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Abstract

Background: Ambulatory blood pressure monitoring (ABPM) is routinely performed in children
with chronic kidney disease (CKD) to identify masked hypertension, a risk factor for accelerated
CKD progression. However, ABPM is burdensome, and developing an accurate prediction of
masked hypertension may allow using ABPM selectively rather than routinely.

Methods: To create a prediction model for masked hypertension using clinic blood pressure (BP)
and other clinical characteristics, we analyzed 809 ABPM studies with non-hypertensive clinic BP
among the participants of the Chronic Kidney Disease in Children study.

Results: Masked hypertension was identified in 170 (21.0%) observations. We created prediction
models for masked hypertension via gradient boosting, random forests, and logistic regression
using 109 candidate predictors, and evaluated its performance using bootstrap validation. The
models showed C-statistics from 0.660 (95%Cl; 0.595-0.707) to 0.732 (95%CI; 0.695-0.786) and
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Brier scores from 0.148 (95%Cl; 0.141-0.154) to 0.167 (95% CI; 0.152-0.183). Using the possible
thresholds identified from this model, we stratified the dataset by clinic systolic/diastolic BP
percentiles. The prevalence of masked hypertension was the lowest (4.8%) when clinic systolic/
diastolic BP were both <20th percentile, and relatively low (9.0%) with clinic systolic BP<20th
and diastolic BP<80th percentiles. Above these thresholds, the prevalence was higher with no
discernable pattern.

Conclusions: ABPM could be used selectively in those with low clinic BP, e.g., systolic
BP<20th and diastolic BP<80th percentiles, although careful assessment is warranted as masked
hypertension was not completely absent even in this subgroup. Above these clinic BP levels,
routine ABPM remains recommended.

Graphical Abstract
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INTRODUCTION

Masked hypertension (HTN), defined as normal clinic blood pressure (BP) but elevated
ambulatory BP, is common in children with chronic kidney disease (CKD); up to half of
children with CKD presenting non-hypertensive clinic BP may show elevated ambulatory
levels (1-3). As HTN is a well-established risk factor for accelerated CKD progression
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in children and adolescents (4-6), routine 24-hour ambulatory blood pressure monitoring
(ABPM) is recommended in this population (7,8). However, ABPM is expensive and often
burdensome due to discomfort and long duration, which can adversely affect both patients’
willingness to undergo ABPM and the quality of the studies (1,8).

If the presence of masked HTN could be accurately predicted, ABPM could be selectively
applied according to the predicted risk. Several clinical factors identified in previous studies
might enable this prediction. Among those factors, clinic BP levels are perhaps the most
comprehensively investigated for this purpose. Children and adolescents with very low clinic
BP (<25™ percentile) showed lower prevalence of masked HTN, whereas borderline high
clinic BP has been commonly considered as a risk factor for masked HTN (1,2,9,10). Left
ventricular hypertrophy has also been reported to be associated with masked HTN (3).
However, it remains unclear whether these and other clinical factors could be integrated into
a formal prediction model to quantify the risk of masked HTN with satisfactory prediction
accuracy.

Creating a robust prediction model for masked HTN could be facilitated by using machine
learning (ML) algorithms. ML can systematically and objectively analyze a large number of
predictors with few statistical assumptions on the functional forms of the predictor-outcome
association or the interactions between multiple predictors (11-13).

We hypothesized that, by applying robust ML algorithms on a large, high-dimensional
dataset of children with CKD, one could create a prediction model for masked HTN that is
sufficiently accurate to enable a more selective and targeted use of ABPM in this population.
To test this hypothesis, we analyzed data from the Chronic Kidney Disease in Children
(CKiD) Study, a multicenter cohort study of children with CKD in North America, via two
approaches. First, we developed a ML prediction model based on 109 clinical factors and
assessed its prediction performance. Second, we explored the feasibility of a simple, “bed-
side” prediction by assessing the prevalence of masked HTN according to clinic systolic
blood pressure (SBP) and diastolic blood pressure (DBP) percentiles using the thresholds
identified from our ML-based prediction model.

