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Abstract

Background: The Veteran Administration (VA) Office of Patient-Centered Care and Cultural Transformation is invested in
improving veteran health through a whole-person approach while taking advantage of the electronic resources suite available
through the VA. Currently, thereis no standardized process to collect and integrate el ectronic patient-reported outcomes (ePROs)
of complementary and integrative health (CIH) into clinical care using a web-based survey platform. This quality improvement
project enrolled veterans attending CIH appointments within a VA facility and used web-based technologies to collect ePROs.

Objective: This study aimed to (1) determine a practical process for collecting ePROs using patient email services and a
web-based survey platform and (2) conduct analyses of survey data using repeated measures to estimate the effects of CIH on
patient outcomes.

Methods: In total, 100 veterans from one VA facility, comprising 11 cohorts, agreed to participate. The VA patient email
services (Secure Messaging) were used to manually send links to a 16-item web-based survey stored on a secure web-based
survey storage platform (Qualtrics). Each survey included questions about patient outcomes from CIH programs. Each cohort
was sent survey links via Secure Messaging (SM) at 6 time points: weeks 1 through 4, week 8, and week 12. Process eval uation
interviews were conducted with five primary care providersto assess barriers and facilitators to using the patient-reported outcome
survey in usual care.

Results: This quality improvement project demonstrated the usability of SM and Qualtrics for ePRO collection. However, SM
for ePROs was labor intensive for providers. Descriptive statistics on health competence (2-item Perceived Health Competence
Scale), physical and mental health (Patient-Reported Outcomes M easurement Information System Global-10), and stress (4-item
Perceived Stress Scale) indicated that scores did not significantly change over time. Survey response rates varied (18/100,
18.0%-42/100, 42.0%) across each of the 12 weekly survey periods. In total, 74 of 100 participants provided =1 survey, and 90%
(66/74) were female. The majority, 62% (33/53) of participants, who reported the use of any CIH modality, reported the use of
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two or more unique modalities. Primary care providers highlighted specific challenges with SM and offered solutions regarding
staff involvement in survey implementation.

Conclusions: This quality improvement project informs our understanding of the processes currently available for using SM
and web-based data platforms to collect ePROs. The study results indicate that although it is possible to use SM and web-based
survey platforms for ePROs, automating scheduled administration will be necessary to reduce provider burden. The lack of
significant change in ePROs may be due to standard measures taking a biomedical approach to wellness. Future work should

focus on identifying ideal ePRO processes that would include standardized, whole-person measures of wellness.

(IMIR Med Inform 2020;8(6):€15609) doi:10.2196/15609
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Introduction

Background

The Veterans Health Administration (VHA) is committed to
increasing the use of health information technology (HIT) to
promote personalized and patient-driven health services,
including complementary and integrative health (CIH) [1]. The
integration of HIT has the potential to increase quality and
access to CIH, enhance patient outcomes, increase efficiency,
and decrease costs[2,3]. Effectiveimplementation of integrated
HIT, such astelehealth and electronic health records, isapriority
for the VHA [4].

The VHA prioritizes access to CIH [5,6]. Complementary
treatment is based on Eastern medicine philosophies and
includes a variety of modalities, including but not limited to
yoga, mindfulness, and acupuncture [7]. Integrative hedlth is
the use of both Western or traditional trestmentsin combination
with complementary treatments [8]. Integrative health tends to
lower any power differential between patient and provider as
well as focus on contextual health [8]. Recent VHA programs
focus on improving access to CIH modalities for al veterans,
making integration of CIH into health plans a priority within
the VHA [1,6].

Within the VHA, HIT for health care delivery is not only
beneficia for providersand their delivery of health care services
but is also advantageous for meeting patient-specific needs.
Using HIT for health care delivery facilitates timely reporting
of outcomes (ie, improves recall accuracy) and eliminates the
potential for misplaced documentation. The process empowers
patients to make informed health care decisions, improves
patient satisfaction, and streamlines organizational processes
that, historically, were barriers to the delivery of health care
services [9]. Electronic health communication systems have
improved clinical effectiveness and enhanced communication
between patients and providers[10]. Patients managing chronic
conditions have reported satisfaction in web-based reporting
systems that facilitate effective communication of biomedical
metrics (eg, blood pressure and weight) [11]. Recent studies
have demonstrated the usability and implementation of HIT
platforms to collect electronic patient-reported outcomes
(ePROs), such as biomedical metrics for disease management
[12-14].

