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 Background: We sought to create a model that incorporated ultrasound examinations to predict the risk of acute kidney in-
jury (AKI) after percutaneous coronary intervention (PCI) or cardiopulmonary bypass (CPB) surgery.

 Material/Methods: A total of 292 patients with AKI after PCI or CPB surgery were enrolled for the study. Afterwards, treatment-re-
lated information, including data pertaining to ultrasound examination, was collected. A random forest model 
and multivariate logistic regression analysis were then used to establish a predictive model for the risk of AKI. 
Finally, the predictive quality and clinical utility of the model were assessed using calibration plots, receiver-
operating characteristic curve, C-index, and decision curve analysis.

 Results: Predictive factors were screened and the model was established with a C-index of 0.955 in the overall sam-
ple set. Additionally, an area under the curve of 0.967 was obtained in the training group. Moreover, decision 
curve analysis also revealed that the prediction model had good clinical applicability.

 Conclusions: The prediction model was efficient in predicting the risk of AKI by incorporating ultrasound examinations and 
a number of factors. Such included operation methods, age, congestive heart failure, body mass index, heart 
rate, white blood cell count, platelet count, hemoglobin, uric acid, and peak intensity (kidney cortex as well as 
kidney medulla).
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Background

Acute kidney injury (AKI) is one of the most serious and life-
threatening complications after percutaneous coronary in-
tervention (PCI) and cardiopulmonary bypass (CPB) opera-
tions [1-3]. Current studies suggest that abnormal renal blood 
perfusion in the early stages of the disease plays a key role 
in the development and progression of AKI with complicated 
pathophysiological properties [4]. Therefore, early diagnosis 
of AKI and identification of risk factors should be the focus of 
clinical intensive care.

Early detection of AKI can promote positive treatment outcomes 
and reduce the progression of kidney injury. Therefore, exten-
sive research has been done to find risk stratification mod-
els for early prediction of AKI [5-8]. However, these AKI diag-
nostic models mainly rely on urine output and biochemical 
indicators that are affected by factors such as severity of dis-
ease, duration, time of detection, and etiology [9]. As a con-
sequence of the shortcomings of the currently existing meth-
ods, a gap remains in the early diagnosis and treatment of AKI. 
Additionally, there is no model that can predict the risk of AKI 
following PCI or CPB surgery.

The diagnosis of AKI currently relies on biochemical and early 
disease indicators [10,11]. Blood biochemical indicators and 
markers cannot fully reflect the functional status of a unilat-
eral kidney. However, evaluation through functional imaging 
can compensate for this deficiency and can be of value in clin-
ical practice. Functional imaging using a nuclide nephrogram, 
computed tomography, and magnetic resonance imaging can 
provide important information regarding the flow of blood and 
functional status of the kidney. However, they have the disad-
vantages of a high cost, radioactive contamination, and neph-
rotoxicity. Fortunately, ultrasound contrast agents are safe, are 
not nephrotoxic, and have no contraindications for renal in-
sufficiency [12]. Studies have shown that contrast-enhanced 
renal ultrasound has a good correlation with the plasma fil-
tration rate of the kidney. Moreover, contrast-enhanced ul-
trasound assessment of the overall and local flow of blood in 
the kidney during AKI is helpful in both diagnosis and prog-
nosis [12,13]. Previous studies found that the peak intensity 
(PI) of contrast-enhanced renal ultrasound could change in pa-
tients with AKI at an early stage [12,14].

In this study, the characteristics of contrast-enhanced renal 
ultrasound and a variety of possible risk factors for AKI after 
PCI and CPB surgery were systematically analyzed. The study 
included disease-related factors (eg, congestive heart failure, 
high blood pressure, diabetes), treatment-related factors (eg, 
surgery and other related medications), and patient-related 
factors (eg, age, body mass index [BMI], sex, smoking history), 
as well as routine blood biochemical examination indicators. 

Based on these factors, it was possible to establish an effec-
tive nomogram model for early prediction of the risk of AKI 
after PCI or CPB surgery.

In summary, this study developed an effective and simple pre-
dictive tool that can assess the risk of AKI after PCI or CPB 
surgery simply by using available information. The prediction 
model is expected to enable improving the prognosis of pa-
tients with AKI and enhancing their quality of life.

Material and Methods

Study Population and Data Collection

This retrospective study involved postoperative AKI in patients 
that had undergone either PCI or CPB. The study was approved 
by the Ethics Committee of the Shanxi Bethune Hospital (Shanxi 
Academy of Medical Sciences; approval no. YXLL-2019-021), 
and it met the requirements of the Declaration of Helsinki. All 
methods were performed in accordance with relevant guide-
lines and regulations. The patients were admitted to the Shanxi 
Bethune Hospital between June 2017 and July 2020 and under-
went PCI or CPB surgery in the same facility. All patients lived 
in China and provided written informed consent to participate 
in the study. Patients who received hemodialysis, metformin, 
or nonsteroidal anti-inflammatory drugs were excluded from 
the study. Additionally, patients who died during surgery, re-
fused further treatment, or were discharged for various rea-
sons were excluded. Moreover, patients with a history of sur-
gery or trauma within the previous month, known malignant 
tumors, fever, autoimmune diseases, acute or chronic inflam-
matory diseases, or recent infection history were excluded. 
If a patient had a fever (>37.5°C) in the course of treatment, 
they were also excluded. After careful examination of the data, 
292 patients were included in the analysis. Finally, the patients 
were divided into 2 groups: AKI (-) and AKI (+). There were no 
significant differences between the groups with regard to the 
volume of contrast media administered during PCI, duration 
of cardiac surgery, and number of treated coronary vessels.