METHODS
The Chronic Kidney Disease in Children Study

The CKiD Study is an ongoing prospective cohort study of children and adolescents with
CKD from 63 sites across the United States and Canada. At enrollment, participants were
<16 years with estimated glomerular filtration rate (eGFR) 30-90 ml/min per 1.73m?2 and
without a previous history of end-stage kidney disease. Enrollment occurred in 3 phases

in 2005-2008 (n=586), 2011-2014 (n=305), and 2016-2020 (n=204). The CKiD Study
conducts annual study visits of standardized protocols to collect longitudinal data focused
on CKD progression and cardiovascular health, as well as growth and neurocognitive
development. Full details on the study design have been described elsewhere (14). All study
protocols were approved by local Institutional Review Boards, and informed consent and
assent were obtained from participants and their guardians according to local requirements.
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Anonymized data have been made publicly available at the NIDDK Central Repository and
can be accessed at https://repository.niddk.nih.gov/studies/ckid/.

Clinic Blood Pressure

By protocol, clinic BP was measured at enrollment and then yearly at annual CKiD study
visits. Measurements were obtained by auscultation using an aneroid sphygmomanometer
(MedicKit 5, Mabis Healthcare; Waukegan, IL). BP was measured three times (at least 30
seconds apart) at each visit, and the mean value of the three was recorded as the clinic BP
for that visit. For both systolic and diastolic BP, we considered raw reading, percentile, and
range (the difference between the highest and lowest readings in the three measurements) as
predictors. On an annual basis, study devices were calibrated, and coordinators were trained
and/or recertified.

Ambulatory Blood Pressure Monitoring

ABPM was conducted at the second study visit (1 year after enrollment), and at every other
annual visit thereafter. All ABPM studies were conducted with SpacelLabs 90217 monitors
(SpaceLabs Healthcare, Issaquah, WA). Participants were instructed to wear the monitor
continuously for 24 hours. Monitors measured BP every 20 minutes during the day and
night. The participants self-recorded the time of sleeping and waking up. Data recorded in
the device were extracted and processed at the central ABPM site for CKiD (University

of Texas, Houston, PI: JA Samuels). ABPM studies were deemed acceptable for research
and included in this analysis based upon the following criteria: (1) =21 hours of overall
monitoring, (2) =18 hours with >1 valid BP measurement per hour, and (3) =1 valid BP
measurement in =275% of wake hours and =75% of sleep hours. ABPM studies that failed to
meet these criteria were followed by a repeat study (1).

Outcome Definitions

Since masked HTN is defined by non-hypertensive clinic BP with elevated ambulatory

BP, we excluded CKiD person-visits in which the clinic BP had met the definition

of stage 1 or stage 2 HTN according to the 2017 American Academy of Pediatrics
guidelines (7). For children <13 years at the measurement, SBP/DBP=95th percentile or
>130/80 mmHg (whichever is lower) was considered hypertensive. For children =13 years,
SBP/DBP=130/80 mmHg was considered hypertensive. BP percentiles were determined for
age, sex, and height according to the 2017 American Academy of Pediatrics guidelines (7).

We defined ambulatory HTN as mean systolic or diastolic ambulatory BP=95th percentile
during either the wake or sleep period according to the 2022 American Heart Association
(AHA) statement for pediatric ABPM (15). BP load was not considered in the outcome
definition (15). BP percentiles were determined for age and sex according to the data
reported by the German Working Group on Pediatric Hypertension (16).

Statistical Analysis

We included all CKiD person-visits with non-hypertensive clinic BP and research quality
ABPM data. We excluded person-visits in which the participants were <5 or >17 years since
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the ABPM percentile data was available for ages from 5 to 20 years, and the clinic BP
percentile data was from 1 to 17 years.

Machine Learning-Based Prediction Model—We created “exploratory” prediction
models for masked HTN using two ML algorithms, gradient boosting and random forests.
Briefly, gradient boosting generates a sequence of parsimonious prediction models based

on the residual error of the previous models (17), and random forests uses an ensemble of
parsimonious prediction models generated through bootstrap aggregation (18). To optimize
our models’ prediction performance, we conducted a random search of hyperparameters and
selected the hyperparameter set that showed the highest area under the receiver operating
characteristic curve (AUC) in a 5-fold cross validation (17), independently for gradient
boosting and random forests.

