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Abstract

Importance

Sleep is critical to a person’s physical and mental health, but there are few studies systemat-
ically assessing risk factors for sleep disorders.

Objective

The objective of this study was to identify risk factors for a sleep disorder through machine-
learning and assess this methodology.

Design, setting, and participants

A retrospective, cross-sectional cohort study using the publicly available National Health
and Nutrition Examination Survey (NHANES) was conducted in patients who completed the
demographic, dietary, exercise, and mental health questionnaire and had laboratory and
physical exam data.

Methods

A physician diagnosis of insomnia was the outcome of this study. Univariate logistic models,
with insomnia as the outcome, were used to identify covariates that were associated with
insomnia. Covariates that had a p<0.0001 on univariate analysis were included within the
final machine-learning model. The machine learning model XGBoost was used due to its
prevalence within the literature as well as its increased predictive accuracy in healthcare
prediction. Model covariates were ranked according to the cover statistic to identify risk fac-
tors for insomnia. Shapely Additive Explanations (SHAP) were utilized to visualize the rela-
tionship between these potential risk factors and insomnia.

Results

Of the 7,929 patients that met the inclusion criteria in this study, 4,055 (51% were female,
3,874 (49%) were male. The mean age was 49.2 (SD = 18.4), with 2,885 (36%) White
patients, 2,144 (27%) Black patients, 1,639 (21%) Hispanic patients, and 1,261 (16%)
patients of another race. The machine learning model had 64 out of a total of 684 features
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that were found to be significant on univariate analysis (P<0.0001 used). These were fitted
into the XGBoost model and an AUROC = 0.87, Sensitivity = 0.77, Specificity = 0.77 were
observed. The top four highest ranked features by cover, a measure of the percentage con-
tribution of the covariate to the overall model prediction, were the Patient Health Question-
naire depression survey (PHQ-9) (Cover = 31.1%), age (Cover = 7.54%), physician
recommendation of exercise (Cover = 3.86%), weight (Cover = 2.99%), and waist circumfer-
ence (Cover =2.70%).

Conclusion

Machine learning models can effectively predict risk for a sleep disorder using demographic,
laboratory, physical exam, and lifestyle covariates and identify key risk factors.

Introduction

Sleep is critical to a person’s physical and mental health [1-6]. However, the prevalence of
diagnosed sleep disorders among American patients has significantly increased over the past
decade [1, 5, 7-10]. Sleep disorders are a broad categorization of disorders that encompass
conditions that lead to difficulty falling asleep, poor sleep quality, early waking, circadian
rhythm disorders, parasomnias, sleep-related movement disorders, and sleep-related breathing
disorders [11-13]. This is particularly important as sleep disorders are a significant risk factor
for diabetes, heart disease, obesity, and depression, leading to decreased quality of life and
increased healthcare usage [14, 15]. Additionally, poor quality of sleep has been associated
with decreased productivity at work and at school, increased stress, and decreased quality of
life [16-19]. To combat the debilitating consequences of sleep disorders, a plethora of pharma-
cologic treatments have been introduced to the market and prescribed by physicians [20-26].
While medications have shown efficacy in decreasing sleep latency, significant side effects
have been associated with these medications [27-32]. These include addiction, respiratory
depression, decreased quality of sleep, and significant withdrawal symptoms when these medi-
cations are discontinued [21, 33-35]. Furthermore, due to the increasing prevalence of
obstructive sleep apnea, continuous positive airway pressure (CPAP) machines are more regu-
larly prescribed [27].

Despite recognition of sleep disorders as a strong contributor to increasing mortality and
morbidity, little is known regarding specific risk factors that are strongly linked with increased
probability of having sleep disorders. Given these limitations in the literature, we will leverage
transparent machine-learning methods (Shapely Additive Explanations (SHAP) model expla-
nations and model gain statistics) to identify pertinent risk-factors for sleep disorders and
compute their relative contribution to model prediction of risk for sleep disorder; the
NHANES 2017-2020 cohort, a large, nationally representative sample of US adults, will be
used within this study.

Methods

A retrospective, cross-sectional cohort study using the publicly available National Health and
Nutrition Examination Survey (NHANES) was conducted in patients who completed the
demographic, dietary, exercise, and mental health questionnaire and had laboratory and physi-
cal exam data. The acquisition and analysis of the data within this study was approved by the
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National Center for Health Statistics Ethics Review Board. Within this retrospective cohort, all
data (medical records, survey information, demographic information) was fully anonymized
before data analysis was carried out and all patients consented to their data being publicly
available.

