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Abstract
Background Previous studies have reported an association between chronic kidney disease (CKD) and
coronary artery calcification. However, data on the quantitative assessment of coronary plaques in
patients with CKD without overt coronary events are limited. The current study aimed to examine the
association of CKD with the composition and burden of coronary atherosclerotic plaques in the general
population.

Methods The authors studied 1747 subjects who underwent coronary computed tomographic
angiography as part of health checkup. Atherosclerotic plaque burden was measured by atheroma
burden obstructive score (ABOS), segment involvement score (SIS), and segment stenosis score (SSS).
Based on the number of segments with plaques, the extent of coronary artery disease (CAD) was
categorized as non-extensive (SIS ≤4 or SSS <7) or extensive (SIS >4 or SSS ≥7).

Results In all participants, calcified plaques were more frequently detected than mixed or non-calcified
plaques. Regarding the grade of luminal stenosis, obstructive plaques (> 50% stenosis) were more
frequently observed in the CKD group than in the non-CKD group. Individuals with CKD had significantly
higher ABOS, SIS, and SSS than those without CKD. After adjusting for traditional risk factors, CKD was
independently associated with obstructive mixed plaques (odds ratio [OR]: 1.937, P=0.012) and extensive
CAD (SIS >4 [OR: 1.645; P=0.043]; SSS ≥7 [OR: 1.660; P=0.045]). Subgroup analyses revealed no
significant heterogeneity between CKD and obstructive mixed plaques in each subgroup. However, a more
prominent association between CKD and the risk of extensive CAD was observed in subjects aged <65
years.

Conclusions Renal dysfunction was independently associated with obstructive mixed plaque pattern and
increased atherosclerotic plaque burden. Our findings support that CKD is a major risk factor for the
development of obstructive and extensive CAD.

Clinical Perspective
What is new?

Chronic kidney disease was independently associated with obstructive mixed plaque pattern,
suggesting an association between impaired renal function and the feature of plaque vulnerability in
coronary arteries.

Subjects with chronic kidney disease had a higher coronary plaque burden and an increased risk of
extensive coronary artery disease.

What are the clinical implications?

More aggressive efforts to decrease the progression of mixed plaques and reduce the total plaque
burden are important in subjects with chronic kidney disease to prevent future cardiovascular events.
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Introduction
Chronic kidney disease (CKD), defined as dysfunction of the glomerular filtration apparatus, is an
independent risk factor for the development of coronary artery disease (CAD).1 The risk increases as renal
function declines. Even patients with mildly reduced renal function [estimated glomerular filtration rate
(eGFR) 60–90 ml/min/1.73 m2] are at an increased risk of obstructive CAD.2 A lower level of kidney
function is associated with a marked increase in the probability of atherosclerotic cardiovascular disease
over 5 years.3 Furthermore, CKD is associated with increased risks of death, cardiovascular events, and
hospitalization in a large, community-based population.4 However, atypical presentation of cardiac
ischemia in patients with CKD often leads to delay in diagnosis and treatment.5

Coronary computed tomographic angiography (CCTA) has been playing a significant role in the
assessment of coronary artery stenosis. CCTA can be used to noninvasively assess the presence and
burden of atherosclerotic plaque, including plaque composition and plaque volume.6 Prospective
multicenter studies have demonstrated the diagnostic accuracy of CCTA, with a sensitivity between 85%
and 99% and a specificity between 64% and 92%, in patients with suspected but unconfirmed CAD.7–11

Patients with a comparable plaque burden carried similar risks of downstream major cardiovascular
events regardless of whether they had non-obstructive or obstructive CAD.12 Several studies have
reported associations between CKD and coronary artery calcification (CAC). The Chronic Renal
Insufficiency Cohort (CRIC) Study investigators found a graded relationship between CKD severity and
CAC score, independent of conventional risk factors for atherosclerosis.13 In addition, non-obstructive
calcified plaque is the most common imaging feature in patients with CKD.14 The identification of non-
obstructive plaque is an important advantage of CCTA that is overlooked by ischemia-based imaging
assessments and should prompt the consideration of preventive medical therapies. Nevertheless, data on
the quantitative assessment of coronary plaques in patients with CKD without overt coronary events are
limited. Based on the accuracy of plaque burden assessments on CCTA and their association with
cardiovascular events, the current study aimed to examine the association of CKD with the presence and
burden of coronary atherosclerotic plaques in the general population.