Patient-centered outcome measures for CIH are increasingly
important as the use of nontraditional therapies and treatments

http://medinform.jmir.org/2020/6/€15609/

increases in clinical settings [15]. Severa research studies
support the advantages of collecting eéPROs through mobile
technology application, secure messaging (SM), or text
messaging [16-18], but thereis little published research on the
use of HIT to collect CIH-related ePROs within the unique
Veteran Administration (VA) system [19]. There is a need to
develop apractical processfor collecting and integrating ePROs
to improve patient care within the VHA [20-22].

Objectives

This study aimed to (1) determine a practical process for
collecting and integrating ePROs using SM and a web-based
survey platform and (2) conduct analyses of pilot survey data
using repeated measuresto estimate the effects of CIH on patient

outcomes. This paper provides lessons learned from the
implementation of ePRO survey methods within the VA.

Methods

Design

This 1-year pilot project engaged veterans attending CIH
appointments within one VA facility. We used process
documentation, quantitative repeated measures surveys, and
qualitative interviews to meet project objectives.

Veterans Sample

This project used aconvenience sample. Project team members
reached out to local primary care providers (PCPs;, N=21) who
were known to make referrals to CIH program services at the
project site. These PCPswereidentified asearly adoptersin the
CIH program. Early adopter PCPs were asked to provide alist
of potential participants who participated in at least one CIH
program or activity at the project site based on their personal
knowledge of veteran wellness activities.

Of the responsive providers (n=5), a participant pool of 227
veteranswasidentified. The project site had arobust integrative
health program at the time of participant pool identification.
Providers often used referral to the integrative health program
as a proxy for the inclusion criteria of the CIH program or
activity participation. Additionally, at the time of participant
pool identification, providers based their list of potential
participants on general knowledge of veterans having used CIH
program services in the recent past. Between participant pool
identification and completion of recruitment, up to four months
had passed, generating a subgroup of participants that were no
longer participating in CIH programs during the project. Our
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final convenience sample of 100 veterans was recruited via
telephone to participate in the project based on the following
inclusion criteria: (1) participated in at least one CIH program
or activity at the project site and (2) had access to SM to
complete the web-based surveys.

Two electronic messaging platforms for data collection were
identified by operational partners and clinical providers: SM,
a messaging platform provided to veterans through
MyHesltheVet (aveteran-facing health care portal), and ANNIE,
a mobile app that allows messaging, aerts, and push
notifications, and can send messages to mobile phones that are
not smartphones. ANNIE was not accessible for utilization at
thetime of project implementation. Owing to the unavailability
of ANNIE, only the SM web-based platform was used. SM, as
a messaging service, requires its own unique set of processes
to send individual messages to each veteran in the project. We
developed a customized protocol for using SM to collect and
integrate ePROs, which was tested in this project.

Participants were grouped into cohorts to facilitate data
collection. Each cohort wasthe result of the project team making
telephone calls once per week (typically Friday). Participants
who agreed to participate were included in that week’s cohort
and notified of the intent of the study, number and frequency
of assessments, time burden for each assessment, and the need
to accesstheir SM account routinely (typically Monday). Thus,
acohort consisted of veterans who received el ectronic requests
for survey completion at the same time points. The 11 cohorts
ranged in size from 2 to 21 participants, with more participants
in the initial cohorts and fewer in the latter cohorts, with an
average cohort size of 9. Process evaluation interviews were
conducted with 5 PCPs involved in the SM implementation of
the ePRO survey to assess the acceptability, appropriateness,
and feasibility of using SM to direct veterans to the web-based
ePRO survey in future VA sites.

