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Abstract
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Email: gbarnes@dascena.com patient outcomes. Current tools for risk stratification of PE patients are limited

and early identification of patients experiencing a PE is essential to optimizing

and unable to predict PE events before their occurrence.

Objective: We developed a machine learning algorithm (MLA) designed to
identify patients at risk of PE before the clinical detection of onset in an
inpatient population.

Materials and Methods: Three machine learning (ML) models were devel-
oped on electronic health record data from 63,798 medical and surgical in-
patients in a large US medical center. These models included logistic
regression, neural network, and gradient boosted tree (XGBoost) models. All
models used only routinely collected demographic, clinical, and laboratory
information as inputs. All were evaluated for their ability to predict PE at the
first time patient vital signs and lab measures required for the MLA to run
were available. Performance was assessed with regard to the area under the
receiver operating characteristic (AUROC), sensitivity, and specificity.
Results: The model trained using XGBoost demonstrated the strongest per-
formance for predicting PEs. The XGBoost model obtained an AUROC of 0.85,
a sensitivity of 81%, and a specificity of 70%. The neural network and logistic
regression models obtained AUROCSs of 0.74 and 0.67, sensitivity of 81% and
81%, and specificity of 44% and 35%, respectively.

Conclusions: This algorithm may improve patient outcomes through earlier
recognition and prediction of PE, enabling earlier diagnosis and treatment
of PE.
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INTRODUCTION

A pulmonary embolism (PE) is an obstruction of a blood
vessel in the branching arteries of the lung." The ob-
struction is usually caused by the embolization of a distal
blood clot (or thrombus) originating in a deep vein. A PE
is a life-threatening condition associated with high
morbidity and mortality; mortality rates are estimated to
be 30% in untreated PE and 8% in treated PE.” Re-
cognition of PE is made difficult by a significant overlap
between symptoms of PE and symptoms of other condi-
tions, such as acute coronary syndrome, heart failure,
pneumonia, and exacerbation of chronic obstructive
pulmonary disease (COPD).” Clinical signs and symp-
toms of PE are considered to be limited in terms of both
sensitivity and specificity." Accurate prediction of in-
patient PE remains an unmet need.

This study describes the development of machine
learning algorithms (MLAs) to predict PE in hospi-
talized patients. Predictions may then be used to ei-
ther hasten identification of a PE which has occurred
but has not yet been detected or to predict the future
development of PE during a patient's hospital stay.
Identification of patients likely to experience a PE
would enable increased monitoring of high-risk pa-
tients and earlier diagnosis. In addition, high-risk
patients with no contraindications could begin
anticoagulants earlier in the disease course or pro-
phylactically, potentially reducing the need for
higher-risk procedures such as catheter-directed
thrombolysis.” This tool is designed to enable earlier
PE diagnosis and more timely intervention, and pro-
vide clinicians with the opportunity to improve
patient outcomes.

METHODS
Data processing

Data used for model development were extracted from
the electronic health record (EHR) system at a large,
tertiary medical center in the western United States. Data
were extracted from medical and surgical patients ad-
mitted to the hospital between May 2011 and November
2017. This data set contained patient data including de-
mographics, lab results, vital sign measurements, medi-
cation usage, and patient diagnoses.

Data were collected passively and were deidentified
in compliance with the Health Insurance Portability and
Accountability Act. Because this study was performed on
deidentified data, and therefore, constitutes a nonhuman
subject study as per the definition of human subjects

research put forth in 45 Code of Federal Regulations 46,
it was exempt from Institutional Review Board approval.

Cohort definition and algorithm run time

We included all patients who had at least one recorded
measure of all vital signs present in the chart (systolic
and diastolic blood pressure, heart rate, respiratory rate,
and temperature), at least one of the laboratory mea-
surements used in the models (Table S1) present in the
chart, and who were 40 years or older. The age criterion
was included to minimize the probability of false alerts.
The risk of PE increases significantly with age and is a
less likely diagnosis in young adult patients.”