Dataset and cohort selection

The National Health and Nutrition Examination Survey (NHANES 2017-2020) is a program
designed by the National Center for Health Statistics (NCHS), which has been leveraged to
assess the health and nutritional status of the United States population. The NHANES dataset
is a series of cross-sectional, complex, multi-stage surveys conducted by the Centers for Dis-
ease Control and Prevention (CDC) on a nationally representative cohort of the United States
population to provide health, nutritional, and physical activity data. In the present study, we
analyzed adult (>18 years old) patients in the NHANES dataset who completed the demo-
graphic, dietary, exercise, and mental health questionnaire and had laboratory and physical
exam data.

Assessment of sleep disorder

The medical conditions file was used to identify patients with a sleep disorder. Participants
were asked: “Have you ever told a doctor or other healthcare professional that you have trouble
sleeping?” Participants who answered “Yes” to this question were considered to have a sleep
disorder within this study.

Independent variable

Potential model covariates were identified within the demographics, dietary, physical exami-
nation, laboratory, and medical questionnaire datasets in NHANES. A total of 783 covariates
were identified from the NHANES dataset. All covariates were extracted and merged with the
sleep disorder indicator.

Model construction and statistical analysis

Univariate logistic models, with a sleep disorder as the outcome, were used to identify covari-
ates that were associated with a sleep disorder. Covariates that had a p<0.0001 on univariate
analysis were included within the final machine-learning model. Utilizing univariable logistic
models to do an initial filter of the 700+ covariates that were within the dataset was used to
ensure that all covariates used within the machine learning models were strong independent
covariates. Furthermore, this initial filtering allowed for physician review of risk factors that
were clinically relevant. After initial filtering, model importance statistics from machine-learn-
ing models were used to identify pertinent risk factors.

Four machine-learning methods were carried out: XGBoost, Random Forest (RF), Adaptive
Boost (ADABoost), and Artificial Neural Network (ANN). All machine-learning models were
constructed using 10-fold cross validation. Cross validation was applied to only the training
set. A train:test (80:20) was used to compute the final set of model fit parameters. The model
fit parameters used in this study were accuracy, F1, sensitivity, specificity, positive predictive
value, negative predictive value, and AUROC (Area under the receiver operator characteristic
curve).

A grid search of hyperparameters for the XGBoost, Random Forest, and Adaptive Boost
methods was conducted. Trees were searched between 200 and 2000 at 100 tree increments,
with the optimal number being 600 trees for all models. The artificial neural network was
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comprised of an input layer with hidden layers and a scalar output layer. Additionally, the
ReLu function at each hidden layer and a Sigmoid function at the output layer was used. The
hyperparameters were determined by optimal accuracy across a grid search of 2-10 hidden
layers, 128-1024 for hidden layer dimensions, and 64-512 for batch size. The hyperparameters
that were most optimal were 4 hidden layers, 256 hidden layer dimensions, and 64 for the
batch size.

The machine learning model XGBoost was used due to its prevalence within the
literature as well as its increased predictive accuracy in healthcare prediction. Furthermore,
XGBoost was chosen as the most optimal model based upon the mean AUROC:
(AUROC, 0 = 0.87 > AUROC, ooy = 0.84 > AUROC, o = 0.83 > AUROC,, = 0.82, p<0.01).

Model feature importance statistics and SHAP visualization

Model covariates were ranked according to the Gain, Cover, and Frequency to identify risk
factors for a sleep disorder. The Gain is the relative contribution of the feature within the
model. The Cover is the number of observations related to this feature that were present. The
Frequency is the percentage of times the feature occurs in the trees of the machine-learning
model. The Gain statistic was chosen as the method to rank features based upon feature impor-
tance due to its ease of interpretation: the proportion the covariate contributed to the final
prediction.

SHAP explanations were utilized to visualize the continuous covariates with the strongest
relationship between the potential risk factors and a sleep disorder.

Results

Fig 1 shows of the 7,929 patients that met the inclusion criteria in this study, 4,055 (51% were
female, 3,874 (49%) were male. The mean age was 49.2 (SD = 18.4), with 2,885 (36%) White
patients, 2,144 (27%) Black patients, 1,639 (21%) Hispanic patients, and 1,261 (16%) patients
of another race. A total of 2,302 (29%) of patients had a sleep disorder.

Fig 2 shows the comparison of different machine learning models that led to XGBoost
being chosen for having the highest mean AUROC: (AUROC, ;. = 0.87 > AUROC, ,,poost =
0.84 > AUROC,; = 0.83 > AUROC,; = 0.82, p<0.01). The machine learning model had 64 out
of a total of 684 features that were found to be significant on univariate analysis (P<0.0001
used). These were fitted into the XGBoost model and an AUROC = 0.87, Sensitivity = 0.77,
Specificity = 0.78 were observed in Fig 3.