Data Collection Procedure

The effects of CIH activities may change over time and are
often measured at variable time points [23]. As such, all
participants within a cohort were sent the survey link via SM
at 6 time points: weeks 1 through 4, week 8, and week 12. The
time points were selected to evaluate both short- (1-4 weeks)
and long-term (week 8 and week 12) assessment of ePRO
responses. The initial weekly assessments were used not only
to capture an initial change in ePROs (based on new
participation in CIH activities) but also to test the use of weekly
survey links (eg, how to distinguish survey linksand reminders,
and how to manage data). More than six time points were
considered potentially burdensome for the participants. Rolling
enrollment and sending of SM links occurred over a 25-week
period. Each participant was sent an SM message with a link
and a unique personal identification number at the beginning
of each week and again 3 days later to nonrespondents. Each
link contai ned aweb-based survey consisting 16 itemsfrom the
scales described in the Scal es section below aswell asitemsto
indicate the types of CIH programsin which the participant was
currently participating. Survey datawere collected and managed
via Qualtrics), aweb-based survey platform.

http://medinform.jmir.org/2020/6/€15609/
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Process evaluation interviews were conducted via telephone.
Oneresearcher conducted theinterview, and another researcher
took extensive notes on this interview, capturing as much
verbatim information as possible. Interviews lasted
approximately 30 min and focused on capturing stakeholders
perspectives on the acceptability, appropriateness, and feasibility
of using the ePRO survey with veteransreceiving CIH services
through the SM platform. Our conceptual framework isderived
from the categorization of implementation outcomes by Proctor
et a [24], the implementation outcomes framework. We
specifically assessed (1) acceptability or the extent to which
adopting the ePRO survey isagreeable, palatable, or satisfactory
among key stakeholders; (2) appropriateness, the perceived fit,
relevance, or compatibility of the innovation or evidence-based
practice for VA primary care providers and staff; and (3)
feasibility or the extent to which the ePRO survey can be
successfully used or carried out within VA primary care.

Scales

Participants completed a 16-item web-based survey consisting
of items that measured health competence on the 2-item
Perceived Health Competence Scale (PHCS-2), physical and
mental health on the 10-item Patient Reported Outcome
Measurement Information System (PROMI1S-10), and perceived
stress on the 4-item Perceived Stress Scale 4 (PSS-4). These
scales were chosen to obtain data across a broad range of
patient-reported health outcomes, in which CIH modalities may
have an impact. Survey links did not have an expiration time
designated so they could be completed as assigned or at any
point during the project. Demographic datawere extracted from
the electronic medical records of al participants.

The PHCS-2 is a balanced subscale consisting of 2 questions
(1 positively worded and 1 negatively worded) chosen from the
larger 8-item PHCS and measures the degree to which an
individual feel's capable of reasonably managing hisor her own
health outcomes. The PHCS has previously shown to beavalid
and reliable measure of health competence [25]. Total scores
range from 2 to 10, with higher scores reflecting increased
perceived health competence.

The PROMIS-10 short form consists of 10 itemsthat assessthe
general domains of physical and mental health and functioning.
PROMIS was developed and validated by investigators at the
National Institutes of Heath to provide clinicians and
researchers with accessible item banks to measure
patient-reported health status [26,27]. Raw scores for the
physical and mental domains ranged between 4 and 20. Higher
scores reflect better physical and mental functioning.

The PSS-4 measuresthe degree to which situationsin one'slife
over the past month are appraised as stressful. Items were
designed to detect how unpredictable, uncontrollable, and
overloaded respondentsfind their lives. PSS-4 was derived from
thelonger PSS-14 [28]. Asthe questions are of ageneral nature
and are not directed at any particular subpopulation, using the
abbreviated version (or any version) with a diverse population
is predicted to yield equally reliable results. The score ranges
from 0 to 16, with higher scores representing more stress.
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Data Analysis

