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Abstract

Background: Cardiac surgery—associated acute kidney injury (CSA-AKI) isamajor complication following pediatric cardiac
surgery, which is associated with increased morbidity and mortality. The early prediction of CSA-AKI before and immediately
after surgery could significantly improve the implementation of preventive and therapeutic strategies during the perioperative
periods. However, thereis limited clinical information on how to identify pediatric patients at high risk of CSA-AKI.

Objective: The study aims to develop and validate machine learning models to predict the development of CSA-AKI in the
pediatric population.

Methods: This retrospective cohort study enrolled patients aged 1 month to 18 years who underwent cardiac surgery with
cardiopulmonary bypass at 3 medical centers of Central South University in China. CSA-AKI was defined according to the 2012
Kidney Disease: Improving Global Outcomes criteria. Feature selection was applied separately to 2 data sets: the preoperative
data set and the combined preoperative and intraoperative data set. Multiple machine learning algorithms were tested, including
K-nearest neighbor, naive Bayes, support vector machines, random forest, extreme gradient boosting (XGBoost), and neural
networks. The best performing model wasidentified in cross-validation by using the areaunder the receiver operating characteristic
curve (AUROC). Model interpretations were generated using the Shapley additive explanations (SHAP) method.

Results: A total of 3278 patients from one of the centers were used for model derivation, while 585 patients from another 2
centers served asthe external validation cohort. CSA-AKI occurred in 564 (17.2%) patientsin the derivation cohort and 51 (8.7%)
patients in the external validation cohort. Among the considered machine learning models, the X GBoost models achieved the
best predictive performance in cross-validation. The AUROC of the XGBoost model using only the preoperative variables was
0.890 (95% CI 0.876-0.906) in the derivation cohort and 0.857 (95% CI 0.800-0.903) in the external validation cohort. When the
intraoperative variables were included, the AUROC increased to 0.912 (95% CI 0.899-0.924) and 0.889 (95% CI 0.844-0.920)
in the 2 cohorts, respectively. The SHAP method revealed that baseline serum creatinine level, perfusion time, body length,
operation time, and intraoperative blood loss were the top 5 predictors of CSA-AKI.

Conclusions: Theinterpretable XGBoost models provide practical toolsfor the early prediction of CSA-AKI, which arevaluable
for risk stratification and perioperative management of pediatric patients undergoing cardiac surgery.
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Introduction

An increasing number of pediatric patients worldwide undergo
cardiac surgery each year for various reasons, including
congenital heart disease and acquired cardiac conditions [1].
Cardiac surgery—associated acute kidney injury (CSA-AKI),
characterized by an abrupt decreasein renal function, isamajor
complication following pediatric cardiac surgery. The reported
incidence of CSA-AKI among pediatric patients undergoing
cardiac surgery ranges from 5% to 42% [2]. Importantly,
CSA-AKI is associated with significantly increased morbidity
and mortality, prolonged length of hospital stay, and an
increased risk of chronic kidney disease [3-5].

The early prediction of CSA-AKI could significantly improve
the implementation of preventive and therapeutic strategies
during the perioperative periods. Specifically, preoperative
prediction could facilitate surgery risk assessment and
prevention of CSA-AKI, and early postoperative prediction
could help with the early identification of CSA-AKI for
proactive interventions [6]. Therefore, it is of great clinical
interest to establish precise prediction models for CSA-AKI to
identify high-risk patients and to optimize the perioperative
management of pediatric patients undergoing cardiac surgery.
Recently, several prediction model s combining biomarkers and
clinical variables have been established with the goal to predict
the devel opment of CSA-AKI inthe pediatric population [7-9].
However, those models were limited by small sample sizes,
lack of internal and external validation, and additional financial
burdens due to the use of novel biomarkers.

The widespread use of machine learning to analyzeclinical data
derived from electronic health records offers considerable
advantagesfor establishing prediction models. Machinelearning
isascientific discipline that uses computer algorithmsand learns
from data with minimal human intervention [10]. Advanced
machine learning algorithms can model nonlinear rel ationships,
analyze complex high-order interactions, and robustly handle
multicollinearity among the predictor variables. The application
of machine learning has led to significant breakthroughs in
various medical fields such as emergency department triage
[11], prediction of postinduction hypotension [12], and risk
stratification of postcontrast acute kidney injury [13]. Machine
learning approaches have also shown promising performance
in the early prediction of adult CSA-AKI [14-19], but their
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predictive performancefor CSA-AKI in the pediatric popul ation
has not been tested. The primary diseases, underlying
pathophysiology, and risk factors of CSA-AKI in pediatric
patients are significantly different from those in adult patients
[20-22]. Therefore, the existing prediction models for adult
CSA-AKI arenot applicableto pediatric patients. The objective
of this study was to develop and validate machine learning
modelsfor predicting the development of CSA-AKI in pediatric
patients undergoing cardiac surgery.

Methods

Study Design

This study includes patients from 3 distinct medical centers of
Central South University in China. The derivation cohort
comprised patients admitted at the Second Xiangya Hospital
between January 2015 and March 2022. The external validation
cohort consisted of patients admitted at Xiangya Hospital
between January 2016 and December 2021 and patients admitted
at the Third Xiangya Hospita between January 2015 and
December 2021.

Ethics Approval

This study follows the Declaration of Helsinki and the
Transparent Reporting of a multivariable prediction model for
Individual Prognosis Or Diagnosis statement [23]. This study
protocol was approved by the medical ethics committee of the
Second Xiangya Hospital of Central South University
(2022-K031). Therequirement for informed consent waswaived
due to the retrospective nature and minimal risk of this study.

Study Participants

Thisstudy includesall pediatric patients aged between 1 month
and 18 years who underwent cardiac surgery with
cardiopulmonary bypass. Weincluded patientswith at least one
serum creatinine (SCr) measurement before surgery and another
within 7 days after surgery. We excluded patients with
congenital renal malformation, preoperative estimated

glomerular filtration rate (eGFR) of 15 mL/min/1.73 m? or
lower, or multiple surgerieswithin 7 days. We calculated eGFR
using the modified Schwartz equation, or if body length was
missing, using the Full Age Spectrum equation [24,25]. Details
on patient selection in the derivation and external validation
cohorts are provided in Figure 1.
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Figure 1. Flow diagram of patient selection. eGFR: estimated glomerular filtration rate; SCr: serum creatinine.
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Predictor Variables

Potential predictorsincluded those considered clinically relevant
to the development of CSA-AKI and availablein the electronic
health records, with lessthan 30% of such observations missing.
Potential predictors were divided into preoperative and
intraoperative variables. Preoperative variablesincluded patient
demographics, preoperative conditions, laboratory tests, and
medications. Preoperative conditionswere determined according
to the diagnosis on admission, preoperative diagnosis, and
preoperative anesthesia interview records. The most recent
preoperative measurements were used for laboratory variables.
M edicationswere classified based on the Anatomic Therapeutic
Chemical classification system and included if administered
within 7 days before the surgery [26]. Intraoperative data were
extracted from the records of anesthesia, cardiopulmonary
bypass, and surgery. The complexity of the surgeries was
determined by the Risk Adjustment for Congenital Heart
Surgery-1 (RACHS-1) score, which is a consensus-based tool
for short-term mortality risk based on the type of the procedure
performed [27]. The volume of blood losswas calcul ated asthe
sum of blood loss in operative fields, residual volume in the
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External validation cohort
(n=585)

pump, and any additional loss by other routes. The total fluid
balance was cal cul ated as the difference between the total fluid
input and total fluid output and corrected for body weight.