Both models included 109 commonly measured predictors (Table S1), including clinic
blood pressure (raw reading, percentile, and range; see above), demographic factors (age,
sex, race, and ethnicity), CKD characteristics (duration of CKD at visit and primary
diagnosis), socioeconomic factors (marital status of the parent[s], household income, and
maternal education level), birth-related factors (gestational age at birth, birth weight, and
small for gestational age), body size (height, weight, and body mass index), clinical
laboratory variables (eGFR, serum creatinine, serum albumin, electrolytes, lipids, blood

cell counts, hemoglobin, ferritin, transferrin), urine biomarkers (proteinuria, and protein and
creatinine, as separate variables), echocardiographic findings (left ventricular mass [LVM],
LVM percentile, and LVM index), medication and supplements (anti-hypertensive therapy,
immunosuppressant therapy, steroids, antibiotics, growth hormone, vitamins, and nutritional
supplements), and seasonality (day of the year).

To better illustrate the associations characterized by our prediction model, we further
assessed the gradient boosting model using Shapley additive explanations (SHAP), a metric
designed for interpreting model predictions (19). SHAP values represent a given predictor’s
impact on the predicted outcome within each observation; in this study, SHAP values
correspond to the impact of a given predictor on the predicted log odds of masked HTN

in each person-visit. We used the SHAP values to assess the variable importance of each
predictor, and visualize the association of a predictor with masked HTN (19).

Additionally, the large number of predictors (p=109) relative to the sample size (n=809)

and the number of cases (h=170) could have introduced inefficiency to the ML algorithms
(20,21). Therefore, we created more parsimonious, “final” models using gradient boosting,
random forests, and logistic regression. Based on the variable importance from the
exploratory gradient boosting model and the findings from the previous literature, we
selected the following 9 predictors for the final models: clinic SBP percentile, clinic DBP
percentile, clinic DBP range, LVM percentile, body mass index percentile, urine protein,
mean corpuscular hemoglobin concentration, angiotensin Il receptor blocker use, and day of
the year.
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To summarize, we created a total of 5 prediction models: “exploratory” gradient boosting
and random forests with 109 predictors, and “final” gradient boosting, random forests, and
logistic regression with 9 high-impact predictors.

Model validation—We evaluated the prediction performance of the models using the
0.632+ bootstrap validation method with 100 repetitions (22,23). We assessed both
discrimination and calibration. Discrimination represents the model’s ability to correctly
assign higher predicted risk to those who had developed the outcome, and calibration
represents the bias between the predicted risk and the true risk (24). We assessed AUC, Brier
score, and calibration curve of the models. AUC can range from 0.5 to 1, with higher values
indicating superior discrimination. The Brier score, analogous to the mean squared error, can
range from 0 to 1, with lower values indicating superior calibration. We also examined the
scaled Brier score, which represents the relative reduction in Brier score achieved with the
prediction model compared to a “null” model. The calibration curve was assessed in two
steps as per the hierarchical approach proposed by Van Calster and colleagues (25,26). First,
we fit a logistic regression between the observed outcome versus the predicted probability
(converted to log odds) to assess the overall calibration. Using this approach, a prediction
model with perfect calibration would appear as the identity line (y=x) with an intercept

of 0 and a slope of 1 from the logistic regression. The intercept and slope may represent
systematic overfitting or underfitting and/or overestimation or underestimation of risk (25).
Specifically, the intercept can be interpreted as the bias between the observed proportion
and the predicted probability among cases with predicted probability of 0.5, and the slope
can be interpreted as the correspondence between the observed proportion and the predicted
probability. Then, we repeated the analysis using the locally-estimated scatterplot smoothing
(LOESS) method to graphically examine the calibration at different risk levels.