Data are presented as mean (SD) for continuous data and
frequencies and percentages for categorical data. Chi-square
tests and two-tailed t tests were used to compare demographics
between survey responders and nonresponders. Survey response
rates were considered a measure of ePRO collection process
feasibility, with a focus on practicality [29]. Survey response
rates were defined as the percentage of participants who
responded to at least one survey question over the examination
period. We also examined the length of time to completion and
completeness of responses to the scale items (PHCS-2,
PROMIS-10, and PSS-4). Fina scores for the scales were
calculated and used in the analyses only when all items were
complete. A sensitivity analysis of multiple imputation of
missing itemsindicated no changein conclusions, so weretained
only the complete survey datafor analysis. Linear mixed effects
analysis was conducted separately for each PRO measure to
analyze within-subject changes in responses over time. This
procedure considers the correlation that occurs for repeated
measurements and can handle when the number of assessments
isunequal between subjects. All models included fixed effects
for time, age, gender, race, and Hispanic ethnicity and an
indicator of any CIH use as well as a random intercept. The
change in each scale over time did not significantly vary
between subjects, so arandom effect of time was not included
in the models. A P value <.05 was used to assess significance.
Analyses were performed using SAS software, version 9.4.

Interview noteswere analyzed using adirected content analysis
approach [30], through inductive open coding [31] to identify
themes related to our a priori framework of acceptability,
appropriateness, and feasibility [24] that arose through the
interviews. Two researchers coded each interview after it took
place, coding each set of notesindependently and then meeting
to identify codes and collapse ideas into broader themes. Al
coding took place using a discussion and consensus approach,
where discrepancies in coding were discussed, evidence was
presented, and then a consensus on the coding process occurred.
This process continued with each interview, and after the fifth
interview, when no new ideas emerged, the researchers
determined that saturation had been met, and no additional
interviews took place.

Results

Overview

Table 1 displays the participant characteristics. The mean age
was 54.7 (SD 9.4) years, and the majority were female (66/74,
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90%). The majority were white (49/74, 66%) and not Hispanic
or Latino (66/74, 89%). Despite disruption in link connectivity
access in earlier messages, 74/100 (74%) provided at least one
survey response, 53/100 (53%) provided at | east two responses,
30/100 (30%) provided at least three responses, 13/100 (13%)
provided at least four responses, and 3/100 (3%) provided at
least five responses. However, only 2 participants responded to
all 6 surveys. Nonresponders were significantly younger than
responders (mean 49.0, SD 10.0 years vs 56.7, SD 8.4 years,
P<.001) and less likely to be white (46.2% vs 66.2%; P=.02)
but did not differ by gender (female 92.3% vs 89.2%; P=.65)
or Hispanic ethnicity (12.0% vs 10.8%; P=.87).

Response rates were lowest in week 1 (18%) and generaly
increased in the subsequent weeks (24% for week 2, 34% in
week 4, and 33% in week 8). The highest response rate was in
the final week of participation, where 42% of participants
responded to the survey. This is commensurate with the
established expectations of response rates based on our previous
work [19,32]. The majority of responses (77.7%) werereceived
within oneweek with amedian of 2 days (25th-75th percentile:
1-5 days) of the SM request to compl ete the survey.

A total of 74 participantsresponded to at |east one of the survey
links sent to them via SM, resulting in 175 responses over the
data collection period. Of these, 150 (85.7%) were completed
for al 16 items from the 3 scales (PHCS-2, PROMIS-10, and
PSS-4). Completenesswaslowest for the PROMIS-10 (153/175,
87.4%) and highest for the PHCS-2 (169/175, 96.6%), although
the PSS-4 was similar with acompleteness of 168/175 (96.0%).
A total of 21 surveys were missing between 1 and 14 items
acrossthe 3 scales, with the majority missing just 1 item (17/21,
81.0%). There were 2 surveys (1.1%) missing 1 item on the
PHCS-2, 16 surveys(9.1%) missing 1 item on the PROMIS-10,
and 1 survey (0.57%) missing 1 item on the PSS-4. There was
1 survey missing 2 items on the PROMIS-10 and 4 surveys
(2.3%) missing al 16 items from the 3 scales. One additional
survey was missing all items for the PROMIS-2, and 2 surveys
were missing al items for the PSS-4.