Outcome M easures

The primary outcome was the devel opment of CSA-AKI, which
was determined according to the 2012 Kidney Disease:
Improving Global Outcomes (KDIGO) clinical practice
guideline [28]. CSA-AKI was defined as an increase in SCr
level of at least 0.3 mg/dL within 48 hours or 50% within 7
days after surgery compared with the baseline. The most recent
SCr value within 90 days prior to the surgery was used as the
baseline. Secondary outcomes included CSA-AKI stages 2-3
(defined by the KDIGO criteria), in-hospital mortality, length
of stay in the intensive care unit, and length of postoperative
hospital stay.

Statistical Analysis

Descriptive statistics are presented as medians and interquartile
ranges for continuous variables and as numbers and percentages
for categorical variables. Data distributions were compared
using the Mann-Whitney U test for continuous variables and
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chi-squaretestsfor categorical variables. One-hot encoding was
performed by preprocessing each categorical variableinto binary
variables. Missing data were imputed by the random forest
method using the missForest packagein R [29]. The description
of the data types and the missing values for each variable can
be found in Table S1 of Multimedia Appendix 1.

Feature Selection

Predictor variables with near-zero variance, identified as those
with the percentages of unique values less than 5%, were
removed from the analysis. Subsequently, 4 feature selection
methods were used to obtain subsets of the predictor variables
for further model development. The methods included Least
Absolute Shrinkage and Selection Operator, Boruta algorithm,
random forest-recursive feature elimination, and random
forest-filtering. The results obtained by the 4 methods were
comprehensively evaluated, and the predictor variables that
appeared more than 3 times among the 4 methods were
ultimately selected to build the model. Feature selection was
conducted twice—first toinclude only the preoperative variables
and then by combining the preoperative and intraoperative
variables. The gimnet, Boruta, and caret packages in R were
used for feature selection.

Model Development and Validation

For model development, the following machine learning
algorithms were applied to the preoperative-only and the
combined data sets of the derivation cohort: K-nearest neighbor,
naive Bayes, support vector machines, random forest, extreme
gradient boosting (XGBoost), and neural networks. We
conducted 5 random shuffles of 5-fold cross-validation to ensure
an unbiased assessment of model performance and to identify
the optimal hyperparametersfor each model. Model performance
was assessed based on the mean area under the receiver
operating characteristic curves (AUROCS) from 5x5 iterations.
After that, the best performing machine learning model was
chosen for each data set. The caret package in R was used for
model development. The details on functions, packages, and
tuning parameters used for each machine learning algorithm
are provided in Table S2 of Multimedia Appendix 2.

The performance of the final prediction models was further
evaluated in the externa validation cohort. The metrics for
model performance included AUROC, the area under the
precision-recall curve (AUPRC), and the calibration plot.
AUROC was used as the primary performance metric because
it is independent of the thresholds in the setting of class
imbalance. AUPRC is known to be more informative for
class-imbalanced prediction tasks because it is sensitive to
changes in the number of false-positive predictions [30]. In
addition, the performance of the final machine learning models
was compared with that of the traditional logistic regression
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models. The framework of model establishment is depicted in
Figure S1 of Multimedia Appendix 3.

Modél Interpretations

The Shapley additive explanations (SHAP) method was used
to explore the interpretability of the final prediction models.
SHAP is a unified approach to the interpretations of model
predictions, which provides consistent and locally accurate
attribution values for each feature within a prediction model,
namely, the SHAP values [31]. Higher SHAP values indicate
an increased probability of CSA-AKI. The contribution of the
predictor variables to CSA-AKI can be explained as the
cumulative effects of variable attributions to the entire output
risk for each observation.

Sensitivity Analysis

Sensitivity analysis was performed to examine the predictive
power of the models for CSA-AKI stages 2-3. Mode
performance was a so evaluated in the subgroups, focusing on
patients in different age groups (infancy: 1 month to 1 year;
childhood: 2-10 years; adolescence: 11-18 years) [32] and
patients with different surgical complexities (RACHS-1 score
of 2 or lower; RACHS-1 score of 3 or higher). In addition, to
tranglate the prediction models into clinical risk-stratification
tools, we identified the low- and high-risk cutoff values of the
predictive probabilities. The analyses included sensitivity,
specificity, positive and negative predictive values, and positive
and negative likelihood ratios. Finally, to evaluate the effect of
the imbalanced outcomes on model performance, we applied
upsampling or downsampling to generate abalanced derivation
cohort for model training. All statistical analyseswere performed
using R 4.1.2 [33]. A 2-tailed P value of <.05 was considered
statistically significant.

Results

Patient Characteristics

A total of 3863 participants were enrolled in this study, that is,
3278 in the derivation cohort and 585 in the external validation
cohort. The baseline characteristics and outcomes of the patients
in the derivation and external validation cohorts are shown in
Table 1. In the derivation cohort, 564 (17.2%) patients
developed CSA-AKI, comprising 356 (10.9%) with stage 1,
142 (4.3%) with stage 2, and 66 (2%) with stage 3. In the
external validation cohort, 51 (8.7%) patients developed
CSA-AKI, comprising 25 (4.3%) with stage 1, 14 (2.4%) with
stage 2, and 12 (2.1%) with stage 3. The comparison of the
baseline characteristics and outcomes according to the
development of CSA-AKI are provided in Table S3 and Table
4 of Multimedia Appendix 4.
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Table 1. Baseline characteristics and outcomes of the patients in the derivation and external validation cohorts.

Variables Derivation cohort (n=3278) External validation cohort (n=585)
Demographics

Age (year), median (IQR) 1(0.5-4) 4(1-8)

Sex (male), n (%) 1709 (52.1) 288 (49.2)

Body length (cm), median (IQR) 79 (65-105) 100 (80-128)

Weight (kg), median (IQR) 9.5 (6.0-16.0) 15.0 (10.0-22.5)
ABO blood groups, n (%)

Type A 1100 (33.6) 200 (34.4)

TypeB 744 (22.7) 134 (23)

Type O 1182 (36.1) 197 (33.8)

Type AB 252 (7.7) 51 (8.8)
Preoper ative conditions

Cyanotic heart disease, n (%) 740 (22.6) 113 (19.3)

Pulmonary hypertension, n (%) 1763 (53.8) 241 (41.2)

Pulmonary infection, n (%) 293 (8.9) 30(5.1)

Infective endocarditis, n (%) 44 (1.3) 9(1.5)

Previous cardiac surgery, n (%) 181 (5.5) 21 (3.6)

Genetic disease, n (%) 72 (2.2) 12 (2.1)

Noncardiac malformation, n (%) 111 (3.4) 15(2.6)

Preoperative intensive care, n (%) 168 (5.1) 10(1.7)

Preoperative length of stay (day), median (IQR) 4(2-7) 6(3-7)
American Society of Anesthesiologists physical status, n (%)