Methods

Study population
This study was a cross-sectional observational study. Subjects who underwent CCTA using 256-slice
multidetector computed tomography as part of a general routine health examination at a single medical
center in Taipei, Taiwan, between January 2014 and July 2017, were surveyed. Before enrollment, the
medical history of each participant was reviewed in detail to obtain data on smoking status and risk
factors for atherosclerosis such as age, hypertension, type 2 diabetes, pre-existing renal dysfunction, and
other comorbidities. Hypertension was defined as elevated office blood pressure (systolic blood pressure 
≥ 140 or diastolic blood pressure ≥ 90 mmHg) or regular use of antihypertensive medications. Type 2
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diabetes was defined as fasting glucose ≥ 126 mg/dL or glycosylated hemoglobin (HbA1c) level ≥ 6.5%
or use of hypoglycemic agents. CKD was defined as an eGFR < 60 mL/min/1.73 m2. The modified
glomerular filtration rate estimating equations for Chinese patients were used to calculate eGFR.15

Subjects with a prior history of CAD were excluded. All participants gave written informed consent. This
study complied with the principles of the Declaration of Helsinki, and the study protocol was approved by
the Institutional Review Board of Taipei Veterans General Hospital.

CCTA imaging protocol and analysis
CCTA was performed with a multiple detector computed tomography scanner (Definition Flash, Siemens
Healthineers, Erlangen, Germany). Before each CCTA process, beta-blockers or calcium channel blockers
were given to subjects with an initial heart rate > 80 beats per minute. CCTA was performed using
retrospective gated helical scanning with the parameters set at 64 × 0.5 mm–128 × 0.625 mm
collimation, 270–350 ms gantry rotation time, and 80–135 kV based on body size. After injecting 50–100
mL of iodinated contrast medium (Iopamiro 370, Bracco Imaging SpA, Milan, Italy; Ultravist 370, Bayer
Pharma AG, Berlin, Germany) at a rate of 4.5–5.0 mL per second followed by 50 mL of normal saline at a
rate of 5.5 mL per second based on the individual's body size and renal function, the bolus-tracking
method was used for imaging. The workstation automatically selected the best phase of image. If the
image quality was suboptimal, a phase with the best possible image quality was manually reconstructed
by certified CCTA technician. All images were transferred to an external workstation (EBW, Amsterdam,
Netherlands) for analysis. Detailed plaque morphology and the degree of coronary luminal stenosis were
assessed based on previous guidelines.16 In this study, coronary arteries were divided into 4 branches,
including the left main (LM), left anterior descending (LAD), left circumflex (LCX), and right coronary
(RCA) arteries, and into 16 segments according to a modified standard of the American Heart
Association.17 The extent of stenosis caused by plaques was classified as obstructive and
nonobstructive based on a threshold of 50% luminal narrowing. Plaques were visually classified as
calcified (plaques with higher CT attenuation than the contrast-enhanced lumen, Fig. 1A), non-calcified
(plaques with lower CT attenuation than the contrast-enhanced lumen without any calcification, Fig. 1B),
and mixed (calcified and noncalcified elements in a single plaque, Fig. 1C).

The extent and severity of coronary atherosclerotic burden were measured by several CCTA scores,18,19

including CAC score, atheroma burden obstructive score (ABOS), segment involvement score (SIS), and
segment stenosis score (SSS). The CAC score was calculated using the Agatston method and graded as
follows: 0, 1–99, 100–399, and ≥ 400. The ABOS was defined as the number of plaques with > 50%
stenosis in the entire coronary artery tree. To measure the overall coronary artery plaque distribution, the
SIS was calculated as the total number of coronary artery segments that exhibited plaques, regardless of
the degree of luminal stenosis within each segment (minimum = 0; maximum = 16). The SSS was used as
a measure of the overall extent of coronary artery plaques. To determine the SSS, each individual
coronary segment was graded as having no to severe plaques (scores ranging from 0 to 3 points) based
on the extent of obstruction of the coronary luminal diameter. Then, the extent scores from all 16
individual segments were summed to yield a total score that ranged from 0 to 48. Based on previously
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published studies,20–22 the extent of CAD was categorized as non-extensive (SIS ≤ 4 or SSS < 7) or
extensive (SIS > 4 or SSS ≥ 7).