Fig 4 shows the top four highest ranked features by cover, a measure of the percentage con-
tribution of the covariate to the overall model prediction, were the Patient Health Question-
naire depression survey (PHQ-9) (Cover = 31.1%), age (Cover = 7.54%), physician
recommendation of exercise (Cover = 3.86%), weight (Cover = 2.99%), and waist circumfer-
ence (Cover = 2.70%). Fig 5 shows the overall SHAP explanations for the covariates showing
the PHQ-9, age, physician recommendation of exercise, weight, and waist circumference have
the highest contribution to the model.

SHAP visualizations were conducted for the top four continuous covariates by model cover
(Fig 6). We observed that increased PHQ-9 scores were strongly linked to the odds of a sleep
disorder. Each increase in PHQ-9 score is associated with increased odds of a sleep disorder
up to around a PHQ-9 score of 11, at which the odds of sleep disorder no longer increase with
increased PHQ-9 score. Additionally, we observed a curvilinear relationship between weight
and odds of a sleep disorder. There is no significant increase in odds of a sleep disorder with
increasing weight for patients weighing under 80 kg, but after 80 kg, increased weight is associ-
ated with significantly increased odds of a sleep disorder. Furthermore, age was found to be a
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Covariate All Patients (N = 7929) with Sleep {N=2302) vith {(N=5627) |P-value
Age: Mean {SD) 49.23{18.35) 52.88{16.73) 47.73{18.77) P<0.01
Gender Female: Count {Proportion) 4055 {0.51) 1300 {0.56) 2755 {0.49) P<0.01
Gender Male: Count {Proportion) 3874 {0.49) 1002 {0.44) 2872 {0.51) P<0.01
Race Other: Count {Proportion) 1261 {0.16) 284 {0.12) 977 {0.17) P<0.01
Race White: Count {Proportion) 2885 {0.36) 1002 {0.44) 1883 {0.33) P<0.01
Race Hispanic: Count {Proportion) 1639 {0.21) 427 {0.19) 1212 {0.22) P<0.01
Race Black: Count {Proportion) 2144 {0.27) 589 {0.26) 1555 {0.28) P<0.01
Income Poverty Ratio: Mean {SD) 2.6{1.63) 2.58{1.65) 2.62 {1.63) P<0.01
Red blood cell count {million cellsful) : Mean {SD) 4.73 {0.51) 4.68 {0.52) 4.74 {0.5) P<0.01
Red cell distribution width {%): Mean {SD) 13.9{1.39) 14.01 {1.38) 13.85 {1.38) P<0.01
Cotinine, Serum {ng/ml) : Mean {SD) 57.44 {130.68) 69 {146.47) 52.65{123.23) P<0.01
Hydroxycotinine, Serum {ng/mL) : Mean {SD) 23 {62.39) 29.41 {75.42) 20.33 {55.89) P<0.01
RBC folate {ng/ml) : Mean {SD) 514.51 {230.32) 541.57 {258.6) 503.66 {217.05) P<0.01
in {%): Mean {SD) 5.82 {1.09) 5.93{1.17) 5.78{1.06) P<0.01
HS C-Reactive Protein {mg/L) : Mean {SD) 4.09 {7.85) 5.02 {9.79) 3.69 {6.84) P<0.01
Insulin {pmol/L) : Mean {SD) 89.85 {145.24) 109.97 {198.2) 81.2 {114.21) P<0.01
Blood cadmium {ug/L) : Mean {SD) 0.46 {0.54) 0.51{0.6) 0.44{0.51) P<0.01
Albumin, refrigerated serum {g/dL) : Mean {SD) 4.06 {0.35) 4.01 {0.35) 4.08 {0.35) P<0.01
Alkaline Phosphatase {ALP) {IU/L) : Mean {SD) 78.23 {26.94) 80.63 {25.97) 77.23{27.27) P<0.01
Blood Urea Nitrogen {mg/dL) : Mean {SD) 14.86 {6.02) 15.42 {6.76) 14.63 {5.68) P<0.01
Ghucose, refrigerated serum {mg/dL) : Mean {SD) 101.39 {35.15) 104.83 {37.69) 99.95 {33.94) P<0.01
(Gamma ¥ {GGT) {lU/1) : Mean {SD) 31.31{43.71) 35.3 {49.92) 29.65 {40.74) P<0.01
Total Protein {g/dl) : Mean {SD) 7.15{0.45) 7.1{0.45) 7.17 {0.45) P<0.01
N-acetyl-S{n-propyl}-Lcysteine comt: Mean {SD) 169.52 {216.01) 202.78 {278.74) 155.6 {181.8) P<0.01
BMXWT - Weight {kg) : Mean {SD) 84.02 {23.31) 88.92 {25.79) 82.01 {21.91) P<0.01
BMXBMI - Body Mass Index {kg/m2) : Mean {SD) 30 {7.65) 31.86 {8.53) 29.24{7.12) P<0.01
BMXWAIST - Waist Circumference {cm) : Mean {SD) 100.65 {17.47) 105.28 {18.08) 98.78 {16.87) P<0.01
SMQ020 - Smoked at least 100 ci in fife : Count {I 3261 {0.41) 1151 {0.5) 2110 {0.37) P<0.01