Descriptive statistics of the computed scores from each of the
scales are presented in Table 2. Least squares means (SE) for
each scale adjusted for age, gender, race, and Hispanic ethnicity
are displayed in the table with the corresponding N for each
scale (PROMIS-10, PSS-4, PHCS-2; the n valuesfor the mental
and physical domains of the PROMIS-10 are the same). In the
mixed models, thelinear fixed effect of timewas not significant
for any of the scales, indicating that the scores did not change
over time. Age, gender, race, Hispanic ethnicity, and any CIH
use were not significant predictorsin any of the models.
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Table 1. Participant characteristics.
Characteristics Responders (n=74) Nonresponders (n=26) P value®
Age (years), mean (SD) 56.7 (8.4) 49.0 (10.0) <.001
Sex, n (%)
Female 66 (89.2) 24(92.3) 65
Race, n (%)
White 49 (66.2) 12 (46.2) .02
Black 20 (27.0) 6(23.1) _b
Native American 1(1.4) 0(0.0) .02
Asian 1(1.4) 2(7.7) .02
Native Hawaiian 1(1.4) 1(3.8) .02
Multiracial 0(0.0) 2(7.7) .02
Unknown 2(2.7) 3(115) .02
Ethnicity, n (%) .87
Not Hispanic or Latino 66 (89.2) 22 (88.0)
Hispanic or Latino 8(10.8) 3(12.0)
Number of surveys completed, n (%) —
1 21(28.4) N/AC
2 23(31.1) N/A
3 17 (23.0) N/A
4 10 (13.5) N/A
5 1(1.4) N/A
6 227 N/A
3P value from t tests, chi square tests, or Fisher exact tests.
PData unavailable.
°N/A: not applicable.
Table 2. Least squares means of computed scores for each scale per week.
Scale Week P value
1(n=18) 2 (n=24) 3(n=23) 4 (n=31) 8 (n=31) 12 (n=42)
PHCS-2% mean (SE) 6.8 (0.36) 6.5(0.32) 6.6 (0.32) 6.0 (0.28) 6.4 (0.28) 6.6 (0.26) 22
PROMIS-10° mental, mean (SE) ~ 10.3(056)  114(051)  111(050)  102(046)  108(047)  104(044) .09
PROMIS-10 physical, mean (SE) 12.0(0.47)  11.2(045)  11.3(044)  11.2(0.40) 11.8 (0.41) 11.3(0.39) 17
PSS-4°, mean (SE) 7.3(0.54) 7.4 (0.50) 6.7 (0.50) 7.0 (0.46) 7.4(0.46) 6.8 (0.44) 44

3PHCS-2: 2-item Perceived Health Competence Scale.

PPROMS-10; 10-item Patient Reported Outcome Measurement Information System.

®PSS-4: 4-item Perceived Stress Scale 4.

Participants also reported their use of CIH modalities during
the 12-week period by responding to the question: “Please list
thewhole health modalitiesyou are currently engaged in. Please
check al that apply.” Overal, 53/74 (72%) of respondents
reported the use of at least one CIH modality during the 12
weeks. Some participants did not report participating in a CIH
program or activity at thetime of the project, which may be due
to the time lag from participant pool identification and
recruitment of individual participants. The reported use of CIH

http://medinform.jmir.org/2020/6/€15609/

modalitiesincreased over time, with 33/42 (79%) of respondents
reporting using at least one modality in week 12, but only 7/18
(39%) of respondents reported using any modality in week 1.
One participant reported using 12 different modalities in week
12. Over the 12 weeks, the majority, 33/53 (62%), of those that
reported any modality, reported the use of two or more unique
modalities (not including reporting of the same modality over
subsequent weeks). Figure 1 shows the percentage of unique
modality use reported over the 12 weeks (removing duplicate
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reportsfor the same modality by individual respondents) among
those that reported any modality use. Meditation and
mindfulness, nutritional or supplement counseling, wellness
visit, acupuncture, wellness program, physical activity (exercise)

Haun et d

counseling, progressive relaxation, chiropractic or osteopathic
manipulation, yoga, and integrative medicine physician or nurse
practitioner visit were the most frequently reported CIH
modalities.