[ 21(0.6) 0(0)

I 589 (18) 120 (21.2)

Il 1978 (60.6) 339 (59.8)

Y 665 (20.4) 108 (19)

v 12 (0.4) 0(0)
Laboratory tests

Baseline creatinine (Lmol/L), median (IQR) 25.3 (20.4-33.5) 44.0 (36.0-53.0)

Baseline estimated glomerular filtration rate (mL/min/1.73 m?), 118.0(99.5-138.0) 85.0(724-97.1)

median (IQR)

L eft ventricular gjection fraction (%), median (IQR) 69 (66-73) 66 (62-70)

Hemoglobin (g/L), median (IQR)
Red blood cell distribution width (%), median (1QR)

White blood cells (x10%L), median (IQR)

Platelets (x10%L), median (IQR)

119 (107-129)
13.4 (12.7-14.7)
8.0 (6.5-9.8)

314 (253-383)

125 (117-135)
13.6 (12.9-14.7)
7.6 (6.3-9.5)

271 (223-326)

Dipstick albuminuria, n (%) 57 (2.1) 4(0.8)

Blood urea nitrogen (mmol/L), median (IQR) 4.08 (2.96-5.12) 4.16 (3.22-5.05)
Total bilirubin (umol/L), median (IQR) 7.4 (5.1-10.9) 7.3(5.1-11.0)
Alanine aminotransferase (U/L), median (IQR) 16.4 (11.7-25.3) 14.2 (11.1-19.0)
Aspartate aminotransferase (U/L), median (IQR) 34.9 (27.4-45.4) 31.4 (25.6-39.1)
Albumin (g/L), median (IQR) 40.3 (38.2-42.3) 43.1 (41.0-45.4)
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Variables

Derivation cohort (n=3278)

External validation cohort (n=585)

Potassium (mmol/L), median (IQR)

Sodium (mmol/L), median (IQR)

Chloride (mmol/L), median (IQR)

Calcium (mmol/L), median (IQR)
Preoper ative medications, n (%)

| odinated contrast media

Digoxin

Diuretics

Nonsteroidal anti-inflammatory drugs

Angiotensin converting enzyme inhibitor/angiotensin | receptor
blocker

Nephrotoxic antibiotics
Antivira drugs
I ntraoper ative variables
Emergent surgery, n (%)
Operation time (min), median (IQR)
Perfusion time (min), median (IQR)
Cross clamp time (min), median (IQR)
Cardioversion, n (%)
Lowest mean arterial pressure (mmHg), median (IQR)
L owest core temperature (°C), median (IQR)
Intraoperative blood loss (mL/kg), median (IQR)
Intraoperative fluid balance (%), median (IQR)
Risk Adjustment for Congenital Heart Surgery-1 score, n (%)

1

2

3

4

Outcomes

Acute kidney injury, n (%)

Acute kidney injury stages 2-3, n (%)
In-hospital mortality, n (%)

Intensive care unit length of stay (day), median (IQR)
Hospital length of stay (day), median (IQR)

4.80 (4.46-5.12)
138.3 (137.0-139.7)
103.2 (101.6-104.7)
2.40 (2.32-2.49)

445 (4.19-4.73)
140.0 (138.7-141.1)
104.1 (102.7-105.5)
2.46 (2.37-2.54)

411 (12.5) 73(12.5)
104 (3.2) 11(1.9)

316 (9.6) 38 (6.5)

54 (1.6) 12 (2.2)

61 (1.9) 4(0.7)

61 (1.9) 1(0.2)

163 (5) 1(0.2)

168 (5.1) 14 (2.4)

155 (129-197) 190 (165-230)
58 (44-84) 63 (46-90)
33(23-51) 37 (23-55)

279 (8.5) 73 (12.5)

35 (31-40) 38 (31-45)
33.3(31.8-34.4) 33.3(31.7-34.7)
21.4(14.8-31.3) 20.0 (15.4-26.2)
0.7 (-1.9t00.1) 1.6 (-0.2t02.9)
480 (14.9) 92 (16.2)

2032 (63) 386 (67.8)

653 (20.3) 84 (14.8)

59 (1.8) 7(12)

564 (17.2) 51(8.7)

208 (6.3) 26 (4.4)
38(1.2) 5(0.9)

2(1-3) 1(1-2)

8(7-13) 8(7-9)

Predictor Variables

A total of 25 preoperative variables were selected as predictors
of CSA-AKI by the 4 feature selection methods and included
in the machine learning models (Table S5 of Multimedia
Appendix 5). When preoperative and intraoperative variables
were combined, a total of 27 variables were incorporated; of
those, 20 were preoperative variablesand 7 were intraoperative
variables (Table S6 of Multimedia Appendix 5).

https://www.jmir.org/2023/1/e41142

M odel Performance

Among the considered machine learning model s, the XGBoost
model achieved the best performance on both the
preoperative-only and the combined data sets, with a mean
AUROC of 0.795 and 0.832 in cross-validation, respectively
(Table S7 of Multimedia Appendix 6). The inclusion of the
intraoperative variables improved the predictive power of all
considered machine learning models. The AUROCs of the
XGBoost and traditional logistic regression models are shown
in Figure 2. The XGBoost model with only the preoperative
variables exhibited an AUROC of 0.890 (95% CI 0.876-0.906)

JMed Internet Res 2023 | vol. 25 | 41142 | p. 6
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH

in the derivation cohort and 0.857 (95% CI 0.800-0.903) in the
external validation cohort. When the intraoperative variables
were included, the AUROC of the XGBoost model increased
to 0.912 (95% CI 0.899-0.924) in the derivation cohort and
0.889 (95% CI 0.844-0.920) in the external validation cohort.
The XGBoost agorithm achieved higher AUROCs than
traditional logistic regression for both the derivation and external
validation cohorts. Details on other performance metrics,
including the AUPRCs and the calibration plots, are provided

Luoet al

in Figures S2 and S3 of Multimedia Appendix 7. Due to the
imbalance in the proportions of patients with and without
CSA-AKI, the AUPRC of the XGBoost model using the
combined data set was 0.747 in the derivation cohort and 0.476
in the external validation cohort. The Brier scores of the
XGBoost model for the combined data set were 0.085 and 0.060
in the derivation and the external validation cohorts,
respectively. The final XGBoost models can be accessed at
LuoXiaoqin123/pediatric-CSA-AKI (GitHub) [34].