SMQ690A - Used last 5 days - Cigarettes : Count {Proportion) 1376 {0.17) 477 {0.21) 899 {0.16) P<0.01
SMQ856 - Last 7-d worked at job not at home? : Count {Proportion) 4263 {0.54) 1005 {0.44) 3258 {0.58) P<0.01
MCQ160b - Ever told had heart failure : Count {Proportion) 281 {0.04) 150 {0.07) 131 {0.02) P<0.01
MCQ160c - Ever told you had coronary heart disease: Count {Proportion) 338 {0.04) 148 {0.06) 190 {0.03) P<0.01
MCQ160d - Ever told you had anginafangina pectoris: Count {Proportion) 190 {0.02) 99 {0.04) 91 {0.02) P<0.01
MCQ160e - Ever told you had heart attack: Count {Proportion) 351 {0.04) 149 {0.06) 202 {0.04) P<0.01
MCQ160f - Ever told you had a stroke : Count {Proportion) 388 {0.05) 188 {0.08) 200 {0.04) P<0.01
MCQ160m - Ever told you had thyroid problem: Count {Proportion) 908 {0.11) 383 {0.17) 525 {0.09) P<0.01
MCQ160p - Ever told you had COPD, ChB: Count {Proportion) 717 {0.09) 368 {0.16) 349 {0.06) P<0.01
MCQ160I - Ever told you had any fiver ion: Count {I 374 {0.05) 181 {0.08) 193 {0.03) P<0.01
MCQ520 - pain during past 12 months? : Count { 1693 {0.21) 760 {0.33) 933 {0.17) P<0.01
MCQ540 - Ever seen a DR about this pain: Count {Proportion) 1128 {0.14) 570 {0.25) 558 {0.1) P<0.01
MCQ550 - Has DR ever said you h : Count {P1 826{0.1) 361 {0.16) 465 {0.08) P<0.01
MCQ560 - Ever had surgery? : Count 855 {0.11) 400 {0.17) 455 {0.08) P<0.01
MCQ220 - Ever told you had or Count { 814 {0.1) 313 {0.14) 501 {0.09) P<0.01
MCQ300b - Close relative had asthma? : Count {Proportion) 2075 {0.26) 731{0.32) 1344 {0.24) P<0.01
MCQ300c - Close relative had : Count {Proportior 3653 {0.46) 1217 {0.53) 2436 {0.43) P<0.01
MCQ300a - Close relative had heart attack? : Count {Proportion) 1011 {0.13) 435 {0.19) 576 {0.1) P<0.01
MCQ366a - Doctor tokd you to controlflose weight: Count {Proportion) 2275{0.29) 947 {0.41) 1328 {0.24) P<0.01
MCQ366b - Doctor told you to exercise : Count {Proportion) 3330 {0.42) 1336 {0.58) 1994 {0.35) P<0.01
MCQ366¢ - Doctor told you to reduce salt in diet : Count {Proportion) 2326 {0.29) 917 {0.4) 1409 {0.25) P<0.01
MCQ366d - Doctor told you to reduce fat/calories: Count {Proportion) 2505 {0.32) 1013 {0.44) 1492 {0.27) P<0.01
MCQ371a - Are you now controlling or losing weight : Count {Proportion) 5085 {0.64) 1605 {0.7) 3480 {0.62) P<0.01
MCQ371c - Are you now reducing salt in diet: Count {Proportion) 4421 {0.56) 1378 {0.6) 3043 {0.54) P<0.01
MCQ371d - Are you now reducing fat in diet: Count {Proportion) 4663 {0.59) 1488 {0.65) 3175 {0.56) P<0.01
Used fiquid diet : Count {Proportion) 279 {0.04) 123 {0.05) 156 {0.03) P<0.01
lose weight: Count {P 233 {0.03) 101 {0.04) 132 {0.02) P<0.01
Drank water lose weight : Count {Proportion) 2262 {0.29) 750 {0.33) 1512 {0.27) P<0.01
Special diet lose weight : Count {Proportion) 289 {0.04) 124 {0.05) 165 {0.03) P<0.01
Fewer carbs: Count {Proportion) 1336 {0.17) 491 {0.21) 845 {0.15) P<0.01
Ate fruits veg: Count {Proportion) 2094 {0.26) 697 {0.3) 1397 {0.25) P<0.01
Changed eating habits: Count {Proportion) 1681 {0.21) 584 {0.25) 1097 {0.19) P<0.01
Ate less sugar: Count {Proportion) 1791 {0.23) 615 {0.27) 1176 {0.21) P<0.01
Ate less junk food: Count {Proportion) 1897 {0.24) 645 {0.28) 1252 {0.22) P<0.01
'Weight loss surgery: Count {Proportion) 27 {0) 19 {0.01) 8 {0) P<0.01
PHQ 9: Mean {SD) 3.18{4.3) 5.44{5.29) 2.25 {3.42) P<0.01
Alcohol {gm) : Mean {SD) 122.25 {173.56) 137.48 {192.56) 115.71 {164.31) P<0.01
Dietary fiber {gm) : Mean {SD) 16.17 {10.5) 15.2 {9.96) 16.56 {10.68) P<0.01
Food folate {mcg) : Mean {SD) 206.71 {141.14) 194.26 {129.48) 211.8{145.35) P<0.01
Caffeine {mg): Mean {SD) 137.22 {202.64) 157.52 {232.69) 128.92 {188.37) P<0.01
LBXTR Trighyceride {mg/dL) : Mean {SD) 103.06 {61.96) 112.24 {64.35) 99.15 {60.51) P<0.01