Laboratory measurements
Before undergoing CCTA procedure, blood samples were collected from the participants after an
overnight fast of at least 8 hours. Serum levels of blood urea nitrogen, creatinine, aspartate
aminotransferase, alanine aminotransferase, uric acid, glucose, HbA1c, and lipid profiles including total
cholesterol, triglycerides, high- and low-density lipoprotein cholesterol (HDL-C and LDL-C, respectively)
were measured using a TBA-c16000 automatic analyzer (Toshiba Medical Systems, Tochigi, Japan).

Statistical analysis
Data were expressed as mean and standard deviation (SD) for numerical variables and as number
(percentage) for categorical variables. Comparisons of continuous variables between groups were
performed by Student’s t-test. Subgroup comparisons of categorical variables were assessed using a Chi-
square or Fisher’s exact test. To determine the association of CKD with coronary plaque composition and
extent and severity of atherosclerotic plaque burden, a multivariate logistic regression analysis was
performed after considering variables, including age, sex, body mass index (BMI), smoking status, and
history of hypertension, diabetes, and hyperlipidemia. Subgroup analyses were undertaken to investigate
the consistency of the impact of CKD on coronary plaque composition and plaque burden among
subjects aged ≥ 65 years, sex, smoking status, BMI ≥ 27, and the presence of hypertension, diabetes, and
hyperlipidemia. Data were analyzed using SPSS software (version 17.0, SPSS Inc, Chicago, IL, USA). A 2-
sided P value of < 0.05 indicated statistical significance.

Results

Patient characteristics
One-thousand eight-hundred fifty-three subjects were initially surveyed. After excluding 85 individuals
with a prior history of CAD, 17 without data regarding renal function, and 4 with poor image quality, 1747
subjects (mean age: 58.06 ± 9.73 years; 1243 men and 504 women) were enrolled in our study. The study
flowchart is shown in Fig. 2. One-hundred and five (6.0%) subjects were classified as having CKD based
on their eGFR level, and 1642 (94.0%) were not. The baseline characteristics of the study participants are
shown in Table 1. No significant differences were noted between individuals with and without CKD with
respect to age, smoking status, BMI, systolic and diastolic blood pressure, and serum triglycerides levels.
However, subjects with CKD comprised more men; had a significantly higher prevalence of hypertension,
diabetes, and hyperlipidemia; and were more likely to present with higher levels of serum fasting glucose,
HbA1c, and uric acid than those without CKD. Furthermore, CKD subjects had significantly lower serum
lipid profiles, including total cholesterol, HDL-C, and LDL-C levels.
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Table 1
Baseline characteristics of patients with and without CKD

  With CKD Without CKD  

  (n = 105) (n = 1642) P-value

Age (years) 65.9 ± 10.5 57.6 ± 9.5 0.227

Male 89 (84.8) 1154 (70.3) 0.001

Current smoker 33 (31.4) 527 (32.1) 0.887

Hypertension 63 (60.0) 517 (31.5) < 0.001

Diabetes mellitus 28 (26.7) 203 (12.4) < 0.001

Hyperlipidemia 36 (34.3) 341 (20.8) 0.001

Body mass index (kg/m2) 25.4 ± 3.4 25.0 ± 3.4 0.687

Systolic BP (mmHg) 130.2 ± 18.5 123.9 ± 16.9 0.227

Diastolic BP (mmHg) 78.6 ± 11.1 78.3 ± 10.4 0.935

Lipid profiles (mg/dL)      

Triglycerides 157.4 ± 75.8 139.8 ± 91.6 0.739

Total cholesterol 198.1 ± 43.8 204.7 ± 38.1 0.012

High-density lipoprotein 41.9 ± 10.4 47.5 ± 13.0 0.001

Low-density lipoprotein 123.8 ± 39.2 127.5 ± 33.9 0.008

Fasting glucose (mg/dL) 107.1 ± 47.1 98.7 ± 24.2 < 0.001

HbA1c (%) 6.2 ± 0.9 5.8 ± 0.8 0.006

Uric acid (mg/dL) 7.6 ± 2.1 6.5 ± 1.5 0.001

Creatinine (mg/dL) 1.5 ± 1.3 0.9 ± 0.2 < 0.001

eGFR (ml/min/1.73m2) 50.4 ± 9.9 84.1 ± 12.4 < 0.001

Values are mean ± SD or number (%).