Figure2. Receiver operating characteristic curves of the extreme gradient boosting and traditional |ogistic regression models. (A-B) Receiver operating
characteristic curves of the modelswith only the preoperative variablesin the (A) derivation and (B) externa validation cohorts. (C-D) Receiver operating
characteristic curves of the models with the preoperative and intraoperative variables in the (C) derivation and (D) external validation cohorts. AUC:

area under the curve; X GBoost: extreme gradient boosting.
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Model Interpretations

The SHAP summary plots of the XGBoost models are shown
in Figure 3, which illustrates how high and low values of each
feature relate to SHAP vaues. The plots also identify the
featuresthat influenced the model predictionsthe most. Baseline
SCr, perfusion time, body length, operation time, and
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intraoperative blood loss were the top 5 predictor variables
associated with CSA-AKI in the XGBoost model using the
combined data set. The SHAP dependence plots of the X GBoost
model with the combined data set are shown in Figures $4 of
Multimedia Appendix 8, which showsthe nonlinear association
between the predictors and the risk of CSA-AKI. The plots
show how changesin a single feature can affect model output.
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Figure 3. Shapley additive explanations summary plots of the extreme gradient boosting models for cardiac surgery—associated acute kidney injury.
(A) Shapley additive explanations summary plot of the extreme gradient boosting model with only the preoperative variables. (B) Shapley additive
explanations summary plot of the extreme gradient boosting model with the preoperative and intraoperative variables. A dot is created for each feature
attribution in calculating the output risk for each observation. ALT: alanine aminotransferase; ASA: American Society of Anesthesiologists, AST:
aspartate aminotransferase; eGFR: estimated glomerular filtration rate; MAP: mean arterial pressure; RACHS: Risk Adjustment for Congenital Heart
Surgery; RDW: red blood cell distribution width; SHAP: Shapley additive explanations.
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Sensitivity Analysis

The XGBoost models showed good predictive performance for
CSA-AKI stages 2-3, with AUROCS higher than 0.85 in both
the derivation and the external validation cohorts, respectively
(Figure S5 of Multimedia Appendix 9). When the modelswere
applied to patients in different age groups or patients with
different surgical complexities, the performance of the models
remained stable (Figures S6-S10 of Multimedia Appendix 10).
Thelow- and high-risk cutoff valueswereidentified to facilitate
clinical applications of the XGBoost models. The diagnostic
test characteristics of the models at thelow- and high-risk cutoff
points are shown in Table 2. For example, the XGBoost model
applied to the combined data set yields the following clinically
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relevant threshold values. The low-risk cutoff value is 0.099
with sensitivity of 95% and a negative predictive value of
98.3%; this value captures the vast majority of patients with
CSA-AKI and leaves out only a small proportion of those that
are falsely negative. The high-risk cutoff value of 0.374 has
specificity of 95% and a positive likelihood ratio of 12.12.
Therefore, the low-risk cutoff is appropriate for low-level
interventions, while the high-risk cutoff value can be used to
identify patients at high risk of CSA-AKI who require more
intensiveinterventions. Additionally, when we used the balanced
derivation cohort by upsampling or downsampling to train the
models, the models dtill achieved promising predictive
performance (Figures S11 and S12 of Multimedia Appendix
11).
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Table 2. Diagnostic test characteristics of the extreme gradient boosting models at the low- and high-risk cutoff points.
Models, cohorts Cutoff Sengitivity (%) Specificity (%) Positive predic- Negativepredic- Positive likeli-  Negative likeli-
value tivevalue (%) tivevalue(%) hood ratio hood ratio
M odelswith only preoperative variables
Derivation cohort
Low-risk 0.103 95 52.7 294 98.1 201 0.09
cutoff
High-risk 0.365 55.3 95 69.8 911 1112 0.47
cutoff
External validation cohort
Low-risk 0.103 84.3 80.1 289 98.2 4.25 0.20
cutoff
High-risk 0.365 7.8 99.8 80 91.9 41.88 0.92
cutoff
M odelswith preoperative and intraoper ative variables
Derivation cohort
Low-risk 0.099 95 58.3 32.2 98.3 2.28 0.09
cutoff
High-risk 0.374 60.3 95 716 92 12.12 0.42
cutoff
External validation cohort
Low-risk 0.099 80.4 80.5 28.3 97.7 4.13 0.24
cutoff
High-risk 0.374 275 98.7 66.7 93.4 20.94 0.74
cutoff
: : erformance [19]. However, the primary disease, comorbid
Discussion P [19] primery

Principal Findings

In this multicenter retrospective study, we developed and
externally validated prediction models for pediatric CSA-AKI
by using machine learning approaches. Multiple machine
learning algorithms were tested in the process of model
development, with the XGBoost algorithm ultimately identified
as offering the strongest discrimination. In addition, the
X GBoost models showed promising predictive performance on
both the preoperative-only and combined data sets,
demonstrating their potential usefulnessfor predicting pediatric
CSA-AKI. To the best of our knowledge, our study is the first
to establish machine learning models for CSA-AKI in the
pediatric population that are valuable for risk stratification and
clinical decision-making.

Previous studies have shown the advantages of machinelearning
algorithmsin predicting CSA-AKI in adults [14-19]. Lee et a
[14] were the first to apply machine learning approaches to
predict all stages of CSA-AKI in adults. Their study showed
that XGBoost performed better in predicting CSA-AKI than
either thetraditional logistic regression or risk scores. Additional
prediction models based on machine learning algorithms were
developed to predict CSA-AKI in the Chinese adult popul ation
[18]. Another study established the machine learning models
that incorporated theintraoperative time-series and other features
to predict adult CSA-AKI. In that study, the ensemble model
(random forest + XGBoost) showed the best predictive

https://www.jmir.org/2023/1/e41142

conditions, and rena physiology in the pediatric population
differ significantly from those in adults, which makes the adult
prediction models unsuitable for predicting CSA-AKI in
pediatric patients [35]. To date, no prediction model for
CSA-AKI with prospective applications of machine learning
techniques has been established for infantsand children. Inthis
study, the models using the X GBoost algorithm had the strongest
predictive power among the considered machine learning
models. The XGBoost models were further validated using an
external validation cohort, and they exhibited consistent
predictive performance for pediatric CSA-AKI. Additionally,
the sensitivity analyses showed that the XGBoost models
displayed comparable predictive performance in most subsets
of patients grouped by age or complexity of surgery. Overall,
the results demonstrated the robustness and applicability of the
XGBoost models in pediatric patients undergoing cardiac
surgery.

Both preoperative and intraoperative factors proved to contribute
to the prediction of postoperative AKI. Tseng et al [19]
emphasized the value of intraoperative features that reflected
rapid physiologic changes during surgery relevant to the
prediction of CSA-AKI in adults. Another retrospective study
found that, by integrating preoperative and intraoperative
features, the model for postoperative AK|I could reclassify 40%
of the fal se-negative patients from the preoperative model [36].
Our study shows that the XGBoost model combining the
preoperative and intraoperative variables achieved better
predictive performance than that with the preoperative variables
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only. Nevertheless, both models exhibited adequate predictive
power and potential utility for the preoperative or early
postoperative prediction of pediatric CSA-AKI. The preoperative
prediction could assist practitioners in evaluating the risk of
surgery and support theimplementation of preventive strategies.
Early postoperative prediction is useful for optimizing
postoperative management and care plans, such as continuous
assessment of renal function, hemodynamic monitoring,
avoidance of nephrotoxin, or renal replacement therapy.