The algorithm was designed to use only the first 3 h of
data after any vital or lab measurement was recorded
during a patient's hospital stay. Any data collected after
the 3-h mark were excluded. All patients meeting the
gold standard definition of PE before the algorithm was
able to generate predictions (i.e., before all required
measurements were present in the chart) were excluded,
therefore, no patients with a known prevalent PE were
included in the study cohort.

The gold standard definition of PE was identified by
the presence of an International Classification of Disease,
Ninth Revision, Clinical Modification (ICD-9) or ICD,
Tenth Revision (ICD-10) code for PE in the patient chart,
together with the presence of an order for a therapeutic
regimen of anticoagulants in terms of type and dosage,’
order of a thrombolytic medication, or insertion of an
inferior vena cava (IVC) filter. Although ICD-10 codes
have high sensitivity (~90%) for detecting PE, false po-
sitives may be present.”” Therefore, the use of ICD codes
and therapeutic treatment together as the gold standard
enhanced our ability to capture true positive class PE
patients. ICD codes and medication orders used to
identify PE are presented in Table S2. We also included
thrombolytics in our definition of the gold standard, as
these medications may be urgently ordered for PE pa-
tients who are hemodynamically unstable.” We note that
we included a broader list of thrombolytics than are
currently approved by the Food and Drug Administration
or recommended for use in treating acute PE to account
for variability in real-world clinical practice and to en-
sure that patients experiencing a PE were unlikely to be
missed by our gold standard definition of PE. Treatment
with therapeutic anticoagulants, thrombolytics, or IVC
filter placement was also used to determine the onset
time of the clinical detection of PE, as ICD codes are not
reliably assigned a time-stamp and so could not be used
to determine which patients to exclude due to diagnosis
of PE before the time of a prediction by the algorithm. All
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patients who met the PE gold standard during their
hospitalization were considered to be positive for PE. All
other patients were considered to be negative.

MLAs

MLAs were developed to predict the development of PE
at any point during the patient stay. We compared the
performance of models developed using logistic regres-
sion, neural network (using a multilayer perceptron
method), and gradient boosted decision trees (im-
plemented using XGBoost in Python).'”'" For con-
sistency with regard to the inputs, the vitals and lab
measurements from the 3-h input period were binned
and averaged for every hour. The difference between the
measurements of the first and second hours and second
and third hours were calculated and provided as new
inputs to the model to provide information about the
change in measurements over time. Since logistic re-
gression and neural network models are unable to in-
corporate missing data or not a number (NaN) values,
such values were replaced with the average value for that
feature across the entire data set. The algorithm gener-
ated PE risk predictions the first time all patient vitals
and at least one laboratory measure was present in the
patient chart. The features included in all models are
presented in Table S1.

Before model training, the development data set
was randomly split in a ratio of 80:20, with these par-
titions forming the training and test sets, respectively.
The XGBoost model was trained with 100 estimators
and a maximum depth of four nodes. The learning rate,
gamma, colsample by tree, and L2 regularization
(lambda) values were set to 0.08, 0.2, 0.6, and 3, re-
spectively. The value for the hyperparameter scale_
pos_weight was set to 12.8 which accounted for the
high-class imbalance in the data set. All of the hy-
perparameters were selected for the XGBoost by per-
forming a cross-validated grid search. A neural
network model was trained with 1 hidden layer of 100
neurons for a maximum of 300 iterations with ReLU
activation function to introduce nonlinearity. A
learning rate of 0.001 and tolerance for optimization of
0.001 was used for training the neural network. Model
performance on the hold-out test set was assessed with
regard to area under the receiver operating character-
istic curve (AUROC), sensitivity, specificity, positive
and negative likelihood ratios, and diagnostic odds
ratio. A Shapley additive explanations (SHAP) analy-
sis'* was performed to evaluate the feature importance
used by the best performing model in generating
predictions.