CKD: chronic kidney disease; BP: blood pressure; HbA1c: hemoglobin A1c; eGFR: estimated
glomerular filtration rate.

Impact of CKD on coronary artery plaque morphology and
plaque burden
Table 2 shows the atherosclerotic plaque patterns and severity in the coronary arteries. The total CAC
score significantly increased with decreasing renal function. The mean CAC score was 124 in subjects
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without CKD and 292 in those with CKD (P < 0.001). The most commonly diseased coronary vessel was
the LAD artery, followed by the RCA, LCX, and LM arteries. Coronary plaques were detected in over half of
the participants, and the presence of coronary plaques correlated with the severity of renal function
(57.7% vs. 77.1%, P < 0.001). Among all participants, calcified plaques were more frequently detected than
mixed or non-calcified plaques. Calcified, non-calcified, and mixed plaques were more commonly
observed in subjects with CKD than in those without CKD. Regarding the grade of luminal stenosis,
obstructive plaques were also more frequently observed in the CKD group than in the non-CKD group. The
proportion of obstructive mixed plaques was higher than that of other constituents of the obstructive-
plaque type, especially in CKD subjects. Compared with individuals without CKD, those with CKD had
significantly higher ABOS, SIS, and SSS, as shown in Fig. 3.

Table 2
Characteristics of coronary artery calcium score and atherosclerotic plaque morphology stratified by CKD

  With CKD Without CKD  

  (n = 105) (n = 1642) P-value

Total calcium score 292.29 ± 460.46 124.08 ± 328.06 < 0.001

Left main 23.80 ± 52.93 5.49 ± 25.25 < 0.001

LAD 125.75 ± 197.95 51.33 ± 123.27 < 0.001

LCX 42.51 ± 93.66 18.46 ± 67.12 < 0.001

RCA 100.24 ± 227.28 49.01 ± 176.23 0.002

Overall plaque 81 (77.1) 948 (57.7) < 0.001

Calcified plaque 53 (50.5) 531 (32.3) < 0.001

Non-calcified plaque 25 (23.8) 254 (15.5) 0.024

Mixed plaque 46 (43.8) 459 (28.0) 0.001

Obstructive (> 50% stenosis) calcified plaque 13 (12.4) 94 (5.7) 0.006

Obstructive (> 50% stenosis) non-calcified plaque 7 (6.7) 43 (2.6) 0.027

Obstructive (> 50% stenosis) mixed plaque 28 (26.7) 149 (9.1) < 0.001

Values are mean ± SD or number (%).

CKD: chronic kidney disease; LAD: left anterior descending artery; LCX: left circumflex artery; RCA:
right coronary artery; CAD: coronary artery disease.

Independent correlates of obstructive mixed plaques and
extensive CAD
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The results of multiple logistic regression model for the association of CKD with coronary artery plaque
pattern, extent, and severity are presented in Table 3. After adjusting for age, sex, hypertension, diabetes,
hyperlipidemia, smoking, and BMI, CKD was independently associated with obstructive mixed plaques
(odds ratio [OR]: 1.937, P = 0.012) and extensive CAD (SIS > 4 [OR: 1.645; P = 0.043]; SSS ≥ 7 [OR: 1.660; P 
= 0.045]). Subgroup analyses stratified by age, sex, BMI, the presence of hypertension, diabetes or
hyperlipidemia, and smoking status demonstrated no significant heterogeneity between CKD and
obstructive mixed plaques in each subgroup. (Fig. 4A). However, a more prominent association between
CKD and an increased risk of extensive CAD was observed in subjects aged < 65 years than in those aged 
≥ 65 years (P for interaction < 0.05), as shown in Figs. 4B and 4C.