Fig 1. Demographic information and disease characteristics. Descriptive statistics for demographic characteristics and all covariates
within the machine learning model, stratified by whether patients had a sleep disorder. Covariates with SMQ or MCQ labeled in front of
it were asked the question written; responses were numeric (integer number) for SMQ and binary (yes, no) for MCQ. Abbreviations:

DR = Doctor.

https://doi.org/10.1371/journal.pone.0282622.9001

significant risk factor for a sleep disorder, with odds of a sleep disorder increasing between age

20 until age 60, at which point there does not appear to be an increase in sleep disorder with

increasing age. Lastly, there is a strong relationship between waist circumference and a sleep

disorder. There is no significant increase in odds of a sleep disorder with increasing waist cir-
cumference until after 100cm, at which there is a significant increase in odds of a sleep disor-
der with increasing waist circumference.
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Blletrics = - lleam
Accuracy 0.657 0.709 0.734 0771 0.796 0.308 0.394 0.762 0019 0193
F1 0.655 0.739 0.750 0.772 0.798 0.823 0.8375 0.766 0.006 0185
o 0.675 0.727 0.770 0.7/ 0.7/91 0.347 0.387 0.763 0.023 0195
Specilicity 0.565 0.693 0.743 0.762 0.797 0.8323 0.936 0.732 0.025 0.333
Positive Predictive Value 0.668 0.731 0.761 0.735 0319 0.863 0.941 0.306 0.025 0.246
Megative Predictive Value 0.544 0.640 0.720 0719 0.774 0.309 0.913 0.737 0.034 0.331
ALROC 0.755 0.300 0.833 0.8340 0.861 0.965 0.918 0.865 0.010 0173
L - . Bleam
Accuracy 0.645 0.715 0.736 0.744 0.739 0.304 0.379 0.766 0.020 0.215
F1 0.632 0717 0.743 0749 0.793 0.313 0.359 0.730 0.001 0153
Sensitivity 0.645 0.734] 0.764 0.763 0.736 0.817 0.857 0.734 0.006 0191
Specilicity 0.575 0.700 0.737 0757 0.797 0.345 0.923 0. 740 0.010 0.332
Positive Predictive Value 0.648 0.709 0.763 0.306 0.305 0.860 0.944 0.790 0.633 0.260
Megative Predictive Value 0.532 0.657 0711 0703 0732 0.306 0.396 o722 0.027 0.323
AROC 0.726 0.739 0.844 0.824 0.867 0.361 0.391 0.813 0.006 0151
Bletrics - - leam
Accuracy 0.659 0.705 0.743 0773 0.735 0.306 0.343 0773 0.011 0.191
F1 0.671 0.733 0.736 0.762 0.732 0.816 0.869 0.770 0.617| 0.198
0.649 0.715 0.745 0.734 0.799 0.332 0.354 0.793 0.014 0.197
Specilicity 0.559 0.669 0.750 0.762 0.765 0.316 0.962 0.753 0.018 0.323
Positive Predictive Value 0.635 0.730 0.750 0731 0.316 0.326 0.905 0.791 0.013 0.253
Megative Predictive Value 0.536 0.654 0.706 0.717 0.735 0813 0.395 0725 0.015 0.338
ALROC 0.727 0.736 0.300 0.343 0.869 0.384 0.920 0.331 o011 0.155
L = - Blleam
Accuracy 0.663 0.725 0.743 0.755 0.765 0798 0.8375 0744 0.014 0.188
F1 0.657 0.7 0.731 0739 0771 0791 0.383 0. 743 0.005 0.139
0.640 0.719 0.773 0.730 0.776 0.328 0.389 0.796 0.007 0.194
Specilicity 0.563 0.673 0.720 0.740 0.765 0.350 0.930 0.754 0.010 0.324
Positive Predictive Value 0.665 0.722 0.769 0.791 0.340 0.332 0.929 0.300 0.040 0.260
- ive Value 0.549 0.656 0.676 0.743 0.758 0.303 0.386 0. 743 0.012 0329
ALROC 0.724 0.8312 0.320 0.337 0.343 0.358 0.904 0.339 0.014 0.140