Figurel. Frequency of reported unique modality use among those who reported use of at |east one modality (n=53). The x-axisrepresents the percentage

of patients reporting the modality shown on the y-axis.
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Interviews

Interview dataindicated that 4 main themes emerged from our
discussions with the PCPs involved in the ePRO
implementation: (1) SM can be burdensome for providers
(acceptability); (2) PCPs delegate SM dutiesto their staff, such
asregistered nurses and licensed practical nurses, to make this

http://medinform.jmir.org/2020/6/€15609/
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process more feasible; (3) staff within the primary care clinic
are more appropriate for being involved in the ePRO survey
implementation; (4) veteran patients are often challenged with
using both SM and the ePRO survey, therefore making this
implementation less feasible for them. Table 3 highlights
representative quotes from the 5 PCPs mapped to each of these
themes.
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Table 3. Representative quotes from primary care providers.

Themes

Representative quotes

Secure messaging can be burdensome .
on providers (lack of acceptability)

PCPs? del egate secure messaging duties  *
totheir staff (RN and LPNSS; feasibili-
ty)

Staff (RN, LPN, and MSA%) would need  *
to send out a survey on patient-reported
outcomes (appropriateness) *

Veterans can face technological chal- .
lenges (feasibility)

“For 6 months[1] didn’t have RN so duty fell to me. Crazy and not pleasant. This past year | had a
segment of time where RN was not effective so everything came to me anyway. My patients needed
aresponse so | didit.” (physician)

“1 don't seeit being me. I'm afloat and don't have apanel...We're busy so | don’t see another 16 secure
messages working. It wouldn’t go well for us.” (physician)

“1 don’'t mind once in awhile but don't want to do it from now until | retire...| have no admin time.
If there's any extra admin then | have other things and | won't be ableto do it.” (physician)

“1f you're talking about any provider in the clinic doing that right now primary care physicians are
completely and totally over the top on what we have to do. Anything you propose as an addition will
not be met well.” (physician assistant)

“I’ve had nationally as designated an RN tasked do this [help out with secure messages] so all things
are filtered through there.” (physician)

“1 have my RN and LPN who looks at secure messages for me. LPN takes care of sending out surveys
and stuff. She manages the secure messages and she'll notify meif | need to look at secure messages.
She looks for me and sends out to appropriate person. Almost like triaging.” (physician)

“Depends on who on the team opens the secure messages. Different teams have different ways. On
my team my LPN isvery efficient and skilled. She opens messages and knows to go to front clerk or
RN. If the message is too long, she comes up to me and says | emailed you and want you to respond
toit. She does that well.” (physician)

“A pain clinic RN forwards us secure messages, we respond, and she sends it back to patient.”
(physician)

“My RN gets me the message and many of the messages she answers without talking to me. She'll
write back and ones that RN bumps over to me | see and attend to. And I'll take care of it from there.
On the flip side, | can send secure messages to any of my patients and so can my nurse. Any one of
my patients on secure messaging. | can do that as can my nurse.” (physician assistant)

“If it'satest result | feel ok to write to them or if it's more complicated, I'd write back. If it's not as
complicated, then RN takes care of that. She has some autonomy and many times she writes back, or
she asks me could you write to the patient or could you tell me what to say.” (physician assistant)

“Support staff. A well trained MSA could do that easily. At the end of the scheduled visit can send it
out.” (physician)

“] don't see it being me. I’'m afloat and don’t have a panel. A pain clinic RN forwards us secure
messages, we respond, and she sendsit back to patient.” (physician)

“LPN takes care of sending out surveys.” (physician)

“If it'sasurvey question the RN or LPN or the team clerk could do that.” (physician assistant)

“My veterans who use secure messaging are avid users. Those who don't use it, who forget and need
password; they struggle and that’sthe only barrier | see. Non-userswon’t be your friends.” (physician)
“Some Veterans did not know how to do this [secure messaging] and have difficulties because some
Veterans do not have computers at home. Veterans don’t know how to do this”” (physician)

“1 have quite afew elderly patients who can’'t use computers. Smart TV and YouTube are ok but
computer is not. Certain populations also have poverty and they don’t have access to a smart phone
and don’t want to go to the library for a computer.” (physician)

3PCPs: primary care providers.
bRNs: registered nurses.

