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Elevated serum uric acid (SUA) level is known to be a prognostic factor in patients with acute coronary syndrome (ACS). However,
the correlation between SUA level and coronary plaque instability has not been fully evaluated. The aim of this study was to
investigate the association between SUA level and plaque instability of nonculprit lesions in patients with ACS using optical
coherence tomography. A total of 150 patients with ACS who underwent 3-vessel optical coherence tomography were selected.
Patients were classified into 3 groups according to tertiles of SUA level. There was a trend towards a thinner fibrous cap (0.15
± 0.06 versus 0.07 ± 0.01 versus 0.04 ± 0.01mm2, 𝑝 < 0.001) and a wider mean lipid arc (169.41 ± 33.16 versus 177.22 ± 37.76
versus 222.43 ± 47.65∘, 𝑝 < 0.001) with increasing SUA tertile. The plaques of the high and intermediate tertile groups had a
smaller minimum lumen area than the low tertile group (6.02 ± 1.11 versus 5.38 ± 1.28mm2, 𝑝 < 0.001). In addition, thin-cap
fibroatheromas, microvessels, macrophages, and cholesterol crystals were more frequent in the high tertile group than the low and
intermediate groups. Multivariate analysis showed SUA level to be a predictor of plaque instability.

1. Introduction

Several epidemiological studies showed that increased levels
of serum uric acid (SUA), the main end product of purine
metabolism, are associated with cardiovascular diseases [1].
Elevated levels of uric acid are independent predictors of 1-
year mortality across the whole spectrum of patients with
acute coronary syndromes (ACSs), treatedwith percutaneous
coronary intervention [2]. It has been found that increased
SUA is associated with endothelial dysfunction [3], antipro-
liferative effects, high oxidative stress, generation of free rad-
icals, and thrombus formation, all promoting atherosclerosis
and its sequelae. Although the possibility of an association
between elevated SUA level and cardiovascular disease has
been recognized for 130 years [4, 5], the role of SUA levels as
a risk factor or a risk marker for nonculprit plaque instability
remains debated. The effect of hyperuricemia on coronary
atherosclerosis, evaluated using intravascular ultrasound
(IVUS) or coronary computed tomographic angiography,
has been reported, and it has been stated that SUA levels

are associated with coronary plaque components on IVUS
[6–8]. There is no clinical study investigating the effects
of SUA levels on nonculprit plaque instability by optical
coherence tomography (OCT). Intracoronary OCT is an
emerging technology that enables cross-sectional vascular
imaging with approximately 10–20 𝜇m resolution. The rel-
atively high resolution of OCT makes it a powerful tool
for both quantitative plaque analysis and qualitative plaque
characterization [9, 10]. OCT can provide detailed in vivo
information on atherosclerotic plaques inside vessels, includ-
ing tissue characteristics and fibrous-cap thickness. Thus,
the objective of our study was to investigate the correlation
between SUA level and the stability of nonculprit plaques in
patients with ACS.

2. Methods

2.1. Ethics Statement. The present study was approved by the
Research Ethics Committee of the Second Affiliated Hospital
of Harbin Medical University, China. Data analysis was
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blinded to the patients’ identification information; therefore,
no informed consent was required.

2.2. Patients and Study Design. We identified 150 patients
admitted with the diagnosis of ACS who underwent 3-vessel
OCT examinations at the 2nd Affiliated Hospital of Harbin
Medical University (Harbin, China) between August 2007
and December 2010. All nonculprit or nontarget lesions
with >30% diameter stenosis on coronary angiogram were
analyzed. The major criteria for exclusion were cardiogenic
shock, congestive heart failure, chronic total occlusion,
left main coronary artery disease, renal failure, antihyper-
uricemic agent use before admission, hemodialysis, no stent
implantation, emergent surgery or mechanical support (e.g.,
extracorporeal membrane oxygenation), cardiopulmonary
arrest, in-hospital adverse events, and a target lesion in the
stented segment. Patients who had no analyzable nonculprit
plaque (plaque burden > 20% and at least 5mm length)
were also excluded. Four patients were excluded due to poor
image quality. Included patients were classified into 3 groups
according to tertiles of SUA level.

