammation in
Asymptomatic Hyperuricaemia. Rheumatol (Oxford) (2021) 60(1):371-9. doi:
10.1093/rheumatology/keaa425

Chen S, Wu Q, Zhu L, Zong G, Li H, Zheng H, et al. Plasma
Glycerophospholipid Profile, Erythrocyte N-3 PUFAs, and Metabolic

FUNDING

WL is funded by the National Natural Science Foundation of
China (82000831).

ACKNOWLEDGMENTS

We would like to thank the participants in this study.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Syndrome Incidence: A Prospective Study in Chinese Men and Women.
Am ] Clin Nutr (2021) 114(1):143-53. doi: 10.1093/ajcn/nqab050

Tani S, Matsuo R, Imatake K, Suzuki Y, Takahashi A, Yagi T, et al. The Serum
Uric Acid Level in Females may be a Better Indicator of Metabolic Syndrome
and its Components Than in Males in a Japanese Population. ] Cardiol (2020)
76(1):100-8. doi: 10.1016/j.jjcc.2020.01.011

Kawamoto R, Ninomiya D, Kasai Y, Senzaki K, Kusunoki T, Ohtsuka N, et al.
Baseline and Changes in Serum Uric Acid Independently Predict 11-Year
Incidence of Metabolic Syndrome Among Community-Dwelling Women. J
Endocrinol Invest (2018) 41(8):959-68. doi: 10.1007/s40618-017-0822-8
Richette P, Perez-Ruiz F, Doherty M, Jansen TL, Nuki G, Pascual E, et al.
Improving Cardiovascular and Renal Outcomes in Gout: What Should We
Target? Nat Rev Rheumatol (2014) 10(11):654-61. doi: 10.1038/
nrrheum.2014.124

Maruhashi T, Hisatome I, Kihara Y, Higashi Y. Hyperuricemia and
Endothelial Function: From Molecular Background to Clinical Perspectives.
Atherosclerosis (2018) 278:226-31. doi: 10.1016/j.atherosclerosis.2018.10.007
Lu J, Sun M, Wu X, Yuan X, Liu Z, Qu X, et al. Urate-Lowering Therapy
Alleviates Atherosclerosis Inflammatory Response Factors and Neointimal
Lesions in a Mouse Model of Induced Carotid Atherosclerosis. FEBS J (2019)
286(7):1346-59. doi: 10.1111/febs.14768

Jayachandran M, Qu S. Harnessing Hyperuricemia to Atherosclerosis and
Understanding its Mechanistic Dependence. Med Res Rev (2021) 41(1):616—
29. doi: 10.1002/med.21742

Del Pinto R, Viazzi F, Pontremoli R, Ferri C, Carubbi F, Russo E. The URRAH
Study. Panminerva Med (2021) 63(4):416-23. doi: 10.23736/S0031-0808.21.04357-3
Bjornstad P, Laffel L, Lynch J, El Ghormli L, Weinstock RS, Tollefsen SE, et al.
Elevated Serum Uric Acid Is Associated With Greater Risk for Hypertension
and Diabetic Kidney Diseases in Obese Adolescents With Type 2 Diabetes: An
Observational Analysis From the Treatment Options for Type 2 Diabetes in
Adolescents and Youth (TODAY) Study. Diabetes Care (2019) 42(6):1120-8.
doi: 10.2337/dc18-2147

Wei F, Sun N, Cai C, Feng S, Tian J, Shi W, et al. Associations Between Serum
Uric Acid and the Incidence of Hypertension: A Chinese Senior Dynamic
Cohort Study. J Transl Med (2016) 14(1):110. doi: 10.1186/s12967-016-0866-0
Aktas G, Khalid A, Kurtkulagi O, Duman TT, Bilgin S, Kahveci G, et al. Poorly
Controlled Hypertension is Associated With Elevated Serum Uric Acid to
HDL-Cholesterol Ratio: A Cross-Sectional Cohort Study. Postgrad Med
(2022) 134(3):297-302. doi: 10.1080/00325481.2022.2039007

Aktas G, Kocak MZ, Bilgin S, Atak BM, Duman TT, Kurtkulagi O. Uric Acid
to HDL Cholesterol Ratio is a Strong Predictor of Diabetic Control in Men
With Type 2 Diabetes Mellitus. Aging Male (2020) 23(5):1098-102.
doi: 10.1080/13685538.2019.1678126

Cicero AF, Salvi P, D'Addato S, Rosticci M, Borghi C. Brisighella Heart Study
G. Association Between Serum Uric Acid, Hypertension, Vascular Stiffness
and Subclinical Atherosclerosis: Data From the Brisighella Heart Study.
] Hypertens (2014) 32(1):57-64. doi: 10.1097/HJH.0b013e328365b916

Wu AH, Gladden JD, Ahmed M, Ahmed A, Filippatos G. Relation of Serum
Uric Acid to Cardiovascular Disease. Int | Cardiol (2016) 213:4-7.
doi: 10.1016/j.ijcard.2015.08.110

Liu F, Hui S, Hidru TH, Jiang Y, Zhang Y, Lu Y, et al. The Prevalence,
Distribution, and Extent of Subclinical Atherosclerosis and Its Relation With
Serum Uric Acid in Hypertension Population. Front Cardiovasc Med (2021)
8:638992. doi: 10.3389/fcvm.2021.638992