®LPNs: licensed practical nurses.
dMSA: medical support assistant

Discussion

weeks within the context of VA regulations and systems.
Feasibility was assessed qualitatively and quantitatively within

Principal Findings

the implementation outcomes framework using process
evaluation interviews among stakeholders, the duration of time

Using electronic tools for survey administration and
dissemination, such as web-based survey platforms, secure
email, and text messaging, has the potential to enhance the
collection of ePROs by increasing the efficiency of reaching
larger populations and collecting data at multiple time points
without having to redirect valuable clinical time for data
collection. We sought to determine the feasibility of using an
SM platform tied to a web-based survey administration via
Qualtrics for the collection of eéPROs at 6 time points over 12

http://medinform.jmir.org/2020/6/€15609/

RenderX

to completion, completeness of responses, and response rates.
Overadll, of the 100 veterans recruited to participate, 74%
(74/100) of participants responded to at least one survey, with
53% (53/100) responding to more than one. However, only 1
participant responded to 5 of the 6 surveys, and only 2 responded
to al 6. We learned that, whereas longitudinal ePRO data
collection is possible, it is likely that participants will not
respond to all surveys requested.
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Weekly response rates (Table 2) increased over time, with the
highest response rate obtained in week 12 at 42.0% (42/100).
This is in keeping with previously published ePRO response
rates [20,21,33]. There are a couple of possible explanations
for this observation of later surveys achieving higher response
rates. First, therewasatechnica error in survey links sent during
the first few weeks of data collection. These technical errors
included dead URLSs, which decreased response rates. During
weeks 6 through 8, a technical error was reported by some
participants who called and said they could not open the link.
Upon investigation, some users experienced dead short URL
links. Therewere no noted patterns or similaritiesto participants
that called to report such errors. We changed to auniversal short
URL—generating website. No further calls from participants
reporting dead short URL s were received after changing to the
short URL—generating site. Such errors clearly impacted the
response rates. We learned that ensuring robust testing before
the implementation of an ePRO data collection process is
extremely important. Survey linkswere sent weekly for thefirst
4 weeks. Participant confusion about the compl etion of multiple
surveys and which surveys still needed to be completed may
have negatively impacted responserates, particularly when there
was short spacing between survey requests. Although the
majority of completed surveys were received within 1 week of
the SM request, late surveys may have overlapped with
subsequent SM requests. The increased response rate in week
12 may, in part, be due to the greater elapsed time between
requests.

We found that most surveys (150/175, 85.7%) were complete
for al items from the 3 scales, and of those missing items, the
majority (17/21, 81%) were only missing 1 item. Although the
degree of missing data was small, we learned that this could
inform the sample size needed for future research studies. We
did not observe a significant change in the computed scores
from the scales over the 12 weeks (Table 2). This may be due
to a wide variation in modality use among respondents,
including that some may have been inconsistent or not using
CIH services during the data collection. We did not have
baseline measures obtained before the receipt of initial CIH
services to evaluate the pre-post effect of CIH on PRO. With a
convenience sample size of 100, it is not possible to anayze
the effects of individual CIH interventions. Some participants
engaged in multiple CIH interventions, making it difficult to
isolate the effect of individual interventions. In addition, we
learned that the scales used (PHCS-2, PROMIS-10, and PSS-4)
may not have been best suited to capture changes in biosocial
constructs and whole-person wellness. For example, in the
Self-Assessment of Change questionnaire, the 18 paired terms
self-assessment measure, assesses not only physical, cognitive,
and emotional characteristics but also social, spiritual, and
whole-person characteristics. However, the original publication
on the PSS-4 [28] indicated that this was a valid measure of
stress, and despite being frequently used, recent publications
have suggested that the scale may lack internal consistency
[34,35]. We learned that future implementation of ePRO data
collection should consider utilizing other stress scales.