ACS included ST-elevation-myocardial infarction (STEM-
I), non-STEMI, and unstable angina (UA). STEMI was
defined as continuous chest pain >30min, ST-segment ele-
vation > 0.1mV in ≥2 contiguous leads or new left bundle-
branch block on electrocardiogram, and elevated cardiac
markers. Non-STEMI was defined as ischemic symptoms
with elevated cardiac markers (troponin T/I or creatine
kinase-MB) but without ST-segment elevation on 12-lead
electrocardiogram. Unstable angina was defined as rest, new-
onset, or accelerating angina. Nonculprit lesions were defined
as plaques viewed on an angiogram that had not been treated.
Each plaque was separated by at least 5mm from the edge of
any other plaque or implanted stent edge.

2.3. OCT Images and Analysis. Images were acquired using
a commercially available frequency domain (C7XR OCT
Intravascular Imaging System, St. Jude Medical, St. Paul,
MN, USA) or time domain (M2/M3 Cardiology Imaging
System, Light Lab Imaging, Inc., Westford, MA, USA) OCT
system. The intracoronary OCT imaging technique has been
described previously [11]. In brief, in the frequency domain
OCT system, a 2.7 F OCT imaging catheter (Dragonfly, Light
Lab Imaging, Inc.) is advanced distal to the lesion, and
automated pullback is initiated in concordance with blood
clearance by the injection of contrast media or dextran. In
the time domain OCT system, an occlusion balloon (Helios,
Light Lab Imaging, Inc.) is inflated proximal to the lesion at
0.4 to 0.6 atm during image acquisition. The imaging wire is
automatically pulled back from a distal to a proximal position
at a rate of 1.0 to 3.0mm/s, and saline is continuously infused
from the tip of the occlusion balloon. Any discordance
between the two independent reviewers was resolved by
consensus.

Assessment of atherosclerosis included a determination
of the presence of lipids and microstructure in the plaque
(Figure 1). Fibrous plaques were identified as homogenous
signal-rich areas. Lipid plaques were defined as signal-poor
regions with diffuse borders [10, 12, 13]. When lipid was

present in≥90∘ in any of the cross-sectional imageswithin the
plaque, it was considered to be a lipid-rich plaque [13–16]. In
lipid-rich plaques, lipid arcwasmeasured at every 1mm inter-
val throughout the entire length of each lesion and the mean
of the values was determined. Lipid length was alsomeasured
on longitudinal view. Lipid volume index was defined as
the averaged lipid arc multiplied by lipid length. Fibrous-
cap thickness of the lipid plaque was measured three times
at its thinnest part, and the values were averaged [11]. Thin-
cap fibroatheroma (TCFA) was defined as a plaque with >90∘
maximum lipid arc and cap thickness < 65 𝜇m. Macrophage
accumulationwas defined as increased signal intensity within
a lesion, accompanied by high signal attenuation casting a
heterogeneous shadow [17]. A microvessel was defined as
a sharply delineated signal-poor void with a diameter of
50–300 𝜇m, which was not connected to the vessel lumen
and was noted on >3 consecutive frames [18]. Cholesterol
crystals were defined as thin, linear regions of high intensity
within the plaque [19].The length of lipid pool was measured
as consecutive longitudinal length of lipid pool at culprit
plaque assessed by OCT (Figure 2), as reported previously
[20].

2.4. Statistical Analysis. Quantitative variables are expressed
as mean value ± standard deviation, and qualitative variables
are expressed as total number and percentage. The inde-
pendent two-sample 𝑡-test or one-way analysis of variance
(ANOVA) with post hoc Student-Newmen-Keuls test was
used to assess the differences between multiple sets of data.
Categorical variables were also compared using the chi-
square or Fisher’s exact test. Univariate and multivariate
logistic regression analyses were used to identify independent
predictors of plaque instability. Statistical significance was
indicated when a two-sided 𝑝 value was <0.05. All statistical
analyses were performed using SPSS version 19.0 (SPSS Inc.,
Chicago, IL, USA).