RESULTS

In total, 60,297 patients were included in the experiments
to develop and test the three algorithms, 309 of whom
experienced a PE while hospitalized. On average, pa-
tients experiencing a PE were likely to be older, have a
history of cancer, have experienced past venous throm-
boembolism (VTE), or be diagnosed with pneumonia.
Patient demographic information for the full data set is
presented in Table 1. Demographic information for the
hold-out test set only is presented in Table S3.

Of the three machine learning (ML) models ex-
amined, XGBoost demonstrated the highest performance
in terms of AUROC (Figure 1). XGBoost achieved an
AUROC of 0.85, while the neural network and logistic
regression models achieved AUROC values of 0.74 and
0.67, respectively. At a constant sensitivity of 81% across
models, the XGBoost model also obtained superior spe-
cificity, positive and negative likelihood ratios, and di-
agnostic odds ratio values (Table 2).

The feature importance plot for XGBoost was gener-
ated using the TreeSHAP algorithm (Figure 2). The
SHAP summary plot ranks the most important input
features based on the contribution to the decision-
making process of the algorithm. Record of recent frac-
ture, history of surgery, and history of deep vein
thrombosis were the top three most important features
for generating accurate predictions of PE at any point
during the patient's stay.

To study the effects of anticoagulant usage before the
algorithm runtime, we also trained an XGBoost model
with an additional boolean input indicating whether a
patient was administered anticoagulants during the
hospital stay before the algorithm run time. However, the
addition of this extra input did not significantly improve
the model's performance.

DISCUSSION

In this study, we demonstrated the ability of ML-based
models to identify patients at high risk of experiencing a
PE before the event occurred or was clinically detected.
Because PE can rapidly become a life-threatening event,
early detection or advanced prediction can optimize
care by enabling rapid diagnosis and treatment or pro-
phylaxis. The present study determined that our gra-
dient boosted algorithm is capable of accurately
predicting development of PE before the clinical
detection of onset.

Although several ML models were evaluated for their
ability to predict PE in hospitalized patients, the gradient
boosted decision tree algorithm developed using
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Non PE PE TABLE 1 Demographic and clinical
enCOunter e COUNTErS characteristics of the study sample used
Characteristic (%) n = 60,297 (%) n =309 for training and testing the machine
Age 40-49 10542 (17.48) 37 (11.97) learning models
50-59 15090 (25.03) 73 (23.62)
60-69 17540 (29.09) 108 (34.95)
70-79 9994 (16.57) 63 (20.39)
80+ 7131 (11.83) 28 (9.06)
Sex Male 30942 (51.32) 152 (49.19)
Female 29355 (48.68) 157 (50.81)
Ethnicity Hispanic 6933 (11.50) 22 (7.12)
Not Hispanic 53364 (88.50) 287 (92.88)
Race White 34678 (57.51) 193 (62.46)
Black 5645 (9.36) 38 (12.30)
Asian 8832 (14.65) 42 (13.59)
Pacific Islander 843 (1.40) 4 (1.29)
Native American 276 (0.46) 0 (0.00)
Other/unknown 10023 (16.62) 32 (10.36)
Comorbidities HIV/AIDS 1472 (2.44) 9(2.91)
Renal disease 5205 (8.63) 15 (4.85)
Liver disease 6397 (10.61) 33 (10.68)
Prior organ transplant 6405 (10.62) 19 (6.15)
Diabetes 14059 (23.32) 68 (22.01)
COPD 5037 (8.35) 42 (13.59)
History of cancer 22354 (37.07) 168 (54.37)
Alcohol use disorder 2601 (4.31) 13 (4.21)
Pneumonia 5474 (9.08) 34 (11.00)
Heart failure 7216 (11.97) 60 (19.42)
Myocardial infarction 2161 (3.58) 8 (2.59)
Previous VTE 3369 (5.59) 133 (43.04)
Recent/active pregnancy (within 7276 (12.07) 44 (14.24)
2 months)
Recent surgery (within 1 month) 1794 (2.98) 5(1.64)

Abbreviations: COPD, chronic obstructive pulmonary disease; HIV/AIDS, human immunodeficiency

virus/acquired immunodeficiency syndrome; PE, pulmonary embolism; VTE, venous thromboembolism.