The SHAP method was used to uncover the black box of the
XGBoost models. Thismethod isamodel-agnostic explanation
technique that has been widely used to interpret the contribution
of predictors to the model output [37,38]. Consistent with an
updated systemic review, we found that lower baseline SCr,
longer perfusion time, longer operation time, higher baseline
eGFR, younger age, and lower body weight are associated with
the development of pediatric CSA-AKI [3,39]. We aso
identified body length, intraoperative blood loss, serum
potassium, and serum calcium as important predictors of
CSA-AKI. Notably, 3 of the top 5 important predictors were
intraoperative variables, suggesting that the surgical procedure
itself has a significant impact on the occurrence of CSA-AKI.
During cardiac surgery, significant pathophysiological changes
may occur, such as ischemia-reperfusion injury, inflammation
response, or activation of coagulation pathways, which may
lead to renal injury and dysfunction [40]. Additionally, the
conventional logistic regression used in previous studies is
limited to revealing thelinear rel ationship between the predictors
and CSA-AKI [41-43]. In contrast, the SHAP dependence plots
in our study reflected complex nonlinear relationships, which
can assist in understanding the associ ation between the changes
in predictor variables and the risk of CSA-AKI.

Our findings have significant clinical implications. First, the
low- and high-risk cutoff values were identified to promote the
clinical application of the XGBoost models. This should allow
the care team to identify the patients at high risk of CSA-AKI
and to develop optimal perioperative management strategies.

Luoet al

Second, our models used the preoperative and intraoperative
variables that are routinely collected in clinical practice, thus
adding no extra laboratory tests or financial burdens to the
standard clinical care procedures. Third, the discovery of
modifiable predictors may promote early interventions to
mitigate the risk of CSA-AKI.

Limitations

Our study has severd limitations. First, datawere retrospectively
collected from electronic health records. Second, the study
population was restricted to tertiary medical institutions, as
pediatric cardiac surgery is typicaly not offered in primary
health care ingtitutions in China. Thus, the applicability of our
prediction models needs further validation in diverse
populations. Third, the urine output criteria were not used to
define CSA-AKI because hourly urine output data were not
available for most patients. However, given the routine use of
diuretics in the intraoperative and postoperative periods to
maintain urine output, few patientswith CSA-AKI| were missed
in this study. Finally, the causality between the predictors and
CSA-AKI needs further exploration. Randomized controlled
trials would need to be performed to verify whether the
modification of certain predictors can prevent the occurrence
of CSA-AKI.

Conclusion

Our study demonstrates the applicability of machine learning
approaches in predicting the development of CSA-AKI in the
pediatric population. The XGBoost models had consistent and
clinically applicable performancein the derivation and external
validation cohorts, which indicated their robustness and
expandability. Additionally, the predictive value of the
preoperative and intraoperative factors was demonstrated by
theimproved performance of the model when these factorswere
combined. Ultimately, our models should prove useful in
assisting practitioners with risk stratification and clinical
decison-making in pediatric patients undergoing cardiac
surgery.

Acknowledgments

The authors would like to acknowledge Rui-Xue Ma (Xiangya Hospital of Central South University) and Qiong-giong Wu (the
Second Xiangya Hospital of Central South University) for their help in data collection. The authors would like to express their
gratitude to EditSprings for the expert linguistic services provided.

Authors Contributions

SBD designed and supervised this study and revised this manuscript. XQL and Y XK performed data extraction, analyzed and
interpreted the data, and drafted the manuscript. PY and GBS interpreted the data and critically revised the manuscript. NY Z,
SKY, JXL, and HZ performed data extraction and revised the manuscript critically for important intellectual content. All authors
read and approved the final manuscript.

Conflictsof Interest
None declared.

Multimedia Appendix 1

Data types and missing values for the variables of interest.
[PDF File (Adobe PDF File), 182 KB-Multimedia Appendix 1]

https://www.jmir.org/2023/1/e41142 JMed Internet Res 2023 | vol. 25 | e41142 | p. 10

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app1.pdf&filename=4a1d2df2009081bb6853be3d7622aed4.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app1.pdf&filename=4a1d2df2009081bb6853be3d7622aed4.pdf
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH Luoeta

Multimedia Appendix 2

Functions, packages, and tuning parameters used for each machine learning algorithm.
[PDE File (Adobe PDF File), 169 KB-Multimedia A ppendix 2]

Multimedia Appendix 3

Illustration of the framework of model establishment.
[PDE File (Adobe PDF File), 587 KB-Multimedia Appendix 3]

Multimedia Appendix 4

Baseline characteristics and outcomes of patientswith and without cardiac surgery—associated acute kidney injury in the derivation
and external validation cohorts.
[PDE File (Adobe PDF File), 318 KB-Multimedia Appendix 4]

Multimedia Appendix 5

Predictor variables selected by the 4 feature selection methods.
[PDE File (Adobe PDF File), 174 KB-Multimedia A ppendix 5]

Multimedia Appendix 6

Performance of the machine learning models in cross-validation.
[PDE File (Adobe PDF File), 178 KB-Multimedia Appendix 6]

Multimedia Appendix 7

Performance of the extreme gradient boosting models for cardiac surgery—associated acute kidney injury.
[PDE File (Adobe PDF File), 477 KB-Multimedia A ppendix 7]

Multimedia Appendix 8

Shapley additive explanations dependence plots for the association between the predictors and cardiac surgery—associated acute
kidney injury.

[PDEF File (Adobe PDF File), 455 KB-Multimedia Appendix 8]

Multimedia Appendix 9

Receiver operating characteristic curves of the extreme gradient boosting models for cardiac surgery—associated acute kidney
injury stages 2-3.

[PDE File (Adobe PDF File), 340 KB-Multimedia Appendix 9]

Multimedia Appendix 10

Receiver operating characteristic curves of the extreme gradient boosting models for cardiac surgery—associated acute kidney
injury in the subgroups.
[PDE File (Adobe PDF File), 1041 KB-Multimedia Appendix 10]

Multimedia Appendix 11

Receiver operating characteristic curves of the extreme gradient boosting models for cardiac surgery—associated acute kidney
injury trained on the balanced derivation cohort.
[PDE File (Adobe PDF File), 493 KB-Multimedia Appendix 11]

References

1. Jacobs ML. Pediatric cardiac surgery: the long view. Circulation 2015 Jan 27;131(4):328-330. [doi:
10.1161/CIRCULATIONAHA.114.014318] [Medline: 25538228]

2. SharmaA, Chakraborty R, SharmaK, Sethi SK, Raina R. Development of acute kidney injury following pediatric cardiac
surgery. Kidney Res Clin Pract 2020 Sep 30;39(3):259-268 [FREE Full text] [doi: 10.23876/j.krcp.20.053] [Medline:
32773391]

https://www.jmir.org/2023/1/e41142 JMed Internet Res 2023 | vol. 25 | e41142 | p. 11
(page number not for citation purposes)