Prevalence of Masked Hypertension by Clinic Blood Pressure—We examined the
exploratory gradient boosting model using SHAP values and identified potential thresholds
for clinic SBP and DBP percentiles around which the risk of masked HTN may notably
differ. Based on these findings, we stratified the entire study population by the quantiles

of clinic SBP and DBP percentiles (<20, 20-40, 40-60, 60-80, and >80). We calculated the
prevalence of mashed HTN within each combination of the quintiles and visualized the
results on a 5x5 heat map. All analyses were performed using R version 4.0.3.

Study Population

Table 1 presents the descriptive statistics of demographic and clinical characteristics of the
training and validation set, stratified by ABPM results. Among all 809 cases included in

our study, masked HTN was observed in 170 (21.0%). Compared to cases with normal
ambulatory BP, those with masked HTN had a slightly higher clinic BP (median SBP
percentile, 53 vs. 40; and median DBP percentile, 59 vs. 48) and a smaller body size
(median height percentile, 27 vs. 33; and median weight percentile, 42 vs. 51), and were less
likely to report concurrent use of angiotensin 11 receptor blockers (42.4% vs. 58.4%), annual
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household income >$75,000 (32.9% vs. 40.0%), and maternal education level of college or
greater (30.5% vs. 39.3%).

Role of Individual Predictors

Table 2 shows the variable importance of the predictors from the final gradient boosting
model. The relative contribution of the predictors to the model’s ability to predict masked
HTN was evaluated using variable importance, which is expressed as a percent. Among the
9 predictors included in this model, clinic SBP percentile had the highest (14.1%) variable
importance, followed by day of the year (13.5%), clinic DBP percentile (12.9%), and

urine protein (12.3%). The associations of these predictors with masked HTN are presented
in Figure S1. For SBP/DBP and LVM, the percentile values showed higher importance
than the raw values. Additionally, we estimated the association of clinic SBP and DBP
percentiles with masked HTN after controlling for other predictors using SHAP values
(Figure 1). Overall, the predicted odds of masked HTN increased notably when clinic SBP
exceeded the 20th percentile or DBP exceeded the 80th percentile, although it was low and
relatively uniform below those thresholds. Among cases with clinic SBP=20th percentile and
DBP<80th percentile, there were no discernable pattern between clinic BP percentiles and
the predicted odds of masked HTN.

Prediction Performance

Table 3 summarizes the models’ prediction performance. AUC ranged from 0.660 (95% ClI;
0.595, 0.707) in the exploratory gradient boosting model to 0.732 (95% CI; 0.695, 0.786)

in the final random forests. Brier score ranged from 0.148 (95% ClI; 0.141, 0.154) in the
logistic regression to 0.167 (95% CI; 0.152, 0.183) in the exploratory gradient boosting,
which respectively represented 10.8% and 1.7% relative reduction compared to the null
model. The ML models showed similar receiver operating characteristic (ROC) curves,
whereas the logistic regression showed more homogeneous ROC curves across the bootstrap
iterations (Figure S2).

The calibration curve analysis showed mixed results. The logistic regression showed the
most favorable metrics, with an intercept of 0.002 (95% CI; —0.154, 0.154) and a slope of
0.898 (95% CI; 0.725, 1.096), which did not significantly deviate from the ideal values of
0 and 1, respectively. The ML-based prediction models showed slightly worse calibration
(Table S2). The LOESS calibration curves corroborate these assessments (Figure S2). Of
note, at mild and moderate risk levels (e.g., predicted probability <0.4), the calibration
curves were close to the identity line, indicating a relatively acceptable calibration in these
risk levels. However, at higher risk levels, some of the bootstrapped curves showed severe
departures from the identity line, possibly due to the small sample size at this risk level.

Prevalence of Masked Hypertension by Clinic Blood Pressure

Based on the findings above (Figure 1), we divided our cohort into a low-risk group (clinic
SBP<20th percentile and DBP<80th percentile) versus a high-risk group (clinic SBP=20th
percentile or DBP=80th percentile). The low-risk group was substantially less likely to have
masked HTN compared to the high-risk group (9.0% vs. 23.8%).
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When stratified into quintiles of clinic SBP and DBP percentiles (Figure 2), masked HTN
was the least common (4.8%) among cases in which clinic SBP and DBP were both <20th
percentile. Masked HTN was also relatively less common (7.4%-13.2%; Figure 2) in other
strata with clinic SBP<20th percentile and DBP<80th percentile, and in the stratum with
clinic SBP 20th-40th percentile and DBP<20™ percentile. Among cases in which clinic SBP
and DBP were both between 20th and 80th percentiles, the observed prevalence ranged from
12.9% and 31.2% without a discernable pattern. Among cases in which either clinic SBP or
DBP was =80th percentile, the observed prevalence was slightly higher than the rest of the
cases.