Fig 2. Comparison of different machine learning models. Comparison of four machine learning models (XGBoost, Random Forest,
Artificial Neural Network, Adaptive Boosting) using the model statistics computed from the 20% test set: Accuracy, F1, Sensitivity,
Specificity, Positive Predictive Value, Negative Predictive Value, and AUROC.

https://doi.org/10.1371/journal.pone.0282622.9002

Fig 7A show SHAP explanations for the XGBoost model and show a positive relationship
between each gm of alcohol use and odds of a sleep disorder. Likewise Fig 7B show a positive
relationship between each mg of caffeine and odds of a sleep disorder.

Discussion

In this retrospective, cross sectional cohort of United States adults, a machine learning model
utilizing demographic, laboratory, physical examination, and lifestyle questionnaire data had
strong predictive accuracy (AUROC = 0.87). The greatest predictors for a sleep disorder
included depression (PHQ-9), weight, age, and waist circumference.

Prior studies have accurately predicted the presence of sleep disorders using machine-learn-
ing methods from a variety of datasets using numerous machine-learning methods [36-38].
Short-term insomnia detection was conducted using a single-channel sleep Electrooculogra-
phy. Furthermore, natural language processing on 18,901 tweets was conducted to find corre-
lations between words related to insomnia and negative health information [38-40].
Furthermore, a comparative study of 15 machine learning algorithms identified 14 main fac-
tors for the prediction of insomnia, identifying that vision problems, mobility problems, and
sleep disorders were significantly related to insomnia [38, 39]. These studies highlight the util-
ity of machine learning models in identifying patients at risk for sleep disorders. What our
study adds to the literature is a large dataset (N = 7,929) and a diverse wealth of potential
covariates (700+ covariates) to study how lifestyle, diet, demographic, and medical covariates
are able to predict insomnia.
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Fig 3. Receiver operator characteristic curve and model statistics. The Receiver operating characteristic curve for the
machine-learning model predicting a sleep disorder. AUROC = 0.87.