Table 3
Multivariate regression analysis of the association of CKD with coronary artery plaque pattern, extent,

and severity
Dependent Variables Odds ratio (95% CI) P-value

Presence of any plaque 1.126 (0.655─1.938) 0.667

Presence of calcified plaque 1.245 (0.807─1.921) 0.322

Presence of non-calcified plaque 1.402 (0.850─2.311) 0.186

Presence of mixed plaque 1.104 (0.703─1.734) 0.667

Presence of obstructive (> 50% stenosis) calcified plaque 1.168 (0.604─2.257) 0.645

Presence of obstructive (> 50% stenosis) non-calcified plaque 1.730 (0.715─4.186) 0.224

Presence of obstructive (> 50% stenosis) mixed plaque 1.937 (1.157─3.244) 0.012

Segment involvement score > 4 1.645 (1.015─2.667) 0.043

Segment stenosis score ≥ 7 1.660 (1.011─2.727) 0.045

Adjusted for age, sex, BMI, smoking status, the presence of hypertension, diabetes, and
hyperlipidemia.

CKD: chronic kidney disease.

Discussion
The present study demonstrated a correlation between renal dysfunction and the characteristics of
coronary atherosclerotic plaques detected by CCTA. Subjects with CKD had a higher coronary plaque
burden and an increased risk of extensive CAD. In addition, CKD was independently associated with
obstructive mixed plaque pattern after adjusting for traditional cardiovascular risk factors, suggesting an
association between impaired renal function and the feature of plaque vulnerability in coronary arteries.
In subgroup analysis, CKD retained its positive association with obstructive mixed plaques, with no
significant heterogeneity between the subgroups. However, the effect of renal dysfunction on the extent
and severity of CAD was more prominent in the younger population.
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CCTA has emerged as a promising non-invasive alternative to invasive coronary angiography for the
diagnosis of CAD which provides additional information regarding atherosclerotic plaque composition.
Based on the relative amounts of calcified and non-calcified components, plaques are typically classified
into 1 of 3 categories: calcified, non-calcified, or partially calcified (mixed) plaques. Kawai et al.
demonstrated that calcified plaques were more frequently observed in CKD patients than in non-CKD
patients. Compared with calcified plaques, the number of high-risk plaques (low-attenuation plaque
and/or positive remodeling) did not increase despite progression of renal insufficiency.23 In addition,
Joosen et al. also demonstrated that patients with mild or moderate CKD had significantly higher
proportions of calcified plaques, while no significant differences regarding the presence of mixed and
non-calcified plaques were observed compared with patients with normal renal function.24 However, a
previously published study revealed that the prevalence of any plaque and mixed plaques was positively
correlated with CKD after adjusting for traditional risk factors.25 Therefore, the impact of CKD on
coronary plaque composition still remains controversial. The current study demonstrated that
nonobstructive calcified plaques were the most common imaging feature in patients with CKD. After
adjusting for conventional risk factors, the presence of CKD was significantly associated with obstructive
mixed plaques. Although one small study demonstrated that CKD patients with type 2 diabetes mellitus
had more obstructive mixed plaques,14 the associations between CKD and obstructive mixed plaques
were similar in all subgroups in the present study.

Results of the ACCURACY trial which was designed to determine the relationship between coronary
plaque composition as detected by CCTA and lumen diameter stenosis as quantified by invasive coronary
angiography demonstrated a strong association between the presence of mixed plaque composition and
obstructive CAD at a per-segment and per-patient level assessment.26 Hou et al. investigated the
prognostic value of CCTA features for future outcomes and found that the probability of 3-year major
adverse cardiac events was 5.5% for calcified plaque, 22.7% for non-calcified plaque and 37.7% for mixed
plaque,27 indicating that mixed plaques are associated with the worst prognosis. From the CONFIRM
registry, the optimal CCTA parameter for the prediction of mortality was the number of proximal segments
with mixed or calcified plaques.28 In addition, the CAFÉ-PIE study also revealed that the presence of
remodeled and mixed atherosclerotic plaques on CCTA predicts major adverse cardiac events.29 To the
best of our knowledge, the present study is the first to demonstrate an independent association between
CKD and the presence of obstructive mixed plaques. This implies that impaired renal function is
accompanied by a higher risk of vulnerable plaques and obstructive stenosis, suggesting the predictive
role of CKD in the development of cardiovascular events. Our findings did support that CKD is an
independent risk factor for CAD as well as more severe coronary heart disease, such as acute coronary
syndrome.