Assessed Parameters

Patients’ basic information included sex, age, BMI, heart rate, 
history of diabetes, high blood pressure, hyper cholesterol-
emia, history of cerebrovascular accident, and history of smok-
ing. Additionally, estimated glomerular filtration rate (eGFR) 
was derived from serum creatinine 1 to 2 days before sur-
gery, according to the guidelines of the Chronic Kidney Disease 
Epidemiology Collaboration (CKD-EPI) [15]. Moreover, treatment 
features such as type of surgery and the use of diuretics, be-
ta-blockers, and angiotensin-aldosterone system antagonists 
were included in the current analysis. Additional data such 
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as white blood cell (WBC) and platelet counts, serum creati-
nine, hemoglobin, hemoglobin A1c, uric acid, PI of kidney cor-
tex, and the PI of kidney medulla were also collected. Finally, 
postoperative AKI was diagnosed using the Acute Kidney 
Injury Network criteria (absolute increase in the serum creat-
inine concentration 0.3 mg/dL) within 48 h of operation [16]. 
Serum creatinine and urine output are the 2 defining criteria 
for AKI. However, as described in previous studies, urine vol-
ume has considerable limitations in the perioperative diagno-
sis of AKI [11]. Urine output is a nonspecific marker that is in-
fluenced by a combination of several clinical conditions, and 
therefore, we used only creatinine criteria.

Instruments and Contrast Agents

The study used the Philips iU Elite ultrasound system, a C5-1 
probe, a probe frequency of 1.0-5.0 MHz, and the ultrasound 
system’s built-in image analysis software QLAB. The mechan-
ical index (MI) was equal to 0.08 and the gain adjustment was 
65-75%. The contrast agent used was Sono Vue, a lyophilized 
powder of sulfur hexafluoride microbubbles coated with phos-
pholipids. First, a suspension was prepared with 5 mL of normal 
saline. Thereafter, a cubital intravenous bolus injection at a dose 
of 0.02 mL/kg body weight was administered to each kidney.

Contrast Ultrasound

The coronal sections of both kidneys in the left and right lat-
eral positions were subjected to ultrasound imaging. Briefly, a 
switch was made to contrast-enhanced ultrasound conditions 
and the prepared SonoVue suspension was bolused through 
the cubital vein at a dose of 0.02 mL/kg body weight. This was 
followed by a bolus injection of 5 mL of normal saline for flush-
ing. The bolusing step was timed, and the following aspects 
were maintained: the mechanical index, gain, depth, and oth-
er conditions. Additionally, the probe position was fixed and 
the patient was asked to breathe calmly to ensure that the 
scanning plane remained stable. The dynamic images were 
recorded within 3 min of the contrast agent bolus injection. 
The exact procedure was then repeated for the contralateral 
kidney 15 min after the previous one. After the contrast-en-
hanced ultrasound, the QLAB software was used for analysis. 
Briefly, the time-intensity curve (TIC) program was booted, and 
then the region of interest (ROI) was set to the default rect-
angular frame with a side length of 5 mm. Thereafter, the ul-
trasound contrast was combined with 2-dimensional images, 
and then the ROI between the middle of the kidney and the 
sound beam was selected. The cortex and medulla were sam-
pled 3 times at the same depth. The software automatically 
drew the original TIC and used the local density random walk 
(LDRW) wash-in/wash-out (WIWO) fitting mode for curve fit-
ting. Finally, the best fit for obtaining the PI of the cortex and 
medulla was chosen.

Statistical Analysis

Statistical analysis was conducted using R software (version 
3.5.3). A random forest model can quantify the significance 
of each feature in a data set and balance errors, and it is par-
ticularly well suited to handling high-latitude data [17]. First, 
we selected 24 features using the randomForestSRC software 
package. Additionally, the randomSurvivalForest algorithm was 
used to rank the prognosis-related genes (nrep=100, which in-
dicates that the number of iterations in the Monte Carlo sim-
ulation was 100; nstep=5, which indicates that the number of 
steps forward was 5). Eventually, 22 features were identified 
as AKI-related signatures. Afterwards, the receiver-operating 
characteristic (ROC) curve from the univariate logistic regres-
sion analysis of continuous variables was obtained. The ROC 
value was then used to find the best cutoff point for the con-
tinuous variables. Afterwards, the continuous variables were 
divided into 2 groups based on the determined cutoff point, 
to facilitate clinical evaluation. Risk factor analysis was then 
performed using univariate and multivariate logistic regres-
sion analyses as previously reported [18]. To prevent over-
fitting of the prediction model, we performed dimensionality 
reduction via least absolute shrinkage and selection operator 
(LASSO) analysis and repeated it 1000 times to filter out the 
most suitable predictors [19]. The above 22 factors were in-
corporated into LASSO analysis in order to minimize data di-
mensionality and screen out predictors [19-22]. LASSO regres-
sion is similar to Ridge regression, but LASSO regression has 
more advantages in terms of variable selection. In this step, 
our aim was to filter the core variables to obtain a more clin-
ically useful predictive model; therefore, we chose LASSO to 
filter the core variables.

As previously reported [23], the study cohort was randomly 
divided into the training and validation (7: 3) groups for diag-
nostic and prognostic analysis. This process was then used to 
develop and evaluate the models. Thereafter, the multivariate 
logistic regression method was used to establish a predictive 
model for the risk of AKI [19,22,24,25]. Furthermore, the study 
drew a calibration curve to evaluate the accuracy of the no-
mogram. Evaluation using the calibration curve alone was not 
sufficient [26]; therefore, to further quantify the identification 
performance of the nomogram, the C-index and the AUC curve 
were used. The R package was used to calculate a more accu-
rate C-index for further verification on the nomogram (10 000 
repeated samples) [27]. Moreover, decision curve analysis was 
used to evaluate the clinical applicability of the nomogram. 
This was done by quantifying the net income under different 
threshold probabilities in patient information. All the statis-
tical tests were 2-sided, and P-values of less than 0.05 were 
considered statistically significant. This study reports a multi-
variate prediction model for individual prediction or diagno-
sis guidelines [28].
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Results

Basic Characteristics of Participants

The study population consisted of 292 patients after PCI or 
CPB. The average age of the participants was 61±13 years, 
and 161 were men (55.1%). Out of the total number (n=292), 
AKI was observed in 58 patients (19.9%). The overall charac-
teristics of the participants are presented in Table 1. The re-
sults show significant differences in age, sex, surgical method, 
BMI value, basal heart rate, and some biochemical indicators 
(eg, hemoglobin, uric acid, WBC count, and platelet count) be-
tween the 2 groups (P<0.05).