RenderX


https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app2.pdf&filename=690542f293eae813b451093364b574c0.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app2.pdf&filename=690542f293eae813b451093364b574c0.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app3.pdf&filename=8622444af860e86dcf25e4004355909c.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app3.pdf&filename=8622444af860e86dcf25e4004355909c.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app4.pdf&filename=66e6d1e3a2e39f6956026dc796fd1bff.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app4.pdf&filename=66e6d1e3a2e39f6956026dc796fd1bff.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app5.pdf&filename=5f1fa1d5cef79dfc6030e1a94a027372.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app5.pdf&filename=5f1fa1d5cef79dfc6030e1a94a027372.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app6.pdf&filename=d10e247711c9cb6237935e28dd2e46ba.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app6.pdf&filename=d10e247711c9cb6237935e28dd2e46ba.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app7.pdf&filename=c2b90f3016cada5d431ea5a9a36865ae.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app7.pdf&filename=c2b90f3016cada5d431ea5a9a36865ae.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app8.pdf&filename=e0263a826c8db550518a7a0e35087449.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app8.pdf&filename=e0263a826c8db550518a7a0e35087449.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app9.pdf&filename=831c49cbe2d9a7b5d347835333778a0b.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app9.pdf&filename=831c49cbe2d9a7b5d347835333778a0b.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app10.pdf&filename=1dd724d260295cd744f922eb1dbc7b76.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app10.pdf&filename=1dd724d260295cd744f922eb1dbc7b76.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app11.pdf&filename=54b75ead5d7fec8f39764f04898d5828.pdf
https://jmir.org/api/download?alt_name=jmir_v25i1e41142_app11.pdf&filename=54b75ead5d7fec8f39764f04898d5828.pdf
http://dx.doi.org/10.1161/CIRCULATIONAHA.114.014318
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25538228&dopt=Abstract
http://www.krcp-ksn.org/journal/view.html?doi=10.23876/j.krcp.20.053
http://dx.doi.org/10.23876/j.krcp.20.053
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32773391&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH Luoeta

3.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Li S, Krawczeski CD, Zappitelli M, Devarajan P, Thiessen-Philbrook H, Coca SG, TRIBE-AKI Consortium. Incidence,
risk factors, and outcomes of acute kidney injury after pediatric cardiac surgery: a prospective multicenter study. Crit Care
Med 2011 Jun;39(6):1493-1499 [FREE Full text] [doi: 10.1097/CCM.0b013e31821201d3] [Medline: 21336114]

Madsen NL, Goldstein SL, Freslev T, Christiansen CF, Olsen M. Cardiac surgery in patients with congenital heart disease
is associated with acute kidney injury and the risk of chronic kidney disease. Kidney Int 2017 Sep;92(3):751-756 [FREE
Full text] [doi: 10.1016/].kint.2017.02.021] [Medline: 28412020]

Van den Eynde J, Rotbi H, Gewillig M, Kutty S, Allegaert K, Mekahli D. In-Hospital Outcomes of Acute Kidney Injury
After Pediatric Cardiac Surgery: A Meta-Analysis. Front Pediatr 2021;9:733744 [EREE Full text] [doi:
10.3389/fped.2021.733744] [Medline: 34540775]

Nadim MK, Forni LG, Bihorac A, Hobson C, Koyner JL, Shaw A, et a. Cardiac and Vascular Surgery-Associated Acute
Kidney Injury: The 20th International Consensus Conference of the ADQI (Acute Disease Quality Initiative) Group. JAm
Heart Assoc 2018 Jun 01;7:11 [FREE Full text] [doi: 10.1161/JAHA.118.008834] [Medline: 29858368]

Parikh CR, Devarajan P, Zappitelli M, Sint K, Thiessen-Philbrook H, Li S, TRIBE-AKI Consortium. Postoperative
biomarkers predict acute kidney injury and poor outcomes after pediatric cardiac surgery. J Am Soc Nephrol 2011
Sep;22(9):1737-1747 [FREE Full text] [doi: 10.1681/ASN.2010111163] [Medline: 21836147]

de Melo Bezerra Cavalcante CT, Castelo Branco KM, Pinto Jinior VC, Meneses GC, de Oliveira Neves FM, de Souza
NMG, et a. Syndecan-1 improves severe acute kidney injury prediction after pediatric cardiac surgery. J Thorac Cardiovasc
Surg 2016 Jul;152(1):178-186.€2 [FREE Full text] [doi: 10.1016/j.jtcvs.2016.03.079] [Medline: 27343912]

Dong L, MaQ, Bennett M, Devargjan P. Urinary biomarkers of cell cycle arrest are delayed predictors of acute kidney
injury after pediatric cardiopulmonary bypass. Pediatr Nephrol 2017 Dec;32(12):2351-2360 [FREE Full text] [doi:
10.1007/s00467-017-3748-7] [Medline: 28755073]

Deo RC. Machine Learning in Medicine. Circulation 2015 Nov 17;132(20):1920-1930 [FREE Full text] [doi:
10.1161/CIRCULATIONAHA.115.001593] [Medline: 26572668]

RaitaY, Goto T, Faridi MK, Brown DFM, Camargo CA, Hasegawa K. Emergency department triage prediction of clinical
outcomes using machinelearning models. Crit Care 2019 Feb 22;23(1):64 [FREE Full text] [doi: 10.1186/s13054-019-2351-7]
[Medline: 30795786]

Kendale S, Kulkarni P, Rosenberg AD, Wang J. Supervised Machine-learning Predictive Analytics for Prediction of
Postinduction Hypotension. Anesthesiology 2018 Oct;129(4):675-688 [ FREE Full text] [doi:

10.1097/AL N.0000000000002374] [Medline: 30074930]

Yan P, Duan SB, Luo XQ, Zhang N, Deng Y H. Development and validation of a deep neural network-based model to
predict acute kidney injury following intravenous administration of iodinated contrast mediain hospitalized patients with
chronic kidney disease: a multicohort analysis. Nephrol Dial Transplant Preprint posted online Feb 26, 2022. [doi:
10.1093/ndt/gfac049] [Medline: 35218197]

LeeH, Yoon H, Nam K, Cho Y J, Kim TK, Kim WH, et a. Derivation and Validation of Machine Learning Approaches
to Predict Acute Kidney Injury after Cardiac Surgery. J Clin Med 2018 Oct 03;7:10 [FREE Full text] [doi:
10.3390/jcm7100322] [Medline: 30282956]

Penny-Dimri JC, Bergmeir C, Reid CM, Williams-Spence J, Cochrane AD, Smith JA. Machine Learning Algorithms for
Predicting and Risk Profiling of Cardiac Surgery-Associated Acute Kidney Injury. Semin Thorac Cardiovasc Surg
2021;33(3):735-745. [doi: 10.1053/].semtcvs.2020.09.028] [Medline: 32979479]

Li Y, XuJ, Wang Y, Zhang Y, Jiang W, Shen B, et al. A novel machine learning algorithm, Bayesian networks model, to
predict the high-risk patients with cardiac surgery-associated acute kidney injury. Clin Cardiol 2020 Jul;43(7):752-761
[FREE Full text] [doi: 10.1002/clc.23377] [Medline: 32400109]

Thongprayoon C, Hansrivijit P, Bathini T, Vallabhajosyula S, Mekraksakit P, Kaewput W, et a. Predicting Acute Kidney
Injury after Cardiac Surgery by Machine Learning Approaches. J Clin Med 2020 Jun 07;9:6 [FREE Full text] [doi:
10.3390/jcm9061767] [Medline: 32517295]

Zhang H, Wang Z, Tang Y, Chen X, You D, Wu Y, et al. Prediction of acute kidney injury after cardiac surgery: model
development using a Chinese electronic health record dataset. J Trand Med 2022 Apr 09;20(1):166 [FREE Full text] [doi:
10.1186/s12967-022-03351-5] [Medline: 35397573]