DISCUSSION

In our study of 809 children and adolescents with CKD and non-hypertensive clinic BP
levels, higher clinic BP levels and other several clinical factors were predictive of masked
HTN. However, despite several meaningful trends observed in the prediction models, the
overall accuracy was not remarkably high even after assessing 109 clinical factors using
multiple robust prediction algorithms. On one hand, using the potential thresholds identified
using our prediction model, we found that masked HTN was less common among cases
with clinic SBP<20th percentile and DBP<80th percentile compared to the rest of the study
population (9.0% vs 23.8%). These thresholds may serve as simple, although not precise,
criteria to evaluate the necessity for ABPM on an individual basis. On the other hand, above
these thresholds, the lack of a clear risk stratification supports the current recommendation
for routine ABPM in children with CKD over its potential alternative, a selective use of
ABPM based on the patient’s predicted risk of masked HTN.

At the individual clinical factor level, our findings correspond with previous studies that
have identified risk factors for masked HTN in children with CKD. Clinic BP readings

are perhaps the most studied and used predictor of masked HTN. The AHA statement on
ABPM in children and adolescents has suggested that elevated clinic BP, especially when
within 20% of the 95th percentile, may serve as a possible indicator of masked HTN (8-10).
Similarly, a more recent analysis of the CKiD data found a very low prevalence of elevated
ambulatory BP levels (2%-7%) among children with clinic BP below the 25th percentile (2).
These findings were replicated in our graphical analyses (Figures 1 and 2), and clinic SBP
and DBP percentiles were highly informative predictors in our full prediction model (Table
2). Another previous analysis of the CKiD data found an association of left ventricular
hypertrophy with masked HTN (3). Our analysis also identified LVM percentile as one of
the informative predictors (Table 2). Lastly, our models suggested day of the year as one of
the influential predictors; specifically, masked HTN was observed more commonly during
colder seasons (Figure S1). These findings are consistent with previous studies that reported
associations of winter season and low ambient temperature with BP variability and masked
HTN (27-30).

Our prediction performance is generally comparable with those from previous studies in
children and adolescents. A cross-sectional study of healthy adolescents (11-19 years old)
who underwent ABPM as part of a study of BP levels and cardiovascular risk in youth
(n=247) reported sensitivity and specificity of 0.868 and 0.574 using clinic SBP over
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the 85th percentile as the threshold (31). Another study of 55 obese children reported
sensitivity and specificity of 0.67 and 0.78 using clinic SBP over the 93rd percentile as

the threshold (32). The prediction performance reported in these studies are generally
similar to our prediction performance estimates, especially considering that our study
population may have a more complicated pathophysiology due to CKD and concomitant
use of angiotensin converting enzyme inhibitors (ACEi) and angiotensin Il receptor blockers
(ARB). Additionally, we evaluated the prediction performance in a dedicated validation
procedure, a practice that typically yields a more robust and conservative estimate of the
prediction performance (22,23).

Our findings have two implications. First, when clinic SBP and DBP are both low, the
risk of masked HTN appears to be low, although not zero. The observed prevalence in
our population was substantially lower among cases with clinic SBP<20th and DBP<80th
percentiles (9.0%), and even lower among cases with clinic SBP<20th and DBP<20th
percentiles (4.8%), compared to the overall prevalence of 21.0%. ABPM would still be
beneficial below these thresholds, but to a smaller extent. The benefits and burdens of
ABPM could be considered on an individual basis below these thresholds. However, above
these thresholds, neither our prediction model nor our clinic BP stratification analysis
provided an effective risk stratification that may justify a selective use of ABPM. In these
cases, there appears to be no viable alternative to the currently recommended practice of
routine ABPM.