Screening for Prediction Factors

First, the randomForestSRC package was used for feature se-
lection and 22 factors were identified as AKI-related signatures 
(Figure 1A). Additionally, the AUC index obtained by the random 
forest model was 0.84 (Figure 1B), indicating that the model 
composed of these factors had a good predictive ability. The 
multidimensional scale graph of the neighbor matrix generat-
ed by the random forest analysis also showed that the model 
had a certain layering ability, although it needed further op-
timization (Figure 1C) [8,18,29]. Moreover, the ROC curve for 
the univariate logistic regression analysis of continuous vari-
ables was obtained. The ROC value was then used to find the 
best cutoff point for the continuous variables. Eventually, the 
continuous variables were divided into 2 groups based on the 
cutoff point to facilitate clinical evaluation (Figure 1D, Table 2).

Overfitting of a model has always been a challenge in ma-
chine learning. Therefore, in order to prevent overfitting of 
the predictive model, the LASSO method was used to fur-
ther reduce the number of features. The method is highly de-
pendent on “seeds” because LASSO analysis requires cross-
validation. However, the cross-validation process is meant 
for random selection of samples. Therefore, once the seed is 
changed, the optimal lambda as well as the resulting charac-
teristics also change. In order to obtain the best combination 
of predictors, the study randomly performed 1000 LASSO re-
gressions. They were then incorporated into the logistic model 
according to the number of times the predictors occurred and 
their calculated AUC values. The study found that inclusion of 
11 factors could construct the simplest predictive model with 
a great forecasting ability (Figure 1E, 1F). Moreover, principal 
component analysis (PCA) revealed that the factors select-
ed by the LASSO method could be divided into 2 (Figure 1G). 
This indicated that the factors had considerably unique prog-
nostic properties in AKI after cardiac surgery. The blue dots 
represented patients who died, while the red ones indicated 
those that survived. The characteristic factors included oper-
ation methods, age, congestive heart failure, BMI, heart rate, 

WBC count, platelet count, hemoglobin, uric acid, and PI (kid-
ney cortex as well as kidney medulla).

Building a Personalized Predictive Model

The research cohort was randomly divided into the training and 
validation sets (7: 3) for diagnosis and prognostic analysis. This 
was done to develop and evaluate the models. In the training 
group, the logistic model was used to analyze and determine the 
11 predictive factors mentioned above. Thereafter, the nomogra-
mEx package was used to construct a nomogram (Figure 2A, 2B). 
Notably, age, hemoglobin, uric acid, platelet count, operation 
methods, and PI (kidney cortex as well as kidney medulla) were 
identified as the important risk factors for AKI (P<0.01).

Inspection of the Nomogram and Clinical Application

The nomogram calibration curve validated its effectiveness 
(Figure 3A), indicating that the model could be used to pre-
dict the risk of AKI after PCI or CPB. In addition, the AUC of this 
prediction model was 0.967 in the training set and 0.896 in the 
validation set (Figure 3B). Moreover, the C-index showed that 
the model performed well not only in the training and valida-
tion sets but also in the entire cohort (Table 3). These results 
prove that the model has a good predictive ability.

The decision curve analysis for the risk prediction model for 
AKI after PCI or CPB is shown in Figure 3C. As previously men-
tioned, decision curves have shown that using this model to 
predict the efficacy of AKI adds more benefit if the probability 
of developing AKI is between 2% and 100% in the entire cohort 
[30]. The decision curve showed that clinical decision making 
based on the nomogram could be beneficial. This means that 
the predictive model could effectively guide clinical practice. 
Additionally, it could facilitate timely prediction of a patient’s 
postoperative condition, which would ultimately improve post-
operative prognosis as well as the patient’s quality of life.

Discussion

This study developed for the first time a new predictive mod-
el incorporating ultrasound examinations that can help clini-
cians predict the risk of AKI after PCI or CPB. Moreover, the 
nomogram displayed good quantitative indicators that could 
efficiently evaluate clinical efficacy and prognosis [18,29,31].

The tool combines 11 easily available variables into a user-
friendly nomogram that may be helpful in personalized as-
sessment of the risk of AKI after PCI or CPB. The internal sam-
pling verification coupled with the high C-index as well as the 
AUC index showed that this prediction model can be widely 
and accurately used to predict the risk of AKI after PCI or CPB.
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Variables Total (N=292) No AKI (N=234) AKI (N=58) P value

Age,year  61.2±13.2  59.4±13.1  68.3±11.5 p<0.001

Sex, Male  161 [55.1%]  140 [59.8%]  21 [36.2%] p<0.001

Operation p<0.001

PCI  206 [70.5%]  180 [76.9%]  26 [44.8%]

CPB  86 [29.5%]  54 [23.1%]  32 [55.2%]

BMI, kg/m2  27.7±2.4  27.4±2.3  29±2.3 p<0.001

Heart rate, beats/min  80.9±11.3  79.7±9.9  86±14.9 p<0.001

Hypertension  128 [43.8%]  103 [44%]  25 [43.1%] 0.981

Diabetes  59 [20.2%]  49 [20.9%]  10 [17.2%] 0.941

Hypercholesterolemia  173 [59.2%]  145 [62%]  28 [48.3%] 0.307

Cerebral vascular accident  17 [5.8%]  12 [5.1%]  5 [8.6%] 0.793

Chronic obstructive pulmonary diease  6 [2.1%]  5 [2.1%]  1 [1.7%] 0.921

Congestive heart failure  98 [33.6%]  71 [30.3%]  27 [46.6%] 0.140

Beta-blockers  87 [29.8%]  72 [30.8%]  15 [25.9%] 0.911

Angiotensinaldosterone system antagonists  98 [33.6%]  84 [35.9%]  14 [24.1%] 0.410