https://doi.org/10.1371/journal.pone.0282622.9003

The visualizations completed for the top four continuous covariates were concordant with
current literature: there is strong epidemiological evidence that sleep problems are heavily
linked with depression. Multiple papers have found difficulty falling asleep and decreased
hours of sleep with increased depression [41-53]. Additionally, depression has bene linked to
lower quality sleep and increased day time exhaustion [31, 34, 46, 54, 55]. There is also strong
literature evidence for the link between weight and sleep disorders [4]. There is epidemiologi-
cal evidence for the relationship between increased age and increased sleep disorders, older
age has been associated with increased sleep latency, decreased time spent in rapid eye move-
ment (REM) sleep and stage-3 sleep, and increased frequency of waking up during the night
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Feature Gain |Cower |Frequency
PHQ 9 0.309 0.197 0061,
Age 0.075] 0.094 0.061,
MCQ366b - Doctor told you to exercise 0.039] 0.048 0.019
[BAVDCAT - Weight (kg) 0.030] 0.034 0.038]
|BMXCAAIST - Waist Ciroumference {am) 0.027] 0.021 0.040)
|Alcohol {gm) 0.025 0.027 0.041
Blood cadmium {ug/L) 0.025| 0.031] 0.041
Food folate (mcg) 0.024] 0.018 0.038)
Caffeine (mg) 0.023| 0.021 0.034
RBC folate (ng/mi) 0.023 0.021 0.036
|MC0540—EverseenaDRMﬂlispain 0.022| 0.033| 0.017|
Red blood cell count {million cellsful) 0.021| 0.620 0.034]
Dietary fiber {gm) 0.020 0.012 0.032
N-acetyl-S{n-propyl}-L-cysteine comt 0.019| 0.020 0.029
LBXTR Triglyceride (mg/dL) 0.019) 0.018 0.030)
Glucose, refrigerated serum {mg/dL) 0.018| 0.015| 0.030|
Insulin {pmol/L) 0.017 0.013 0.028
HS C-Reactive Protein {mg/L) 0.017 0.016 0.031
Red cell distribution width (%) 0.017| 0.028 0.028
BMXBMI - Body Mass Index {ke/m°) 0.015| 0.010| 0.024
Alkaline Phasphatase (ALP) (IU/L) 0.015 0.011 0.028
Total Prutein {g/d1) 0.015| 0.016 0.024
Gamma Glutamyl ferase (GGT) (IU/L) 0.014] 0.012 0.025,
Glycohemoglobin (%) 0.013| 0.015 0.023]
Blood Urea Nitrogen {mg/d1) 0.012| 0.009 0.020)
Cotinine, Serum {ng/mi) 0.011] 0.009 0.019)
Hydroxycotinine, Serum (ng/mi) 0.011] 0.010 0.015)
SMQSS56 - Last 7-d worked at job not at home? 0.011] 0.020 0.009)
Albumin, refrigerated serum {(g/dL) 0.010| 0.008| 0.017|
MCQ366a - Doctor told you to control/lose weight 0.010] 0.o11 0.008)
[MCcas20 - Abdominal pain during past 12 months? 0.008| 0.008 0.009)
[Mcaz00a - Clase relative had heart attack? 0.008| 0.016 0.010)
[MCQ160p - Ever told you had COPD, emphysema, Chs | 0.008] 0.016 0.008]
[MCQ366¢ - Doctor told youto reduce salt in diet 0.007| 0.011 0.007
[MCQ160b - Ever told had congestive heart fail 0.006] 0.018 0.008,
[MCQ560 - Ever had gallbladder surgery? 0.006] 0.013 0.007
[McQz00b - Close relative had asthma? 0.006] 0.018 0.008,
MCQ160m - Ever told you had thyroid probl 0.005] 0.008 0.005)
Fewer carbs 0.005| 0.008 0.005)
Changed eating habits 0.004] 0.009 0.005,
SMQ020 - Smoked at least 100 cigarettes in life 0.004] 0.007 0.006
MCQ220 - Ever told you had cancer or malignancy 0.003| 0.004] 0.004]
|used liquid diet 0.003] 0.011 0.004
[MCQ366d - Doctor told you to reduce Fat/calories 0.002| 0.002 0.003]
Im()fﬂl.a—Am you now controlling or losing weight 0.002| 0.003 0.004]
|Ate less junk food 0.002| 0.001 0.003]
[MCQ160! - Ever told you had any liver condition 0.002| 0.007 0.003]
[Mcazo0c- Close relative had diabetes? 0.002| 0.001 0.003]
[MCQ160f - Ever told you had a stroke 0.002| 0.005 0.002
[MCQ371c- Are you now reducing salt in diet 0.001] 0.001 0.002
|ate fruits veg 0.001] 0.001 0.002
MCQ160e - Ever told you had heart attack 0.001] 0.001 0.002
special diet lose weight 0.001] 0.001 0.001
Drank water lose weigh 0.001] 0.000 0.002
d 0.001] 0.000 0.002

Ate less sugar 0.001] 0.001 0.001,
upp! lase weigt 0.001] 0.002 0.001,
MCQ371d - Are you now reducing fat in diet 0.001] 0.000 0.001,
|SMQ6904 - Used last 5 days - Cigarettes 0.000] 0.000 0.001,
|Mcas10f - Liver condition: Other liver disease 0.000] 0.001 0.000
[MCQs550 - Has DR ever said you have gallstones 0.000 0.000 0.001,
[MCQ160d - Ever told you had angina/angina pectoris | 0.000] 0.000 0.000)
[McQ160c - Ever told you had y heart di 0.000 0.000 0.000)
|weight loss surgery 0.000 0.001 0.000)

Fig 4. Model gain statistics. The Gain, Cover, and Frequency of all covariates within the XGBoost model. The Gain
represents the relative contribution of the feature to the model and is the most important metric of model importance
within this study. Covariates ordered according to the Gain statistic.

https://doi.org/10.1371/journal.pone.0282622.9004
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Fig 5. Overall SHAP explanations. SHAP explanations, purple color representing higher values of the covariate while yellow
representing lower values of the covariate. X-axis is the change in log-odds for a sleep disorder. Covariates ordered according to the Gain
statistic. Covariates with SMQ or MCQ labeled in front of it were asked the question written; responses were numeric (integer number)
for SMQ and binary (yes, no) for MCQ. Abbreviations: DR = Doctor.

https://doi.org/10.1371/journal.pone.0282622.9005

[56-62]. Furthermore, increased caffeine usage has been found to be linked with difficulty fall-
ing asleep, decreased time falling asleep, and decreased quality of sleep [63]. Additionally,
increased alcohol is associated with sleep disorders, leading to decreased sleep latency and
potential physiologic need for alcohol as a depressant to allow for sleep in multiple patients

[64-66].