XGBoost performed most accurately, which may be at-
tributed to XGBoost's superior handling of missing data.
It is possible that other neural networks could be more
customized to this prediction task with additional re-
search to outperform the multilayer perceptron model
used in the present study. The accuracy of predictions
made by XGBoost makes the use of this model
advantageous.

A SHAP analysis was used to evaluate the contribu-
tions of individual features to model predictions."” Sev-
eral features identified as important for model
predictions in the SHAP summary plot of the XGBoost
model (Figure 2) have previously been identified as
provoking factors for provoked PE, or PE precipitated by
identifiable, major risk factors. Major trauma is con-
sidered a risk factor for provoked PE,’ and recent fracture
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FIGURE 1

Receiver operating characteristic (ROC) curves for the XGBoost, neural network, and logistic regression machine learning

models. AUROC, area under the receiver operating characteristic curve; LR, logistic regression; NN, neural network; XGB, XGBoost

TABLE 2 Comparison of
performance metrics of the three

Model
machine learning models XGBoost

Neural network

Logistic regression

AUC Sensitivity Specificity LR + LR— DOR
85% 81% 77% 3.48 0.25 13.80
74% 81% 48% 1.56 0.40 3.89
67% 81% 45% 1.47 0.43 343

Abbreviations: AUROC, area under the receiver operating characteristic curve; DOR, diagnostic odds

ratio; LR, likelihood ratio.

may act as a proxy for recent trauma. The SHAP analysis
also identified additional, nonprovoking risk factors
which have been linked to increased risk of PE. Previous
DVT, a known PE risk factor, was one of the five most
important features for PE prediction.”® Further, patient
fluid status impacts hemoconcentration, which has been
linked to increased risk of thromboembolic events."
Urine output, change in urine output and receipt of a
fluid bolus were among the most important features,
which, in combination, may reflect whether an in-
dividual is dehydrated and hemoconcentrated, or in a
more balanced, net fluid positive situation in which

additional IV fluids are not required. Obesity has also
been associated with increased risk for VTE and PE'’;
higher weight was associated with higher risk of a pre-
diction of PE, suggesting that weight as a feature may
have indirectly represented obesity.

The MLA developed in this study offers many ad-
vantages over alternative risk stratification methods.
Unlike many existing rules-based risk stratification
methods, this algorithm requires no additional clinician
inputs or workflow disruption and automatically screens
a broad inpatient population based only on data taken
from the EHR. Several rules-based tools have been
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FIGURE 2 SHAP summary plot for the XGBoost model. The x axis of the plot shows the SHAP value for each of the features. The color
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order of importance to the model's decision-making process. Superscripts in the feature names denote the hour of the patient's stay at which
the measure was recorded. Delta symbols (A) are used when a feature captures the hourly change in a measure, with superscripts denoting
the hours under consideration, for example, AUrine Output" is the change in urine output measured during the first hour and the second
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developed to aid in the stratification of patients with
suspected PE; the two most commonly used risk scores
being the Wells criteria for PE'® and the revised Geneva
score.'” However, these tools were designed for use in
patients who are suspected to have an existing PE, and
were not designed to predict the future occurrence of PE.
Furthermore, these scoring systems have only been va-
lidated in assessing the risk of PE in outpatients and not
for hospitalized patients.'®