Diuretics  87 [29.8%]  72 [30.8%]  15 [25.9%] 0.841

White blood cell count, ×109/L  11.3±4  10.7±3.6  13.5±4.5 p<0.001

Platelet count, ×109/L  235.8±48.6  238.9±44.1  223.4±62.6 p<0.05

Serum creatinine, mg/dL  1±0.4  1±0.3  1.1±0.4 0.286

Hemoglobin, g/dL  13.8±2  14.2±1.8  12.5±2 p<0.001

Hemoglobin A1c,%  6.9±2  6.9±2.1  7±1.9 0.43

Uric acid, mg/dL  5.8±2.8  5.5±2.6  7±3.4 p<0.001

CKE-EPI stage 0.247

 Stage I  76 [26%]  64 [27.4%]  12 [20.7%]

 Stage II  114 [39%]  88 [37.6%]  26 [44.8%]

 Stage III  91 [31.2%]  77 [32.9%]  14 [24.1%]

 Stage IV  11 [3.8%]  5 [2.1%]  6 [10.3%]

PI kidney cortex (dB)  13.4±3.6  13.9±3.6  11.3±3.1 p<0.001

PI Kidney with mass (dB)  12.3±2.7  12.8±2.6  10.4±2.2 p<0.001

Table 1. Characteristics of the study populations.

Values are mean±SD, median [interquartile range], or number of patients (%). AKI – acute kidney injury; CKD-EPI – Chronic Kidney 
Disease Epidemiology Collaboration.
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Previous studies have found that advanced age, diabetes, hy-
pertension, and various chronic diseases are associated with the 
risk of developing AKI [32,33]. So far, diagnosis of AKI largely re-
lies on biochemical and early disease indicators [11]. However, 
these markers may be affected by factors such as the severity, 
duration, time of detection, and etiology of AKI [9]. A number 

of scoring methods have been developed to assess the prob-
ability of AKI in patients in the perioperative period of cardiac 
surgery [32,34-36]. In previous studies, both the Birnie et al [32] 
scoring system and the Cleveland Clinic score [34] were con-
structed (they had comparable AUC values of 0.79 and 0.78 re-
spectively). However, it is not certain that these systems are 

0.20

0.15

0.10

0.05

0.00

–0.05

1.0

0.8

0.6

0.4

0.2

0.0

1.0
0.8
0.6
0.4
0.2
0.0

0.2

0.0

–0.3

Feature importances

Se
ns

iti
vit

y (
TP

R)

ROC validation

Tru
e p

os
iti

ve
 ra

te

Di
m

 2

Dim 1
–0.6 –0.2 0.23 14 23 15 18 16 21 22 1 17 20 19 6 9 12 0 7 10 5 4 8 11 2 13 0.0 0.2 0.4

False positive rate
0.6 0.8 1.0

0.0 0.2 0.4
1-Speci�city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci�city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

1.0

0.9

0.8

0.7

0.6

Ar
ea

 un
de

r t
he

 cu
rv

e

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

Genes ordered frequency
5 10

Number of features: 11
Current AUC: 0.965

15

1.0

0.8

0.6

0.4

0.2

0.0

Se
ns

iti
vit

y (
TP

R)

2

1

0

–1

–2

–3

PC
A2

1-Speci	city (FPR)

AUC=0.965

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

0.0 0.2 0.4
PCA1

–2.5 0.0 2.50.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

1.0
0.8
0.6
0.4
0.2
0.0

Se
ns

iti
vit

y (
TP

R)

0.0 0.2 0.4
1-Speci	city (FPR)

0.6 0.8 1.0

AUC=0.84

AUC=0.684

AUC=0.51 AUC=0.734 AUC=0.655 AUC=0.702 AUC=0.768

Hemoglobin A1c Hemoglobin Heart rate BMI PI kidney with mass

AUC=0.636 AUC=0.527 AUC=0.584 AUC=0.695

Uric acid Serum creatinine Platelet count PI kidney cortexWhite blood cell count

Best cuto�=12.9

Best cuto�=4.39

Best cuto�=13.3
Best cuto�=85 Best cuto�=26.7

Best cuto�=11.47

Best cuto�=7.53

Best cuto�=0.67

Best cuto�=174

Best cuto�=14.3

A

E

D

B

F

C

G

Figure 1.  Screening for prediction factors. (A) Importance values of each factor in the random forest model. (B) The ROC 
curve (AUC=0.84) demonstrated the accuracy of the random forest model. (C) Random forest analysis generated a 
multidimensional scale map of the matrix. The blue dot represents the normal group and the red dot represents the AKI 
group. (D) The best cutoff points for the continuous variables. (E) According to the number of times the factors occurred, they 
were included in the logistic model and the pattern diagram of the AUC value was obtained. Eventually, it was evident that 
the simplest predictive model with a good predictive ability with only 11 predictive factors could be constructed. (F) The ROC 
curve (AUC=0.965) demonstrates the accuracy of the logistic model. (G) PCA reveals that those factors selected by the LASSO 
method could be divided into 2 parts. This indicated that the factors had relatively unique prognostic properties in AKI 
after cardiac surgery (including CPB and PCI). AKI – acute kidney injury; AUC – area under the curve; CPB – cardiopulmonary 
bypass; LASSO – least absolute shrinkage and selection operator; PCA – principal component analysis; PCI – percutaneous 
coronary intervention; ROC – receiver-operating characteristic
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incorporated into routine clinical practice. Therefore, these meth-
ods are still insufficient for the early diagnosis and treatment 
of AKI. Functional imaging can make up for these deficiencies 
and give practical clinical value. Notably, ultrasound contrast 
agent microbubbles have the advantage of safety, lack of neph-
rotoxicity, and no contraindications for renal insufficiency [12]. 
Moreover, studies showed that renal contrast-enhanced ultra-
sound had a good correlation with renal plasma filtration rate. 
The assessment of overall renal and local blood flow using con-
trast-enhanced ultrasound is helpful for diagnosis and prognosis 
of AKI [13,14]. Furthermore, previous studies showed that the PI 
in contrast-enhanced renal ultrasound could change in patients 

with early AKI [14,37]. This study similarly found that the PI of 
the renal cortex and medulla decreased in patients with AKI.