Since visualizations for risk factors match literature relationships, we have increased confi-
dence that the machine learning model is able to capture the actual physiological relationships
of these covariates. These transparent machine-learning tools allow for increased confidence

that these algorithms are picking up true signal within these covariates to predict the presence
of a sleep disorder rather than just replicating potential biases stemming from systemic data-
quality errors that are present within the dataset. Additionally, these SHAP visualizations
allow us to interpret that the increase predictive power of these machine-learning methods is
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Fig 6. SHAP explanations for the Top 4 continuous covariates. SHAP explanations, covariate value on the x-axis, change in log-odds
on the y-axis, red line represents the relationship between the covariate and log-odds for CAD, each black dot represents an observation.
Covariates: top left-PHQ-9, top right-Body weight, bottom left-patient age, bottom right-waist circumference.

https://doi.org/10.1371/journal.pone.0282622.9006

associated with the ability for these non-parametric methods to more accurately capture the
non-linear interactive relationship between the covariates, rather than just over-fitting the
model to get increased accuracy.

The greatest strength of this algorithmic method for identification of the covariates is the
ability to search through hundreds of covariates systematically without relying upon judgment
form the researcher, which may be muddled by potential personal biases. This method also
allows for the ranking of the relative importance of each of these covariates through the cover
statistic, which allows us to obtain the relative contribution to the prediction each covariate
has and thus infer from there an estimate for the relative contribution to true risk for a sleep
disorder that each patient has. Another strength is that after these covariates are selected and
the model built, SHAP visualizations can be used to make sure that each of the covariate either
matches current literature understandings of the covariate’s association with a sleep disorder
or in the case of a discrepancy, allow researchers to validate the plausibility of this feature and
then evaluate for potential errors in data-quality.
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Fig 7. a: Covariates of interest to evaluate sensibility of the model. SHAP explanations for the relationship between
Alcohol and odds of a sleep disorder. Covariate value on the x-axis, change in log-odds on the y-axis, red line represents
the relationship between the covariate and log-odds for a sleep disorder, each black dot represents an observation. b:
SHAP explanations for the relationship between Caffeine intake and odds of a sleep disorder. Covariate value on the x-
axis, change in log-odds on the y-axis, red line represents the relationship between the covariate and log-odds for a sleep

disorder, each black dot represents an observation.

https://doi.org/10.1371/journal.pone.0282622.9007

A potential weakness to this machine-learning analysis is the necessity of the retrospective
nature of this cohort. The covariates that were selected within this study will be better at pre-
dicting risk for a sleep disorder for this cohort than for other cohorts. However, this was lim-
ited by the use of training;: testing sets to be able to minimize the errors that come with
overfitting. Furthermore, visualizations of SHAP allow researchers to test for physiologic plau-
sibility of each of these covariates and allows for effective analysis by researchers of whether
these effects are due to true signal or if they are just noise that may be contributing to a type-1
error.

Given the analysis of the strengths and weaknesses of these methods, we argue that use of
machine-learning methods can be an effective first step in the identification of risk-factors that
can then be further selected by clinicians based upon the specific clinical presentation.

Limitations

This study has several strengths and weaknesses. We utilized the NHANES dataset, which is a
retrospective cohort, carrying the limitations of retrospective studies. However, this study
allows for the selection of a large cohort, evaluation of data quality, and due to the publicly
available nature of the cohort, allows for increased replication and follow-up studies based
upon the same cohort. Furthermore, the cohort relied on surveys to obtain the outcome of
interest (a sleep disorder requiring medical attention) as well as the dietary and lifestyle infor-
mation. More accurate measurements may have been achieved with prospective studies with
automated measurement of foods. However, self-reported survey information allows for the
volume of participants to be included within this study. Another weakness was the voluntary
nature of this cohort, with participants choosing to opt into the study instead of being
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randomly selected. This may artificially select a different cohort that may significantly differ
from the population. However, our analysis found a demographically diverse population, so
these results may still be generalizable to other cohorts.

Conclusion

Machine learning models can effectively predict risk for a sleep disorder using demographic,
laboratory, physical exam, and lifestyle covariates and identify key risk factors. Depression,
age, weight, and waist circumference were the strongest predictors of sleep disorder.
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