There are several limitations to this study. First, by using additional predictors or alternative
analytical methods, one might achieve sufficiently high prediction performance to support
a selective use of ABPM in all children with CKD. There still exists a possibility that

an alternative statistical method would yield superior prediction performance than what

we observed. However, considering the robustness of the ML algorithms we used in

this analysis, we hypothesize that the prediction performance observed in our study was
likely limited by unmeasured variables rather than the analytic techniques. Although we
assessed 109 clinical factors that represent a wide spectrum of commonly available clinical
information, masked HTN appears to be mostly determined by unmeasured factors. Second,
some subclinical and non-clinical factors that may influence ABPM results or BP patterns
were not available for analysis in our data. Additional information regarding clinic BP

(e.g., time of the day or time since the last meal) or ambulatory BP (e.g., physical activity
or mental stress during the day) may improve the performance of the prediction models
(33,34). Particularly, the impact of seasonal variation on masked HTN deserves further
exploration. Several factors like ambient temperature, school seasons, and holidays may
explain this observation; more detailed circumstantial data may be needed.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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PATHOPHYSIOLOGIC NOVELTY AND SIGNIFICANCE
What is New?

A machine learning algorithm to predict masked hypertension identified SBP<20th and
DBP<80th percentile as possible thresholds below which masked hypertension was
relatively uncommon.

What is Relevant?

The importance of detecting and managing masked hypertension often collides with the
burdens of conducting ambulatory blood pressure monitoring (ABPM) in children. A risk
stratification may enable a selective application of ABPM.

What arethe Pathophysiological | mplications?

Our results support that ABPM might be performed selectively, rather than routinely, in
children with CKD presenting sufficiently low clinic blood pressure. Above those clinic
blood pressure levels, the current recommendation practice of routine ABPM assessment
remains a more prudent strategy in pediatric CKD management.
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PERSPECTIVES

Our prediction model to identify masked HTN in children with CKD presenting with
non-hypertensive clinic BP revealed some meaningful trends, while it did not achieve
remarkably high accuracy. On one hand, our model showed that masked HTN was
notably less common in cases with clinic SBP<20th and DBP<80th percentiles. These
thresholds might be used to assess the necessity of ABPM on an individual basis. On
the other hand, above these clinic BP thresholds, our analyses did not yield a sufficient
risk stratification that may support a selective use of ABPM and underscore the need

to identify more variables that may be useful for prediction of masked hypertension.
Taken together, our findings suggest that a selective use of ABPM based on the individual
risk profile could be carefully considered in children with CKD when their clinic BP
levels are sufficiently low. However, among those with clinic BP above those levels, the
currently recommended practice of routine ABPM is a more prudent strategy because
neither clinic BP nor other clinical information could predict the risk of masked HTN
accurately.
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Figure 1. Relative Odds of Masked Hypertension by Clinic Systolic and Diastolic Blood Pressure
Per centiles.

The association of clinic systolic and diastolic BP percentiles with masked hypertension was
characterized using the exploratory gradient boosting model and represented in relative odds
compared to the lowest risk level. The raw data were overlaid as dots or crosses according to
the observed ambulatory BP outcome. Abbreviations. BP, blood pressure.
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Figure 2. Prevalence of Masked Hypertension by Clinic Systolic and Diastolic Blood Pressure

Percentiles.

Parentheses represent (masked hypertension / all cases).
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Table 1.

Population Characteristics.

Continuous variables are shown in median [interquartile range] and categorical variables are in n (%).