In this study, about 20% of patients developed AKI after PCI or 
CPB. Additionally, the major risk factors for AKI included PCI, 
advanced age, congestive heart failure, high BMI, rapid heart 
rate, high WBC count, low platelet count, low hemoglobin, high 
uric acid, and high PI index (including PI in kidney cortex as 
well as kidney medulla). Out of these, age, hemoglobin, uric 
acid, platelet count, operation methods and PI (kidney cortex 
as well as kidney medulla) were found to be the most impor-
tant predisposing factors to AKI.

Variable
Univariate analysis Multivariate analysis

OR (95% CI) P value OR (95% CI) P value

Operation,CPB 0.244 (0.134-0.444) <0.001 0.094 (0.032-0.279) <0.001

Age (year) 1.057 (1.031-1.084) <0.001 1.102 (1.055-1.151) <0.001

Hypertension 0.964 (0.539-1.721) 0.9 NA

Diabetes 0.787 (0.371-1.666) 0.531 NA

Hypercholesterolemia 0.573 (0.321-1.022) 0.059 NA

Cerebral vascular accident 1.745 (0.589-5.167) 0.315 NA

Chronic obstructive pulmonary diease 0.804 (0.092-7.013) 0.843 NA

Congestive heart failure 2.000 (1.112-3.594) 0.021 2.605 (1.004-6.758) 0.049

Betablockers 0.785 (0.410-1.503) 0.465 NA

Angiotensinaldosterone system antagonists 0.568 (0.294-1.097) 0.092 NA

Estimated glomerular filtration rate 1.224 (0.869-1.723) 0.247 NA

BMI, ³26.7(kg/m2) 0.247 (0.136-0.451) <0.001 0.339 (0.134-0.857) 0.022

Heart rate, ³85/min 3.252 (1.799-5.880) <0.001 2.929 (1.135-7.558) 0.026

WBC count, ³12.9×109/L 4.103 (2.251-7.477) <0.001 2.676 (1.045-6.854) 0.04

Platelet count, ³174×109/L 0.117 (0.050-0.276) <0.001 0.061 (0.013-0.296) <0.001

Serum creatinine, ³0.67 mg/dL 2.295 (0.780-6.749) 0.131 NA

Hemoglobin, ³13.3 g/dL 0.191 (0.103-0.355) <0.001 0.226 (0.089-0.574) 0.002

Hemoglobin A1c, ³4.39% 2.593 (0.762-8.830) 0.127 NA

Uric acid, ³7.532 mg/dL 3.148 (1.716-5.777) <0.001 3.449 (1.213-9.806) 0.02

PI kidney cortex, ³14.3 dB 0.200 (0.091-0.441) <0.001 0.170 (0.050-0.581) 0.005

PI Kidney with mass, ³11.47 dB 0.137 (0.071-0.263) <0.001 0.149 (0.057-0.392) <0.001

Table 2. Univariate and multivariate logistic regression.

CPB – cardiopulmonary bypass; PI – peak intensity; WBC – white blood cells.
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Congestive heart fuilure*

White blood cell count*

Heart rate*

BMI*

Uric acid**

PI (kidney cortex)**

Hemoglobin***

Age***

Platelet count***

Operation***

PI (Kidney with mass)***

Total-points-to-outcome nomogram:

Total points

Mean status

Variable

Intercept

Operation

Advance age

Congestive heart failure

Low BMI

Heart rate

White blood cell count

Platelet count
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PI (kidney cortex)

PI (kidney with mass)

Log{Odds ratio (95% CI)}

0.069 (0.003 to 1.143)

0.094 (0.030 to 0.265)

1.102 (1.057 to 1.155)

2.605 (1.018 to 6.953)

0.339 (0.130 to 0.844)

2.929 (1.152 to 7.793)

2.676 (1.052 to 7.016)

0.061 (0.012 to 0.279)

0.226 (0.085 to 0.561)
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Figure 2.  Building a personalized predictive model. (A) A nomogram model predicting the risk of AKI. Note: 11 factors including 
operation methods, age, congestive heart failure, BMI – heart rate; WBC count – platelet count, hemoglobin, uric acid 
and PI (kidney cortex as well as kidney medulla) were included in the model. * P<0.05, ** P<0.01, *** P<0.005. (B) A forest 
chart showing the prediction factors of AKI after PCI or CPB surgery. AKI – acute kidney injury; BMI – body mass index; 
CPB – cardiopulmonary bypass; PCI – percutaneous coronary intervention; PI – peak intensity; WBC – white blood cell.
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Insufficient renal perfusion is the main cause of acute renal 
failure after cardiac surgery [38]. Additionally, heart failure is 
a recognized risk factor to AKI following cardiac surgery and 
is closely related to impaired renal perfusion during the op-
eration [39,40]. Moreover, a rapid heart rate often indicates 
worse cardiac perfusion ability. Interestingly, a previous study 
showed that the use of dexmedetomidine after cardiac sur-
gery to improve myocardial perfusion by reducing heart rate 
did not increase the risk of acute renal failure [41]. In addition, 
risk factors for AKI, including advanced age, have previously 
been reported in literature [42]. Old age and high BMI are in-
dependent risk factors for postoperative AKI in patients with 
type A acute aortic dissection [43]. This was similar to the re-
sults of this study since obesity may increase the risk of AKI 
through oxidative stress [44].