A performance accuracy meta-analysis of the Wells
and revised Geneva score for diagnosing PEs reported
that sensitivity ranged from 63% to 79% and 55% to 74%,
respectively.'” The specificity for the Wells score ranged
from 49% to 90% and had an AUROC of 0.78 while the
Geneva score had an AUROC of 0.69. Furthermore, as
the use of the Wells score has been validated in dis-
charged patients, one study investigated its performance
for hospitalized patients suspected of having deep vein
thrombosis and deemed that it was inaccurate, and thus
unsafe for inpatient use.”’ Additional risk assessment
tools developed for VTE, as opposed to strictly PE, are
also commonly used. These include the International
Medical Prevention Registry on Venous Thromboembo-
lism (IMPROVE) score, used for determining VTE in

hospitalized patients,21 the Padua Prediction Score (PPS),
which assesses VTE risk in inpatient populations, and
the Caprini Score, designed for use with surgical
patients.”” However, each of these scorings has its lim-
itations. For example, efforts to enhance the accuracy of
VTE identification with the IMPROVE tool have been
achieved by incorporating p-dimer lab values, which
require laboratory tests that may not be readily
available.””* The Padua score has not been extensively
validated, which limits the generalizability of the tool”*;
though the Caprini score has been validated, this has
been achieved in specific subpopulations, including sur-
gical patients, patients hospitalized with serious illness,
and recently, those with COVID-19.”>*’ Therefore, this
tool may also lack generalizability. Our MLA has been
developed and evaluated on a broad hospital inpatient
population and demonstrates high accuracy in screening
this population for PE risk.

ML methods have been explored for PE prediction in the
past; however, prior work has focused on the ability of ML to
assist with interpreting chest images™ ™ or their accom-
panying radiology reports.”’ ** Although these methods have
the potential to increase the accuracy and timeliness of de-
finitive PE diagnosis, MLAs for interpretation of radiological



PULMONARY CIRCULATION

» 7 of 9

imaging cannot be applied to patients who have not yet
undergone a formal diagnostic workup for PE. The method
described in this study adds to the existing literature, by
demonstrating a means through which ML methods can
improve PE prediction and early detection upstream of the
confirmatory diagnostic process. Such prediction may
improve patient outcomes by enabling not only earlier
therapeutic treatment of PE but also prophylactic use of
anticoagulants. Interestingly, a recent study by Nafee et al.
developed MLAs to predict the risk of VTE in hospitalized
patients with certain acute medical illnesses, and these out-
performed the IMPROVE score.” This study obtained data
from the APEX clinical trial.*® However, certain lab mea-
surements used for the APEX trial may not be routinely
taken, and thus could limit the MLA's use.

Our study has several limitations. First, we evaluated
the MLAs in a retrospective setting and we, therefore,
cannot determine how any algorithm will perform in
novel, prospective settings. Also related to the retro-
spective nature of this study, it is possible that not all
patients’ PE statuses were correctly classified by the gold
standard. ICD codes have known limitations for identi-
fying acute conditions, including PE, in chart data.”
However, ICD codes for PE have previously been shown
to identify PE within hospitalization data with sensitiv-
ities and specificities ranging from 88% to over 90%.° We
attempted to mitigate this limitation by requiring that all
identified PE cases additionally documented accepted
treatments for PE (therapeutic anticoagulant regimens,
thrombolytic medications, or placement of an IVC filter)
during their hospital stay, to increase the diagnostic
specificity. This retrospective study was conducted on
data from a single hospital center. We cannot predict
how this algorithm would perform in patient populations
that have different demographics or a different incidence
of PE, or those who reside in another geographic loca-
tion. It is necessary to evaluate the algorithm on a range
of additional sites to determine its generalizability. The
incorporation of imaging data into the model may
improve its performance and is an area for further in-
vestigation. Evaluation of the MLA in a prospective
clinical setting is required to evaluate any effect on
clinician actions and impact on patient outcomes.

In this study, an MLA capable of accurately predict-
ing which patients will develop a PE during their hos-
pitalization was developed. This gradient boosted
algorithm utilized only routinely collected health data
from inpatient EHR data to predict risk of inpatient de-
velopment of PE. The algorithm described in this study
may be able to improve patient outcomes through earlier
identification of at-risk patients, allowing for earlier
confirmatory diagnostic testing and treatment of PE.
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