3. Results

3.1. Clinical Characteristics. Tertiles of SUA level were as
follows: low tertile, <258𝜇mol/L; intermediate tertile, 258
to 375𝜇mol/L; and high tertile, >375 𝜇mol/L. The clinical
characteristics of the three groups are summarized in Table 1.
There were no significant differences in the prevalence
of age, hypertension, diabetes mellitus, dyslipidemia, and
current smoking among the three groups. There were also
no significant differences in the levels of creatinine, low
density lipoprotein, high density lipoprotein, TG, and TC.
However, there was a significant difference in the level of
high-sensitivity C-reactive protein. The prevalence of males
was higher in the intermediate tertile group than in the low
tertile group.

3.2. OCT Findings. Plaque-based comparison of OCT find-
ings in the groups with different SUA levels is shown in
Table 2.There were no significant differences in plaque length
and lipid length among the three groups. Compared with
plaques of patients with different SUA levels, those of patients
with higher SUA levels had a thinner fibrous cap and a wider
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Figure 1: OCT findings related to atherosclerosis included a determination of the presence of lipids and microstructure in the plaque. (a)
Normal vessel with 3 layers. (b) Microvessels (white arrow). (c) TCFA (cap thickness, <65𝜇m). (d) Macrophages are identified as a bright
spot region in the context of thin-cap fibroatheroma. (e) Cholesterol crystal (white arrow).
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Table 1: Baseline characteristics.

Variable
Tertile

𝑝 valueLow
(𝑛 = 37)

Intermediate
(𝑛 = 76)

High
(𝑛 = 37)

Men (%) 20 (54.05)∗ 57 (75.00) 31 (83.78) 0.013
Age (years) 65.12 ± 10.03 65.24 ± 10.07 64.96 ± 9.98 0.77
hs-CRP (mg/L) 3.53 ± 0.31∗ 6.46 ± 0.87# 12.17 ± 1.37△ <0.001
Hypertension 27 (72.97) 45 (59.21) 26 (70.27) 0.49
Diabetes mellitus 15 (40.54) 20 (26.31) 12 (32.43) 0.59
Dyslipidemia 23 (62.16) 53 (69.73) 26 (70.27) 0.68
Current smoker 14 (37.83) 31 (40.79) 15 (40.54) 0.95
STEMI 9 (24.32) 22 (28.95) 13 (35.14) 0.59
NSTEMI 7 (18.92) 13 (17.11) 8 (21.62) 0.85
Unstable angina 21 (56.76) 41 (53.95) 16 (43.24) 0.45
Cr (𝜇mol/L) 83.96 ± 19.34 85.66 ± 20.34 86.38 ± 22.15 0.78
Serum uric acid
(𝜇mol/L) 223.65 ± 39.76∗ 323.58 ± 33.37# 440.42 ± 59.93△ <0.001

LDL (mmol/L) 2.95 ± 0.60 2.89 ± 0.54 2.93 ± 0.59 0.41
HDL (mmol/L) 0.82 ± 0.13 0.78 ± 0.12 0.81 ± 0.14 0.57
TG (mmol/L) 1.41 ± 0.23 1.42 ± 0.25 1.40 ± 0.21 0.89
TC (mmol/L) 4.73 ± 1.10 4.78 ± 1.00 4.83 ± 1.18 0.92
Allopurinol 0 3 7 NA
Febuxostat 0 0 3 NA
∗Significance between low tertile group and intermediate tertile group; #significance between intermediate tertile group and high tertile group; △significance
between low tertile group and high tertile group.

�e length of lipid pool

Figure 2: Longitudinal extent of lipid pool assessed by optical coher-
ence tomography (OCT). The length of lipid pool was measured as
the consecutive longitudinal length of lipid pool at culprit plaque
assessed by OCT.

mean lipid arc. The plaques of the high and intermediate ter-
tile groups had a smaller minimum lumen area than the low
tertile group. In addition, TCFA, microvessels, macrophage,
and cholesterol crystals weremore frequent in the high tertile
group than the low and intermediate tertile groups.

Correlations between OCT findings and SUA levels are
shown in Table 3. There was no correlation of plaque
length and lipid length with SUA levels. On the other hand,
SUA levels correlated significantly with mean lipid arc and
inversely correlated with minimum lumen area and fibrous-
cap thickness.

In univariate and multivariate regression analyses, SUA
was significantly associated with plaque instability (Table 4).