This research suggests that biochemical indicators such as WBC 
count, hemoglobin level, platelet count, and uric acid levels 
may reflect the risk of acute renal failure, corroborating previ-
ous studies. Increased WBC counts are independent predictors 
of AKI and are associated with neutrophil-mediated injury as 
well as dysfunction [45]. In addition, preoperative anemia in 

CKD patients was associated with poor outcomes after cardi-
ac surgery. Therefore, having a higher hemoglobin level before 
heart surgery may lead to a better prognosis [46]. Moreover, 
low platelet count is a well-known biomarker of organ failure 
and has been extensively studied. A decrease in the plate-
let count projects a poor prognosis of AKI [47]. Similarly, this 
study found that the risk of AKI was also related to the level 
of hemoglobin. This finding suggests that the level of hemo-
globin might be an independent risk factor for AKI after car-
diac surgery. Furthermore, previous studies highlighted that 
there was a strong correlation between serum uric acid levels 
and AKI in several disease models. Hyperuricemia is related 
to the presence of crystals in the kidney, appearance of tubu-
lar glomeruli, infiltration of macrophages, and increased ex-
pression of inflammatory mediators. However, these symp-
toms can be resolved upon administration of treatments that 
lower serum uric acid levels [48]. Moreover, serum uric acid 
has been linked to chronic kidney disease, cardiovascular dis-
ease, and hypertension, and their mechanisms were found to 
have many features in common [48].

After PCI or CPB surgery, doctors in the Intensive Care 
Department need to take into account the overall condi-
tion of patients and prevent complications related to surgery. 
Although the factors of the prediction model are not modifi-
able, the ability to predict the risk of developing AKI early is 
a major advantage of the modified prediction model. Recent 
studies point to early detection and timely intervention of 
prevention strategies as key to reducing the incidence of AKI 
in the perioperative period [11]. For example, the use of bun-
dled interventions has been shown to be a successful meth-
od of reducing morbidity and mortality in patients with peri-
operative AKI [49]. A timely prediction of the risk of AKI will 

Dataset 
group

C-index of the prediction model

C-index The C-index (95% CI)

Traing set 0.96 0.934-0.985

Validation set 0.941 0.894-0.988

Entire cohort 0.955 0.933-0.978

Table 3. C-index of the prediction model.
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Figure 3.  Inspection of the nomogram and clinical applications. (A) A calibration curve for the predictive model of the risk of AKI 
after PCI or CPB surgery. When the solid line closely fitted with the dotted line, an improved predictive ability was deduced. 
(B) The AUC indicates the prediction ability of the model. The model exhibited good predictive power, with the AUC values 
of the training group (red) and the validation group (blue) recorded as 0.967 and 0.896, respectively. (C) Decision curve 
for the estimation of AKI risk. “None” assumes that no AKI occurred in all patients. “All” assumes that AKI occurred in all 
patients. AKI – acute kidney injury; AUC – area under the curve; CPB – cardiopulmonary bypass; PCI – percutaneous coronary 
intervention.
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therefore enable doctors to better complete preventive pre-
scriptions before complications occur, thereby improving pa-
tient prognosis. In addition, timely prediction of complications 
helps with communication between doctors and patients and 
thereby improves compliance to treatment by both patients 
and their families. Additionally, it can prevent unnecessary in-
terventions and waste of medical resources. The findings of 
this study show that the assessment of overall renal and lo-
cal blood flow using contrast-enhanced ultrasound is helpful 
for the diagnosis and prognosis of AKI. Therefore, the predic-
tive model that we have developed could serve as a tool to 
provide further theoretical guidance for clinical surgical treat-
ment and research for heart disease patients.

The ultrasound examinations in the current study were per-
formed by experienced doctors. This was done to avoid bias 
caused by differences in the ultrasound diagnostic capabil-
ities of different physicians. However, despite the insights 
that it provides, this study had a few limitations. First, all the 
patients were from China. Therefore, the model may not be 
generalizable to predict the risk of AKI after PCI or CPB in pa-
tients from other regions. Second, complete patient informa-
tion was not obtained due to departmental and funding re-
strictions, and objective factors prevented us from including all 
clinical characteristics (eg, economic status and mental status). 
Fortunately, our model had relatively strong predictive power 
because of its higher AUC value and C-index. This study has 
developed for the first time a new predictive model that in-
corporates ultrasound examinations, has excellent statistical 
accuracy, and can help clinicians predict the risk of AKI after 
PCI or CPB. Our study showed that the model incorporating 
current factors has the strongest predictive power. However, 
this does not preclude the existence of other meaningful pre-
dictors (such as sex and so forth). Third, although our predic-
tion model had a high prediction accuracy, the model predicted 
the risk of AKI only as an aid; good prediction accuracy needs 

to be closely integrated with actual clinical work. Fourth, the 
data used in this study were obtained from years of clinical 
history and past clinical work. Thus, although we tried to en-
sure accuracy and eliminate confounders in this study, it is 
possible that omissions or errors were made by various per-
sonnel. Although our research is highly predictive, more sys-
tematic and multi-center prospective studies are still needed. 
In addition, the future application of ultrasonography in the 
early assessment of AKI will require standardization of exam-
ination techniques and analysis.