Tseng P, Chen Y, Wang C, Chiu K, Peng Y, Hsu S, et a. Prediction of the development of acute kidney injury following
cardiac surgery by machinelearning. Crit Care 2020 Jul 31;24(1):478 [EREE Full text] [doi: 10.1186/s13054-020-03179-9]
[Medline: 32736589]

Li S, Krawczeski CD, Zappitelli M, Devarajan P, Thiessen-Philbrook H, Coca SG, TRIBE-AKI Consortium. Incidence,
risk factors, and outcomes of acute kidney injury after pediatric cardiac surgery: a prospective multicenter study. Crit Care
Med 2011 Jun;39(6):1493-1499 [FREE Full text] [doi: 10.1097/CCM.0b013e31821201d3] [Medline: 21336114]
Bowdish ME, D'Agostino RS, Thourani VH, Schwann TA, Krohn C, Desai N, et al. STS Adult Cardiac Surgery Database:
2021 Update on Outcomes, Quality, and Research. Ann Thorac Surg 2021 Jun;111(6):1770-1780. [doi:
10.1016/j.athoracsur.2021.03.043] [Medline: 33794156]

https://www.jmir.org/2023/1/e41142 JMed Internet Res 2023 | vol. 25 | e41142 | p. 12

(page number not for citation purposes)


https://europepmc.org/abstract/MED/21336114
http://dx.doi.org/10.1097/CCM.0b013e31821201d3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21336114&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0085-2538(17)30155-2
https://linkinghub.elsevier.com/retrieve/pii/S0085-2538(17)30155-2
http://dx.doi.org/10.1016/j.kint.2017.02.021
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28412020&dopt=Abstract
https://doi.org/10.3389/fped.2021.733744
http://dx.doi.org/10.3389/fped.2021.733744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34540775&dopt=Abstract
https://www.ahajournals.org/doi/10.1161/JAHA.118.008834?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://dx.doi.org/10.1161/JAHA.118.008834
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29858368&dopt=Abstract
https://jasn.asnjournals.org/cgi/pmidlookup?view=long&pmid=21836147
http://dx.doi.org/10.1681/ASN.2010111163
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21836147&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0022-5223(16)30102-7
http://dx.doi.org/10.1016/j.jtcvs.2016.03.079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27343912&dopt=Abstract
https://europepmc.org/abstract/MED/28755073
http://dx.doi.org/10.1007/s00467-017-3748-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28755073&dopt=Abstract
https://europepmc.org/abstract/MED/26572668
http://dx.doi.org/10.1161/CIRCULATIONAHA.115.001593
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26572668&dopt=Abstract
https://ccforum.biomedcentral.com/articles/10.1186/s13054-019-2351-7
http://dx.doi.org/10.1186/s13054-019-2351-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30795786&dopt=Abstract
https://pubs.asahq.org/anesthesiology/article-lookup/doi/10.1097/ALN.0000000000002374
http://dx.doi.org/10.1097/ALN.0000000000002374
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30074930&dopt=Abstract
http://dx.doi.org/10.1093/ndt/gfac049
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=35218197&dopt=Abstract
https://www.mdpi.com/resolver?pii=jcm7100322
http://dx.doi.org/10.3390/jcm7100322
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30282956&dopt=Abstract
http://dx.doi.org/10.1053/j.semtcvs.2020.09.028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32979479&dopt=Abstract
https://doi.org/10.1002/clc.23377
http://dx.doi.org/10.1002/clc.23377
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32400109&dopt=Abstract
https://www.mdpi.com/resolver?pii=jcm9061767
http://dx.doi.org/10.3390/jcm9061767
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32517295&dopt=Abstract
https://translational-medicine.biomedcentral.com/articles/10.1186/s12967-022-03351-5
http://dx.doi.org/10.1186/s12967-022-03351-5
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=35397573&dopt=Abstract
https://ccforum.biomedcentral.com/articles/10.1186/s13054-020-03179-9
http://dx.doi.org/10.1186/s13054-020-03179-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32736589&dopt=Abstract
https://europepmc.org/abstract/MED/21336114
http://dx.doi.org/10.1097/CCM.0b013e31821201d3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21336114&dopt=Abstract
http://dx.doi.org/10.1016/j.athoracsur.2021.03.043
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33794156&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH Luoeta

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Van den Eynde J, Delpire B, Jacquemyn X, Pardi |, Rotbi H, Gewillig M, et a. Risk factors for acute kidney injury after
pediatric cardiac surgery: a meta-analysis. Pediatr Nephrol 2022 Mar;37(3):509-519. [doi: 10.1007/s00467-021-05297-0]
[Medline: 34595570]

Callins GS, ReitsmaJB, Altman DG, MoonsKGM. Transparent Reporting of amultivariable prediction model for Individual
Prognosis or Diagnosis (TRIPOD): the TRIPOD statement. Ann Intern Med 2015 Jan 06;162(1):55-63 [FREE Full text]
[doi: 10.7326/M14-0697] [Medline: 25560714]

Schwartz GJ, Mufioz A, Schneider MF, Mak RH, Kaskel F, Warady BA, et al. New equations to estimate GFR in children
with CKD. J Am Soc Nephrol 2009 Mar;20(3):629-637 [FREE Full text] [doi: 10.1681/ASN.2008030287] [Medline:
19158356]

Pottel H, Dubourg L, Goffin K, Delanaye P. Alternatives for the Bedside Schwartz Equation to Estimate Glomerular
Filtration Rate in Children. Adv Chronic Kidney Dis 2018 Jan;25(1):57-66. [doi: 10.1053/j.ackd.2017.10.002] [Medline:
29499888]

Xu X, NieS, Zhang A, Mao J, LiuH, XiaH, et a. Acute Kidney Injury among Hospitalized Children in China. Clin JAm
Soc Nephrol 2018 Dec 07;13(12):1791-1800 [FREE Full text] [doi: 10.2215/CJIN.00800118] [Medline: 30287424]
Jenkins KJ, Gauvreau K, Newburger JW, Spray TL, Moller JH, lezzoni LI. Consensus-based method for risk adjustment
for surgery for congenital heart disease. J Thorac Cardiovasc Surg 2002 Jan;123(1):110-118. [doi: 10.1067/mtc.2002.119064]
[Medline: 11782764]

Kidney Disease: Improving Global Outcomes (KDIGO) Acute Kidney Injury Work Group. KDIGO clinical practice
guidelinefor acutekidney injury. Kidney Int Suppl 2012 Jan;2(1):1-138. [doi: 10.1038/kisup.2012.1] [Medline: 30681074]
Stekhoven DJ, Bihimann P. MissForest--non-parametric missing value imputation for mixed-type data. Bioinformatics
2012 Jan 01;28(1):112-118. [doi: 10.1093/bioinformatics/btr597] [Medline: 22039212]

Saito T, Rehmsmeier M. The precision-recall plot is more informative than the ROC plot when evaluating binary classifiers
on imbalanced datasets. PL oS One 2015;10(3):€0118432 [FREE Full text] [doi: 10.1371/journal.pone.0118432] [Medline:
25738806]

Lundberg S, Lee Sl. A unified approach to interpreting model predictions. In: Adv Neural Inf Process Syst. 2017 25
Presented at: 31st Conference on Neural Information Processing Systems (NIPS 2017); December 4; Long Beach, CA,
USA. [doi: 10.48550/arXiv.1705.07874]