CCTA not only allows the accurate detection of coronary atherosclerotic plaques but also enables
quantitative analysis of plaque vessel area, lumen area, and plaque burden. Min et al. proposed a scoring
system (SIS and SSS) to quantify the coronary plaque burden in 2007. The SIS, which is the total number
of segments with plaque, and the SSS obtained by grading the stenosis severity of each segment with
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plaque were both significantly associated with 2-year all-cause mortality (SIS: risk-adjusted HR: 1.16; 95%
CI: 1.05–1.28, and SSS: risk-adjusted HR: 1.52; 95% CI: 1.09–2.14).18 Similarly, results from the CONFIRM
registry also showed SIS to be an independent predictor of major adverse cardiac events (HR: 1.22; 95%
CI: 1.03–1.44).28 Thereafter, several other studies also demonstrated that CCTA was able to predict
clinical outcomes on the basis of atherosclerotic plaque burden evaluated using the SIS and SSS.30–32 In
addition, Bittencourt et al. demonstrated that patients with extensive CAD (SIS > 4) have a higher rate of
cardiovascular death or myocardial infarction than those with non-extensive disease (SIS ≤ 4), thus also
emphasizing the importance of quantifying plaque burden.21 Recent studies even revealed that total
coronary atherosclerotic plaque burden, not stenosis per se, is the predominant predictor of risk for
cardiovascular events, and plaque burden adds incremental prognostic value over CCTA obstructive
stenosis and single photon emission computed tomography (SPECT) ischemia.12,33 However, data
regarding the association between CKD and coronary plaque burden are limited. Roy et al. reported that
mild and moderate pre-dialysis CKD are independent risk factors for atherosclerotic plaque burden
evaluated with total plaque score, SIS, and SSS.34 Consistent with the previous study, our data revealed
that subjects with CKD had significantly higher ABOS, SIS, and SSS than those without CKD. Moreover,
this study is the first to correlate CKD with extensive CAD (SIS > 4 or SSS ≥ 7). We found CKD to be
independently associated with CAD extent and severity. This relationship remained consistent in most of
the subgroups. With advancing age, this association seemed to be attenuated because of other potent
coronary atherosclerosis risk factors. More aggressive efforts to decrease the progression of mixed
plaques and reduce the total plaque burden are important in CKD subjects to prevent future
cardiovascular events.

This study had some limitations that should be considered. First, our study was a cross-sectional design
study that we could not identify the causal relationship between CKD and coronary plaque formation.
Second, the present study did not collect all the information on medication use for data analysis. Thus,
we could not entirely rule out the potential effects of drugs (such as statins) on coronary plaque
composition and progression, if there were any. Finally, it was a single-center retrospective study that did
not include outcome data. The relationship between coronary plaque burden and adverse cardiac events
could not be investigated in the current study.

In conclusion, CCTA not only permits the accurate evaluation of coronary plaque morphology but also
enables the quantitative analysis of plaque distribution and plaque burden. Impaired renal function is
associated with obstructive mixed plaques and increased atherosclerotic plaque burden. Our findings
support that CKD is a major risk factor for the development of obstructive and extensive CAD.
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Figure 1

Representative images of obstructive (>50% stenosis) calcified (A), non-calcified (B) and mixed (C)
plaques as detected by coronary CT angiography.

Figure 2
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Flowchart of the selection of study population.

Figure 3

Association of coronary atherosclerotic plaque burden and severity of renal function. CKD = chronic
kidney disease; ABOS = atheroma burden obstructive score; SIS = segment involvement score; SSS =
segment stenosis score.

Figure 4
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Subgroup analyses for the impact of CKD on obstructive mixed plaques (A) and extensive CAD [segment
involvement score >4 (B); segment stenosis score ≥7 (C)].