Conclusions

This study developed for the first time a new predictive model 
that incorporates ultrasound examinations, has excellent sta-
tistical accuracy, and can help clinicians predict the risk of AKI 
after PCI or CPB. The predictors include operation methods, age, 
congestive heart failure, BMI, heart rate, WBC count, platelet 
count, hemoglobin, uric acid, and PI (kidney cortex as well as 
kidney medulla). Through this model, clinicians can prevent 
the occurrence of AKI in patients after surgery. Additionally, it 
can help provide better prognosis guidance for patients ulti-
mately improving postoperative prognosis and quality of life. 
However, further research is needed to validate the ability of 
the model to effectively predict the risk of AKI after PCI or CPB.

Ethics Approval and Informed Consent

This study was approved by the Institutional Ethics Review 
Board of Shanxi Bethune Hospital (Shanxi Academy of Medical 
Sciences) (approval no. YXLL-2019-021).

Conflict of Interest

None.

References:

 1. Kuitunen A, Vento A, Suojaranta-Ylinen R, Pettilä V. Acute renal failure af-
ter cardiac surgery: Evaluation of the RIFLE classification. Ann Thorac Surg. 
2006;81:542-46

 2. Hobson CE, Yavas S, Segal MS, et al. Acute kidney injury is associated with 
increased long-term mortality after cardiothoracic surgery. Circulation. 
2009;119:2444-53

 3. Lok CE, Austin PC, Wang H, Tu JV. Impact of renal insufficiency on short- and 
long-term outcomes after cardiac surgery. Am Heart J. 2004;148: 430-38

 4. Schneider A, Johnson L, Goodwin M, et al. Bench-to-bedside review: Contrast 
enhanced ultrasonography – a promising technique to assess renal perfu-
sion in the ICU. Crit Care. 2011;15:157

 5. Lassnigg A, Schmidlin D, Mouhieddine M, et al. Minimal changes of serum 
creatinine predict prognosis in patients after cardiothoracic surgery: A pro-
spective cohort study. J Am Soc Nephrol. 2004;15:1597-605

 6. Koyner JL, Garg AX, Coca SG, et al. Biomarkers predict progression of acute 
kidney injury after cardiac surgery. J Am Soc Nephrol. 2012;23:905-14

 7. Ho J, Reslerova M, Gali B, et al. Serum creatinine measurement immediate-
ly after cardiac surgery and prediction of acute kidney injury. Am J Kidney 
Dis. 2012;59:196-201

 8. Song Y, Kim DW, Kwak YL, et al. Urine output during cardiopulmonary by-
pass predicts acute kidney injury after cardiac surgery: A single-center ret-
rospective analysis. Medicine (Baltimore). 2016;95:e3757.

 9. Chen XK, Li WX. Progress and review in acute kidney injury. Chin J Crit Care 
Med. 2014;34(2):111-15

 10. Sharma A, Chakraborty R, Sharma K, et al. Development of acute kidney inju-
ry following pediatric cardiac surgery. Kidney Res Clin Pract. 2020;39:259-68

 11. Massoth C, Zarbock A, Meersch M. Risk stratification for targeted AKI pre-
vention after surgery: Biomarkers and bundled interventions. Semin Nephrol. 
2019;39:454-61

 12. Haifang L, Yixing F, Qiang Y, et al. The clinical value in contrast enhanced 
ultrasonography in evaluation of renal blood perfusion before and after 
percutaneous transluminal renal angiography with stent. Chin J Ultrasound 
Med. 2014;30(10):908-10

e929791-10
Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

Du Y. et al: 
AKI prediction model after cardiosurgery

© Med Sci Monit, 2021; 27: e929791
CLINICAL RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0)



 13. Kalantarinia K, Okusa MD. Ultrasound contrast agents in the study of kidney 
function in health and disease. Drug Discov Today Dis Mech. 2007;4:153-58

 14. Qiao S. [Study on blood perfusion of kidney in rabbits with acute kidney in-
jury caused by cisplatin with contrast enhanced ultrasound.] Anhui Medical 
University [in Chinese]

 15. Matsushita K, Mahmoodi BK, Woodward M, et al. Comparison of risk pre-
diction using the CKD-EPI equation and the MDRD study equation for es-
timated glomerular filtration rate. JAMA. 2012;307:1941-51

 16. Mehta RL, Kellum JA, Shah SV, et al. Acute Kidney Injury Network: Report 
of an initiative to improve outcomes in acute kidney injury. Crit Care. 
2007;11:R31

 17. Buxton RT, McKenna MF, Clapp M, et al. Efficacy of extracting indices 
from large-scale acoustic recordings to monitor biodiversity. Conserv Biol. 
2018;32:1174-84

 18. Hu M, Zhong X, Cui X, et al. Development and validation of a risk-predic-
tion nomogram for patients with ureteral calculi associated with urosep-
sis: A retrospective analysis. PLoS One. 2018;13:e0201515

 19. Kidd AC, McGettrick M, Tsim S, et al. Survival prediction in mesothelioma 
using a scalable Lasso regression model: Instructions for use and initial per-
formance using clinical predictors. BMJ Open Respir Res. 2018;5:e000240

 20. Friedman J, Hastie T, Tibshirani R. Regularization paths for generalized lin-
ear models via coordinate descent. J Stat Softw. 2010;33:1-22

 21. Sauerbrei W, Royston P, Binder H. Selection of important variables and de-
termination of functional form for continuous predictors in multivariable 
model building. Stat Med. 2007;26:5512-28

 22. Sveen A, Ågesen TH, Nesbakken A, et al. ColoGuidePro: A prognostic 7-gene 
expression signature for stage III colorectal cancer patients. Clin Cancer Res. 
2012;18:6001-10

 23. Chen YS, Cai YX, Kang XR, et al. Predicting the risk of sarcopenia in elder-
ly patients with patellar fracture: Development and assessment of a new 
predictive nomogram. Peer J. 2020;8:e8793

 24. Iasonos A, Schrag D, Raj GV, Panageas KS. How to build and interpret a no-
mogram for cancer prognosis. J Clin Oncol. 2008;26:1364-70