Ingelfinger JR, Kalantar-Zadeh K, Schaefer F, World Kidney Day Steering Committee. Averting the legacy of kidney
disease: focus on childhood. Nephrol Dial Transplant 2016 Mar;31(3):327-331. [doi: 10.1093/ndt/gfw003] [Medline:
26908830]

The Comprehensive R Archive Network. URL : https://cran.r-project.org [accessed 2022-11-11]

M achine learning-based modelsfor the prediction of pediatric CSA-AKI. GitHub. URL: https://github.com/L uoXiaoqin123/
pediatric-CSA-AKI [accessed 2022-11-11]

Boehne M, Sasse M, Karch A, Dziuba F, Horke A, Kaussen T, et a. Systemic inflammatory response syndrome after
pediatric congenital heart surgery: Incidence, risk factors, and clinical outcome. J Card Surg 2017 Feb;32(2):116-125. [doi:
10.1111/jocs.12879] [Medline: 27928843]

Adhikari L, Ozrazgat-Badanti T, Ruppert M, Madushani RWMA,, Paliwal S, Hashemighouchani H, et al. Improved predictive
models for acute kidney injury with IDEA: Intraoperative Data Embedded Analytics. PLoS One 2019;14(4):e0214904
[EREE Full text] [doi: 10.1371/journal.pone.0214904] [Medline: 30947282]

Thorsen-Meyer H, Nielsen AB, Nielsen AP, Kaas-Hansen BS, Toft P, Schierbeck J, et al. Dynamic and explainable machine
learning prediction of mortality in patientsin theintensive care unit: aretrospective study of high-frequency datain electronic
patient records. Lancet Digit Health 2020 Apr;2(4):e179-e191 [FREE Full text] [doi: 10.1016/S2589-7500(20)30018-2]
[Medline: 33328078]

Lv Z, Cui F, Zou Q, Zhang L, Xu L. Anticancer peptides prediction with deep representation learning features. Brief
Bioinform 2021 Sep 02;22:5. [doi: 10.1093/bib/bbab008] [Medline: 33529337]

Van den Eynde J, Delpire B, Jacquemyn X, Pardi |, Rotbi H, Gewillig M, et a. Risk factors for acute kidney injury after
pediatric cardiac surgery: ameta-analysis. Pediatr Nephrol 2022 Mar;37(3):509-519. [doi: 10.1007/s00467-021-05297-0]
[Medline: 34595570]

Bronicki RA, Hall M. Cardiopulmonary Bypass-Induced | nflammatory Response: Pathophysiology and Treatment. Pediatr
Crit Care Med 2016 Aug;17(8 Suppl 1):S272-S278. [doi: 10.1097/PCC.0000000000000759] [Medline: 27490610]
Nautiyal A, Sethi SK, SharmaR, Raina R, Tibrewal A, Akole R, et al. Perioperative albuminuria and clinical model to
predict acute kidney injury in paediatric cardiac surgery. Pediatr Nephrol 2022 Apr;37(4):881-890 [FREE Full text] [doi:
10.1007/s00467-021-05219-0] [Medline: 34545446]

Grieshaber B, Mdller S, Arneth B, Roth P, Niemann B, Renz H, et al. Predicting Cardiac Surgery-Associated Acute Kidney
Injury Using a Combination of Clinical Risk Scores and Urinary Biomarkers. Thorac Cardiovasc Surg 2020
Aug;68(5):389-400. [doi: 10.1055/s-0039-1678565] [Medline: 30743275]

Van Driest SL, Jooste EH, Shi Y, Choi L, Darghosian L, Hill KD, et al. Association Between Early Postoperative
Acetaminophen Exposure and Acute Kidney Injury in Pediatric Patients Undergoing Cardiac Surgery. JAMA Pediatr 2018
Jul 01;172(7):655-663 [FREE Full text] [doi: 10.1001/jamapediatrics.2018.0614] [Medline: 29799947]

https://www.jmir.org/2023/1/e41142 JMed Internet Res 2023 | vol. 25 | e41142 | p. 13

(page number not for citation purposes)


http://dx.doi.org/10.1007/s00467-021-05297-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34595570&dopt=Abstract
https://www.acpjournals.org/doi/abs/10.7326/M14-0697?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://dx.doi.org/10.7326/M14-0697
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25560714&dopt=Abstract
https://jasn.asnjournals.org/cgi/pmidlookup?view=long&pmid=19158356
http://dx.doi.org/10.1681/ASN.2008030287
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19158356&dopt=Abstract
http://dx.doi.org/10.1053/j.ackd.2017.10.002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29499888&dopt=Abstract
https://cjasn.asnjournals.org/cgi/pmidlookup?view=long&pmid=30287424
http://dx.doi.org/10.2215/CJN.00800118
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30287424&dopt=Abstract
http://dx.doi.org/10.1067/mtc.2002.119064
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11782764&dopt=Abstract
http://dx.doi.org/10.1038/kisup.2012.1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30681074&dopt=Abstract
http://dx.doi.org/10.1093/bioinformatics/btr597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22039212&dopt=Abstract
https://dx.plos.org/10.1371/journal.pone.0118432
http://dx.doi.org/10.1371/journal.pone.0118432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25738806&dopt=Abstract
http://dx.doi.org/10.48550/arXiv.1705.07874
http://dx.doi.org/10.1093/ndt/gfw003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26908830&dopt=Abstract
https://cran.r-project.org
https://github.com/LuoXiaoqin123/pediatric-CSA-AKI
https://github.com/LuoXiaoqin123/pediatric-CSA-AKI
http://dx.doi.org/10.1111/jocs.12879
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27928843&dopt=Abstract
https://dx.plos.org/10.1371/journal.pone.0214904
http://dx.doi.org/10.1371/journal.pone.0214904
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30947282&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S2589-7500(20)30018-2
http://dx.doi.org/10.1016/S2589-7500(20)30018-2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33328078&dopt=Abstract
http://dx.doi.org/10.1093/bib/bbab008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33529337&dopt=Abstract
http://dx.doi.org/10.1007/s00467-021-05297-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34595570&dopt=Abstract
http://dx.doi.org/10.1097/PCC.0000000000000759
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27490610&dopt=Abstract
https://europepmc.org/abstract/MED/34545446
http://dx.doi.org/10.1007/s00467-021-05219-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34545446&dopt=Abstract
http://dx.doi.org/10.1055/s-0039-1678565
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30743275&dopt=Abstract
https://europepmc.org/abstract/MED/29799947
http://dx.doi.org/10.1001/jamapediatrics.2018.0614
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29799947&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH Luoeta

Abbreviations

AUPRC: areaunder the precision-recall curve

AUROC: areaunder the receiver operating characteristic curve
CSA-AKI: cardiac surgery—associated acute kidney injury
eGFR: estimated glomerular filtration rate

KDIGO: Kidney Disease: Improving Global Outcomes
RACHS-1: Risk Adjustment for Congenital Heart Surgery-1
SCr: serum creatinine

SHAP: Shapley additive explanations

XGBoost: extreme gradient boosting
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