Characteristic Masked hypertension (n=170) Normal ambulatory blood pressure (n=639)
Age, y 13 [10-16] 14 [11-16]
Male sex 93 (54.7%) 368 (57.6%)
Race

White 121 (71.2%) 483 (75.6%)

African American 19 (11.2%) 49 (7.7%)

Others 30 (17.6%) 107 (16.7%)
Hispanic/Latino 12 (7.1%) 92 (14.4%)
Clinic systolic blood pressure, pct 53 [34-70] 40 [20-59]
Clinic diastolic blood pressure, pct 59 [39-82] 48 [25-68]
Height, pct 27 [7-50] 33 [13-61]
Weight, pct 42 [12-78] 51 [23-81]
Body mass index, pct 51 [23-83] 61 [32-86]
Low birth weight 27 (17.1%) 113 (18.6%)
Duration of CKD, y 12 [9-15] 12 [9-15]
Glomerular CKD 33 (19.4%) 136 (21.3%)
estimated GFR, mL/min/1.73 m? 49 [36-62] 50 [37-64]
Serum sodium, mmol/L 139 [138-141] 139 [138-141]
Serum potassium, mmol/L 4 [4-5] 4 [4-5]

Total cholesterol, mg/dL
Triglycerides, mg/dL
LDL, mg/dL
Hemoglobin, pct
Left ventricular mass, pct
Medications
ACE inhibitor
ARB
Diuretics
Corticosteroids
Annual household income
<$36,000
$36,001-75,000
>$75,000
Maternal education
Highschool
Some college

College and higher

167 [146-187]
106 [77-158]
90 [73-105]
22 [3-63]

42 [15-77]

113 (66.5%)
72 (42.4%)
17 (10.0%)

16 (9.4%)

64 (38.3%)
48 (28.7%)
55 (32.9%)

59 (36.0%)
55 (33.5%)
50 (30.5%)

163 [142-187]
101 [72-150]
88 [71-109]
18 [1-57]

37 [14-66]

436 (68.2%)
373 (58.4%)
48 (7.5%)
45 (7.0%)

182 (29.7%)
185 (30.2%)
245 (40.0%)

200 (32.5%)
173 (28.1%)
242 (39.3%)

Page 17

Abbreviations. Pct, percentile; CKD, chronic kidney disease; LDL, low density lipoprotein; ACE, angiotensin converting enzyme; and ARB,

angiotensin 1l receptor blocker.
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Table 2.
Variable Importance of the Predictorsincluded in the Final Gradient Boosting M odel.

Variable importance was evaluated using the mean absolute Shapley additive explanations (SHAP) values,
obtained from the “final” gradient boosting model (See Table 3) and transformed to a relative scale with a total
of 100%.

Rank Feature Importance
1 Clinic systolic blood pressure percentile 14.1%
2 Day of the year 13.5%
3 Clinic diastolic blood pressure percentile 12.9%
4 Urine protein 12.3%
5 Left ventricular mass percentile 11.8%
6 Body mass index percentile 11.1%
7 Mean corpuscular hemoglobin concentration 9.2%
8 Angiotensin Il receptor blocker use 8.5%
9 6.5%

Clinic diastolic blood pressure range*

*
Clinic blood pressure was measured three times consecutively. Range represents the difference between the highest and the lowest measurements.
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“Exploratory” models used all 109 predictors. “Final” models used 9 predictors (Table 2), which were selected
based on previous literature and the variable importance from the exploratory gradient boosting model.
Discrimination and calibration of these models were assessed via AUC and Brier score, respectively, using

the 0.632+ bootstrap validation method. The scaled Brier score represents the relative reduction in Brier score

Table 3.
Comparison of Prediction Perfor mance among M odels.

achieved with a prediction model compared to a “null” model.

Model AUC

Brier Score

Scaled Brier Score

Gradient Boosting

Exploratory 0.660 (0.595, 0.707)

Final 0.704 (0.648, 0.761)
Random Forests

Exploratory 0.693 (0.640, 0.757)

Final 0.732 (0.695, 0.786)

Logistic Regression
Final 0.717 (0.699, 0.732)

0.167 (0.152, 0.183)
0.159 (0.145, 0.176)

0.157 (0.141, 0.176)
0.151 (0.133, 0.168)

0.148 (0.141, 0.154)

1.7% (~5.7%, 6.7%)
4.6% (-3.2%, 11.0%)

6.6% (3.9%, 10.2%)
8.3% (2.1%, 14.0%)

10.8% (8.9%, 12.5%)

Abbreviations. AUC, area under receiver operating characteristics curve.
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