 25. Balachandran VP, Gonen M, Smith JJ, DeMatteo RP. Nomograms in oncol-
ogy: More than meets the eye. Lancet Oncol. 2015;16:e173-80

 26. Kramer AA, Zimmerman JE. Assessing the calibration of mortality bench-
marks in critical care: The Hosmer-Lemeshow test revisited. Crit Care Med. 
2007;35:2052-56

 27. Pencina MJ, D’Agostino RB. Overall C as a measure of discrimination in sur-
vival analysis: Model specific population value and confidence interval es-
timation. Stat Med. 2004;23:2109-23

 28. Collins GS, Reitsma JB, Altman DG, Moons KG. Transparent reporting of a mul-
tivariable prediction model for individual prognosis or diagnosis (TRIPOD): 
The TRIPOD statement. BMJ. 2015;350:g7594

 29. Chen YS, Kang XR, Zhou ZH, et al. MiR-1908/EXO1 and MiR-203a/FOS, reg-
ulated by scd1, are associated with fracture risk and bone health in post-
menopausal diabetic women. Aging (Albany NY). 2020;12:9549-84

 30. Wang H, Zhang L, Liu Z, et al. Predicting medication nonadherence risk 
in a Chinese inflammatory rheumatic disease population: Development 
and assessment of a new predictive nomogram. Patient Prefer Adherence. 
2018;12:1757-65

 31. Wei L, Champman S, Li X, et al. Beliefs about medicines and non-adher-
ence in patients with stroke, diabetes mellitus and rheumatoid arthritis: A 
cross-sectional study in China. BMJ Open. 2017;7:e017293

 32. Birnie K, Verheyden V, Pagano D, et al. Predictive models for kidney dis-
ease: Improving global outcomes (KDIGO) defined acute kidney injury in 
UK cardiac surgery. Crit Care. 2014;18:606

 33. Biteker M, Dayan A, Tekkeşin A, et al. Incidence, risk factors, and outcomes 
of perioperative acute kidney injury in noncardiac and nonvascular surgery. 
Am J Surg. 2014;207:53-59

 34. Thakar CV, Arrigain S, Worley S, Yared JP, Paganini EP. A clinical score 
to predict acute renal failure after cardiac surgery. J Am Soc Nephrol. 
2005;16:162-68

 35. Ng SY, Sanagou M, Wolfe R, et al. Prediction of acute kidney injury within 
30 days of cardiac surgery. J Thorac Cardiovasc Surg. 2014;147:1875-83, 
1883.e1

 36. Mehta RH, Grab JD, O’Brien SM, et al. Bedside tool for predicting the risk of 
postoperative dialysis in patients undergoing cardiac surgery. Circulation. 
2006;114:2208-16

 37. Qiao S, Jia H, Liang H, et al. Study on blood perfusion of kidney in rabbits 
with acute kidney injury caused by cisplatin with contrast enhanced ultra-
sound. Chinese J Ultrasound Med. 2016;32(11):1048-51

 38. Abu-Omar Y, Ratnatunga C. Cardiopulmonary bypass and renal injury. 
Perfusion. 2006;21:209-13

 39. Chertow GM LJ, Christiansen CL. Preoperative renal risk stratification. 
Circulation. 1997;95:878-84

 40. Raimundo M CS, Syed Y. Low systemic oxygen delivery and BP and risk of 
pression of early AKI. Clin J Am Soc Nephrol. 2015;10:1340-49

 41. Li X, Zhang C, Dai D, Liu H, Ge S. Efficacy of dexmedetomidine in preven-
tion of junctional ectopic tachycardia and acute kidney injury after pediat-
ric cardiac surgery: A meta-analysis. Congenit Heart Dis. 2018;13:799-807

 42. Brunetti L, Song JH, Suh D, et al. The risk of vancomycin toxicity in patients 
with liver impairment. Ann Clin Microbiol Antimicrob. 2020;19(1):13

 43. Wang J, Yu W, Zhai G, et al. Independent risk factors for postoperative AKI 
and the impact of the AKI on 30-day postoperative outcomes in patients 
with type A acute aortic dissection: An updated meta-analysis and meta-
regression. J Thorac Dis. 2018;10:2590-98

 44. Billings FT 4th, Pretorius M, Schildcrout JS, et al. Obesity and oxidative stress 
predict AKI after cardiac surgery. J Am Soc Nephrol. 2012;23:1221-28

 45. Weylandt KH, Chiu CY, Gomolka B, et al. Omega-3 fatty acids and their lip-
id mediators: Towards an understanding of resolvin and protectin forma-
tion. Prostaglandins Other Lipid Mediat. 2012;97:73-82

 46. Shavit L, Hitti S, Silberman S, et al. Preoperative hemoglobin and outcomes 
in patients with CKD undergoing cardiac surgery. Clin J Am Soc Nephrol. 
2014;9:1536-44

 47. Greco E, Lupia E, Bosco O, et al. Platelets and multi-organ failure in sepsis. 
Int J Mol Sci. 2017;18(10):2200

 48. Ejaz AA, Johnson RJ, Shimada M, et al. The role of uric acid in acute kidney 
injury. Nephron. 2019;142(4):275-83

 49. Stewart JA. Adding insult to injury: Care of patients with acute kidney in-
jury. Br J Hosp Med (Lond). 2009;70:372-73

e929791-11
Indexed in: [Current Contents/Clinical Medicine] [SCI Expanded] [ISI Alerting System]  
[ISI Journals Master List] [Index Medicus/MEDLINE] [EMBASE/Excerpta Medica]  
[Chemical Abstracts/CAS]

Du Y. et al: 
AKI prediction model after cardiosurgery
© Med Sci Monit, 2021; 27: e929791

CLINICAL RESEARCH

This work is licensed under Creative Common Attribution-
NonCommercial-NoDerivatives 4.0 International (CC BY-NC-ND 4.0)