4. Discussion

To the best of our knowledge, this is the first study inves-
tigating the association between SUA level and coronary
plaque characteristics in nonculprit lesions in patients with
ACS using 3-vessel OCT imaging. OCT provided accurate
measurements of coronary lumen with excellent intraob-
server reproducibility. Otherwise, OCT is able to clearly
differentiate plaque components such as intimal hyperplasia,
lipid, or calcium accumulation in coronary arteries and
also visualize fine structural changes in coronary arterial
walls. The present study showed that SUA levels corre-
lated significantly with mean lipid arc and inversely corre-
lated with minimum lumen area and fibrous-cap thickness.
After adjustment for confounding factors, higher SUA levels
were independently associated with plaque instability. In
our study, SUA level was a possible surrogate marker of
vulnerable plaques in nonculprit lesions of patients with
ACS.

A consistent number of preclinical and clinical studies
demonstrated that elevated SUA level is associated with
CAD development [21–26]. Uric acid could contribute to
CAD development through several mechanisms: vasocon-
striction, inflammation, oxidative stress, and endothelial
dysfunction. Recent studies show that uric acid stimulates
chemokines, such as monocyte chemoattractant protein-
1 (MCP-1), and inflammatory markers, such as high-
sensitivity C-reactive protein, white blood cells, interleukin-
1, interleukin-6, interleukin-10, interleukin-18, endothelin-1,
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Table 2: Quantitative and qualitative optical coherence tomography findings on plaques stability.

Variable Tertile
𝑝 value

Low Intermediate High
OCT quantitative data

Minimum lumen area, mm2 6.02 ± 1.11∗ 5.02 ± 1.46 5.38 ± 1.28△ <0.001
Fibrous-cap thickness, mm 0.15 ± 0.06∗ 0.07 ± 0.01# 0.04 ± 0.01△ <0.001
Plaque length, mm 16.03 ± 8.37 15.61 ± 7.51 15.62 ± 7.09 0.915
Mean lipid arc (∘) 169.41 ± 33.16∗ 177.22 ± 37.76# 222.43 ± 47.65△ <0.001
Lipid length, mm 10.47 ± 7.27 11.10 ± 7.50 11.28 ± 7.12 0.608

OCT qualitative data, 𝑛 (%)
TCFA 19 (24.36) 43 (27.56)# 33 (42.30)△ 0.028
Microvessel 21 (26.92) 51 (32.69)# 10 (12.82)△ 0.005
Macrophage 17 (21.79) 46 (29.49)# 37 (47.43)△ 0.002
Cholesterol crystal 23 (29.49) 49 (31.41)# 45 (57.69)△ <0.001

∗Significance between low tertile group and intermediate tertile group; #significance between intermediate tertile group and high tertile group; △significance
between low tertile group and high tertile group.

Table 3: Correlations between OCT findings and serum uric acid.

OCT data 𝑟 𝑝 value
Minimum lumen area −0.11 0.04
Fibrous-cap thickness −0.84 <0.001
Plaque length 0.009 0.87
Mean lipid arc 0.79 <0.001
Lipid length 0.06 0.28

and tumor necrosis factor-alpha, all contributing to CAD
[27].

SUA level is significantly associated with the number
of diseased vessels. SUA is an independent risk factor for
multivessel disease by univariate analysis. High levels of
SUA correlate with the severity of CAD in nondiabetic,
nonhypertensive patients with ACS [28].

The overall risk of cardiovascular mortality has been
shown to increase by 12% for each increase of 1mg/dl in
SUA level, and hyperuricemia increases the risk of death in
women, as recently confirmed by a cross-sectional retrospec-
tive study of 607 premenopausal women [29]. The National
Health and Nutrition Survey III (NHANES III) evaluated
over 16,000 patients and concluded that SUA level in excess
of 6mg/dl is an independent risk factor for CAD [30, 31].
Kaya et al. demonstrated higher rates of in hospital and
long-term major adverse cardiovascular events in patients
with ST-segment elevation MI with high SUA level than
in those with low SUA level [32]. Cardiovascular mortality,
reinfarction, target vessel revascularization, and severe heart
failure were observed more frequently in the high SUA
group.