Frontiers in Endocrinology | www.frontiersin.org

June 2022 | Volume 13 | Article 890305


https://doi.org/10.1016/j.atherosclerosis.2019.07.017
https://doi.org/10.1371/journal.pmed.1002937
https://doi.org/10.1038/s41584-020-0441-1
https://doi.org/10.1186/1475-2840-10-72
https://doi.org/10.1155/2019/6859757
https://doi.org/10.1053/j.ajkd.2017.12.009
https://doi.org/10.1007/s11906-017-0770-x
https://doi.org/10.1007/s11906-017-0770-x
https://doi.org/10.1016/j.jcmg.2013.11.014
https://doi.org/10.1016/j.jacc.2020.09.532
https://doi.org/10.1097/HJH.0000000000000417
https://doi.org/10.1186/s12933-015-0199-y
https://doi.org/10.1038/srep40009
https://doi.org/10.1093/rheumatology/keaa425
https://doi.org/10.1093/ajcn/nqab050
https://doi.org/10.1016/j.jjcc.2020.01.011
https://doi.org/10.1007/s40618-017-0822-8
https://doi.org/10.1038/nrrheum.2014.124
https://doi.org/10.1038/nrrheum.2014.124
https://doi.org/10.1016/j.atherosclerosis.2018.10.007
https://doi.org/10.1111/febs.14768
https://doi.org/10.1002/med.21742
https://doi.org/10.23736/S0031-0808.21.04357-3
https://doi.org/10.2337/dc18-2147
https://doi.org/10.1186/s12967-016-0866-0
https://doi.org/10.1080/00325481.2022.2039007
https://doi.org/10.1080/13685538.2019.1678126
https://doi.org/10.1097/HJH.0b013e328365b916
https://doi.org/10.1016/j.ijcard.2015.08.110
https://doi.org/10.3389/fcvm.2021.638992
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

Lietal

Uric Acid and Carotid Atherosclerosis

29.

30.

31.

32.

33.

34.

Cicero AFG, Fogacci F, Giovannini M, Grandi E, Rosticci M, D'Addato S, et al.
Serum Uric Acid Predicts Incident Metabolic Syndrome in the Elderly in an
Analysis of the Brisighella Heart Study. Sci Rep (2018) 8(1):11529. doi:
10.1038/s41598-018-29955-w

Son M, Seo J, Yang S. Association Between Dyslipidemia and Serum Uric Acid
Levels in Korean Adults: Korea National Health and Nutrition Examination
Survey 2016-2017. PloS One (2020) 15(2):e0228684. doi: 10.1371/
journal.pone.0228684

Sekula P, Del Greco MF, Pattaro C, Kottgen A. Mendelian Randomization as
an Approach to Assess Causality Using Observational Data. ] Am Soc Nephrol
(2016) 27(11):3253-65. doi: 10.1681/ASN.2016010098

Biradar MI, Chiang KM, Yang HC, Huang YT, Pan WH. The Causal Role of
Elevated Uric Acid and Waist Circumference on the Risk of Metabolic
Syndrome Components. Int J Obes (Lond) (2020) 44(4):865-74.
doi: 10.1038/541366-019-0487-9

Li L, Song Q, Yang X. Lack of Associations Between Elevated Serum Uric Acid
and Components of Metabolic Syndrome Such as Hypertension,
Dyslipidemia, and T2DM in Overweight and Obese Chinese Adults.
] Diabetes Res (2019) 2019:3175418. doi: 10.1155/2019/3175418

Drivelegka P, Forsblad-d'’Elia H, Angeras O, Bergstrom G, Schmidt C,
Jacobsson LTH, et al. Association Between Serum Level of Urate and

Subclinical Atherosclerosis: Results From the SCAPIS Pilot. Arthritis Res
Ther (2020) 22(1):37. doi: 10.1186/s13075-020-2119-0

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Li, Wang, Ouyang, Li, Liu, Zhang, Liu, Li and Liu. This is an open-
access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply with
these terms.

Frontiers in Endocrinology | www.frontiersin.org

June 2022 | Volume 13 | Article 890305


https://doi.org/10.1038/s41598-018-29955-w
https://doi.org/10.1371/journal.pone.0228684
https://doi.org/10.1371/journal.pone.0228684
https://doi.org/10.1681/ASN.2016010098
https://doi.org/10.1038/s41366-019-0487-9
https://doi.org/10.1155/2019/3175418
https://doi.org/10.1186/s13075-020-2119-0
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

	Association Between Serum Uric Acid Level and Carotid Atherosclerosis and Metabolic Syndrome in Patients With Type 2 Diabetes Mellitus
	Background
	Methods
	Study Subjects
	Laboratory Measurements
	Assessment of CAP and c-IMT
	Definition of MetS
	Statistical Analysis

	Results
	Characteristics of the Participants According to SUA Quartiles
	Correlation Between SUA and Other Parameters
	Comparison of MetS and CAP Between the SUA Quartile Groups
	Association Between SUA Quartiles and Other MetS Components

	Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