There is little information about the association between
SUA level and coronary plaque characteristics [8, 33]. Ele-
vated SUA level has been reported to be a predictor of poor
coronary blood flow after primary PCI [34, 35]. No-reflow
or slow-flow phenomenon occurs in patients with greater
lipid content of coronary plaques [36, 37]. Using IB-IVUS,
elevated SUA level has been associated with greater lipid

content of coronary plaques in patients with ACS than in
patients with normal levels, and increased SUA levels were
associated with larger lipid content plaques in both genders
[6, 7].

In clinical study, it is still unknown whether lowering
SUA levels will provide stabilizing effect on coronary plaque.
However, elevated SUA levels were associated with higher
instability of plaque. So lowering SUA may be beneficial
for secondary prevention in patients with acute coronary
syndromes.

5. Limitations

There are some limitations to the present study. First,
the number of patients was relatively small. Second, clin-
ical information of long-term outcomes was not available,
although elevated SUA level was suggested as an indicator
of greater lipid content of coronary plaques. Third, we only
analyzed plaques that were proximal to the culprit lesion.
This made the studied segment shorter but the vessel size
relatively uniform. Vessel size correlates with lipid content
of the coronary plaque; this is why we evaluated nonculprit
plaques at the segment proximal to the culprit lesion.

6. Conclusions

The present study showed that elevated SUA level is associ-
atedwith greater lipid content of nonculprit coronary plaques
in patients with ACS, and SUA level is a possible surrogate
marker based on OCT.
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Table 4: Univariate and multivariate logistic analyses for plaques stability.

Univariate Multivariate
OR (95% CI) 𝑝 value OR (95% CI) 𝑝 value

Men 1.58 (0.94–2.67) 0.087 1.16 (0.65–2.06) 0.615
Smoker 0.80 (0.50–1.29) 0.36 0.72 (0.43–1.20) 0.206
Cr 0.99 (0.98–1.01) 0.933 1.00 (0.99–1.01) 0.963
LDL 1.25 (0.82–1.90) 0.307 1.32 (0.84–2.06) 0.227
Serum uric acid 1.10 (1.01–1.21) <0.001 1.052 (1.029–1.076) 0.003
hs-CRP 1.20 (1.10–1.31) <0.001 0.98 (0.83–1.14) 0.751

Acknowledgments

This work was supported by the National Natural Science
Foundation of China (Grant no. 81330033 to Bo Yu).

References

[1] B. F. Culleton, M. G. Larson,W. B. Kannel, and D. Levy, “Serum
uric acid and risk for cardiovascular disease and death: the
Framingham heart study,” Annals of Internal Medicine, vol. 131,
no. 1, pp. 7–13, 1999.

[2] G. Ndrepepa, S. Braun, H.-U. Haase et al., “Prognostic value of
uric acid in patients with acute coronary syndromes,”American
Journal of Cardiology, vol. 109, no. 9, pp. 1260–1265, 2012.

[3] M. N. Diaz, B. Frei, J. A. Vita, and J. F. Keaney Jr., “Antioxidants
and atherosclerotic heart disease,” The New England Journal of
Medicine, vol. 337, no. 6, pp. 408–416, 1997.

[4] F. A. Mahomed, “On chronic bright’s disease, and its essential
symptoms,”The Lancet, vol. 113, no. 2899, pp. 399–401, 1879.

[5] A. Haig, “On uric acid and arterial tension,” British Medical
Journal, vol. 1, no. 1467, pp. 288–291, 1889.

[6] Y. Saito, T. Nakayama, K. Sugimoto, Y. Fujimoto, and Y.
Kobayashi, “Relation of lipid content of coronary plaque to level
of serum uric acid,”American Journal of Cardiology, vol. 116, no.
9, pp. 1346–1350, 2015.

[7] K. Ando, H. Takahashi, T. Watanabe et al., “Impact of serum
uric acid levels on coronary plaque stability evaluated using
integrated backscatter intravascular ultrasound in patients with
coronary artery disease,” Journal of Atherosclerosis and Throm-
bosis, vol. 23, no. 8, pp. 932–939, 2016.

[8] E. B. Kaya, H. Yorgun, U. Canpolat et al., “Serum uric acid levels
predict the severity andmorphology of coronary atherosclerosis
detected bymultidetector computed tomography,”Atherosclero-
sis, vol. 213, no. 1, pp. 178–183, 2010.

[9] L. Di Vito, J. H. Yoon, K. Kato et al., “Comprehensive overview
of definitions for optical coherence tomography-based plaque
and stent analyses,” Coronary Artery Disease, vol. 25, no. 2, pp.
172–185, 2014.

[10] F. Prati, E. Regar, G. S.Mintz et al., “Expert review document on
methodology, terminology, and clinical applications of optical
coherence tomography: Physical principles, methodology of
image acquisition, and clinical application for assessment of
coronary arteries and atherosclerosis,” European Heart Journal,
vol. 31, no. 4, pp. 401–415, 2010.

[11] K. Kato, T. Yonetsu, S.-J. Kim et al., “Nonculprit plaques in
patients with acute coronary syndromes have more vulner-
able features compared with those with non-acute coronary
syndromes a 3-vessel optical coherence tomography study,”

Circulation: Cardiovascular Imaging, vol. 5, no. 4, pp. 433–440,
2012.

[12] H. Yabushita, B. E. Bouma, S. L. Houser et al., “Characterization
of human atherosclerosis by optical coherence tomography,”
Circulation, vol. 106, no. 13, pp. 1640–1645, 2002.

[13] I.-K. Jang, G. J. Tearney, B. MacNeill et al., “In vivo charac-
terization of coronary atherosclerotic plaque by use of optical
coherence tomography,” Circulation, vol. 111, no. 12, pp. 1551–
1555, 2005.

[14] T. Kubo, T. Imanishi, S. Takarada et al., “Assessment of culprit
lesion morphology in acute myocardial infarction: ability of
optical coherence tomography compared with intravascular
ultrasound and coronary angioscopy,” JACC: Journal of the
American College of Cardiology, vol. 50, no. 10, pp. 933–939,
2007.

[15] K. Fujii, D. Kawasaki, M. Masutani et al., “OCT Assessment
of Thin-Cap Fibroatheroma Distribution in Native Coronary
Arteries,” JACC: Cardiovascular Imaging, vol. 3, no. 2, pp. 168–
175, 2010.

[16] T. Lee, T. Yonetsu, K. Koura et al., “Impact of coronary
plaque morphology assessed by optical coherence tomography
on cardiac troponin elevation in patients with elective stent
implantation,” Circulation: Cardiovascular Interventions, vol. 4,
no. 4, pp. 378–386, 2011.

[17] B. D. MacNeill, I.-K. Jang, B. E. Bouma et al., “Focal and multi-
focal plaque macrophage distributions in patients with acute
and stable presentations of coronary artery disease,” Journal of
the American College of Cardiology, vol. 44, no. 5, pp. 972–979,
2004.

[18] A. S. Bharadwaj, Y. Vengrenyuk, T. Yoshimura et al., “Mul-
timodality Intravascular Imaging to Evaluate Sex Differences
in Plaque Morphology in Stable CAD,” JACC: Cardiovascular
Imaging, vol. 9, no. 4, pp. 400–407, 2016.

[19] G. J. Tearney, E. Regar, T. Akasaka et al., “Consensus standards
for acquisition, measurement, and reporting of intravascular
optical coherence tomography studies: a report from the Inter-
national Working Group for Intravascular Optical Coherence
Tomography Standardization and Validation,” Journal of the
American College of Cardiology, vol. 59, no. 12, pp. 1058–1072,
2012.

[20] H. Ikenaga, M. Ishihara, I. Inoue et al., “Longitudinal extent of
lipid pool assessed by optical coherence tomography predicts
microvascular no-reflow after primary percutaneous coronary
intervention for ST-segment elevation myocardial infarction,”
Journal of Cardiology, vol. 62, no. 2, pp. 71–76, 2013.

[21] M. M. Gertler, S. M. Garn, and S. A. Levine, “Serum uric acid
in relation to age and physique in health and in coronary heart
disease,”Annals of InternalMedicine, vol. 34, no. 6, pp. 1421–1431,
1951.



BioMed Research International 7

[22] O. Sinan Deveci, G. Kabakci, S. Okutucu et al., “The association
between serum uric acid level and coronary artery disease,”
International Journal of Clinical Practice, vol. 64, no. 7, pp. 900–
907, 2010.

[23] M. J. Bos, P. J. Koudstaal, A. Hofman, J. C. M. Witteman, and
M. M. B. Breteler, “Uric acid is a risk factor for myocardial
infarction and stroke: The Rotterdam Study,” Stroke, vol. 37, no.
6, pp. 1503–1507, 2006.

[24] I. Holme, A. H. Aastveit, N. Hammar, I. Jungner, and G.
Walldius, “Uric acid and risk of myocardial infarction, stroke
and congestive heart failure in 417 734 men and women in the
Apolipoprotein MOrtality RISk study (AMORIS),” Journal of
Internal Medicine, vol. 266, no. 6, pp. 558–570, 2009.

[25] G. Zhao, L. Huang, M. Song, and Y. Song, “Baseline serum uric
acid level as a predictor of cardiovascular disease related mor-
tality and all-cause mortality: A meta-analysis of prospective
studies,” Atherosclerosis, vol. 231, no. 1, pp. 61–68, 2013.

[26] F. Braga, S. Pasqualetti, S. Ferraro, and M. Panteghini, “Hyper-
uricemia as risk factor for coronary heart disease incidence and
mortality in the general population: a systematic review and
meta-analysis,” Clinical Chemistry and Laboratory Medicine,
vol. 54, no. 1, pp. 7–15, 2016.

[27] C. Ruggiero, A. Cherubini, A. Ble et al., “Uric acid and inflam-
matory markers,” European Heart Journal, vol. 27, no. 10, pp.
1174–1181, 2006.

[28] M. Duran, N. Kalay, M. Akpek et al., “High levels of serum uric
acid predict severity of coronary artery disease in patients with
acute coronary syndrome,” Angiology, vol. 63, no. 6, pp. 448–
452, 2012.

[29] J.-W. Zhang, L.-J. He, S.-J. Cao, Q. Yang, S.-W. Yang, and Y.-
J. Zhou, “Association of serum uric acid and coronary artery
disease in premenopausal women,” PLoS ONE, vol. 9, no. 9,
Article ID e106130, 2014.

[30] H. J. Ward, “Uric acid as an independent risk factor in the
treatment of hypertension,” The Lancet, vol. 352, no. 9129, pp.
670-671, 1998.

[31] L. V. Franse, M. Pahor, M. D. Bari et al., “Serum uric acid,
diuretic treatment and risk of cardiovascular events in the
Systolic Hypertension in the Elderly Program (SHEP),” Journal
of Hypertension, vol. 18, no. 8, pp. 1149–1154, 2000.

[32] M. G. Kaya, H. Uyarel, M. Akpek et al., “Prognostic value of
uric acid in patients with ST-elevated myocardial infarction
undergoing primary coronary intervention,” American Journal
of Cardiology, vol. 109, no. 4, pp. 486–491, 2012.

[33] T. Nozue, S. Yamamoto, S. Tohyama et al., “Correlations
between serum uric acid and coronary atherosclerosis before
and during statin therapy,” Coronary Artery Disease, vol. 25, no.
4, pp. 343–348, 2014.

[34] M. Akpek, M. G. Kaya, H. Uyarel et al., “The association of
serum uric acid levels on coronary flow in patients with STEMI
undergoing primary PCI,” Atherosclerosis, vol. 219, no. 1, pp.
334–341, 2011.

[35] I. Morishima, T. Sone, K. Okumura et al., “Angiographic
no-reflow phenomenon as a predictor of adverse long-term
outcome in patients treated with percutaneous transluminal
coronary angioplasty for first acute myocardial infarction,”
Journal of the American College of Cardiology, vol. 36, no. 4, pp.
1202–1209, 2000.

[36] Y. J. Hong, M. H. Jeong, Y. H. Choi et al., “Impact of plaque
components on no-reflow phenomenon after stent deployment

in patients with acute coronary syndrome: A virtual histology-
intravascular ultrasound analysis,” European Heart Journal, vol.
32, no. 16, pp. 2059–2066, 2011.

[37] H. Amano, K. Wagatsuma, J. Yamazaki, and T. Ikeda, “Virtual
histology intravascular ultrasound analysis of attenuated plaque
and ulcerated plaque detected by gray scale intravascular
ultrasound and the relation between the plaque composition
and slow flow/no reflow phenomenon during percutaneous
coronary intervention,” Journal of Interventional Cardiology,
vol. 26, no. 3, pp. 295–301, 2013.