The small number of participants may also have contributed to
theinability to detect any change over time. Only 53 participants
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reported data at more than one time point. Allowing survey
links to expire would help to reduce overlap and prevent late
responses. Secure messages are available in the MyHealtheVet
portal, requiring participants to access the portal to see their
messages. Participants who did not access the portal regularly
did not receive their messages in atimely manner. In addition,
the staff time required to send SM was burdensome. Welearned
the burden, due to the constant follow-up by the staff to ensure
that messages were being received, wasamajor limitation. The
staff had to keep track of when the last survey link was sent
using a customized Microsoft Access database and manually
send the next link by copying/pasting the Qualtrics
auto-generated link into the SM.

It isimportant to recognize the unique distribution of sex inthis
participant group. Our group overwhelmingly comprised female
veterans. The national veteran population is 10% female [36].
Thisbias affectsthe ability to generalize project findingsto the
broader veteran population. Women tend to be more likely to
respond to web-based surveys [37,38]. Our response rate may
well have been influenced by our mostly female group.
Additionally, female veterans are more likely to participate in
CIH activities [39].

This quality improvement project has limitations. First, using
a convenience sample may not provide the representativeness
that a random sample may provide. Our time from participant
pool identification to recruitment was extended, potentially
missing opportunitiesto engage participants. A timelier process
for reaching out to the participant pool may have provided a
more robust engagement. The personal connection between
study teams and participants tends to improve responsiveness
[33,38]. Participants did not have in-person contact with the
study team. This may decrease responsiveness to surveys [40].
The project experienced several technical glitches (described
earlier) that could have been avoided by testing processes before
implementation. The project also did not collect data that may
have further informed analysis (eg, frequency of computer use
to assess comfort with technology use). Future projects may
benefit from timely, personal outreach to potential participants,
assessment of comfort with technology, and vigorous testing
of processes before implementation.

Project findings and lessons |earned can inform future research.
Future studies should explore the means of dissemination of
survey requests that have the capacity for automation to reduce
the potential for human and technical errors and reduce
workflow burden, which are more efficient for both the staff
and participants. In addition, the system should be able to
contact participants using their preferred means of
communication, whether that is an email address or a text
message. Future projects should also examine the optimal
spacing of ePRO longitudinal data collection to optimize
sensitivity to measures.

Conclusions

We demonstrated the feasibility of using SM for ePRO data
collection among veterans who have received CIH services;
although it is possible to use SM for ePROs, in the system’s
current state, it is not practical. Lack of automation, workflow
burden, and potential for human error make SM a cumbersome

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€15609 | p.11
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS Haun et &

system to use when attempting to collect repeated measures error. These results can help inform future studies, including
from large participant cohorts. Systemsthat offer customizable sample size considerations, best practices for workflow and
features to automate administration on schedule are needed to  automation, and ideal characteristics for messaging systems.
reduce the provider workflow burden and potential for human
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Abstract

Background: Clinical trials are one of the most challenging and meaningful designs in medical research. One essential step
before starting a clinical trial is screening, that is, to identify patients who fulfill the inclusion criteria and do not fulfill the
exclusion criteria. The screening step for clinical trials might be supported by modern information technology (1T).

Objective: This explorative study aimed (1) to obtain insights into which tools for feasibility estimations and patient screening
are actually used in clinical routine and (2) to determine which method and type of IT support could benefit clinical staff.

Methods: Semistandardized interviews were conducted in 5 wards (cardiol ogy, gynecology, gastroenterology, nephrology, and
palliative care) in a German university hospital. Of the 5 interviewees, 4 were directly involved in patient screening. Three of
them were clinicians, 1 was a study nurse, and 1 was a research assistant.

Results: Theexisting state of study feasibility estimation and the screening procedure were dominated by human communication
and estimations from memory, although there were many possibilitiesfor I T support. Success mostly depended on the experience
and personal motivation of the clinical staff. Electronic support has been used but with little importance so far. Searches in
ward-specific patient registers (databases) and searches in clinical information systems were reported. Furthermore, free-text
searchesin medical reports were mentioned. For potential future applications, a preferencefor either proactive or passive systems
was hot expressed. Most of the interviewees saw the potential for the improvement of the actual systems, but they were also
largely satisfied with the outcomes of the current approach. Most of the interviewees were interested in learning more about the
various waysin which IT could support and relieve them in their clinical routine.

Conclusions: Overal, IT support currently plays aminor rolein the screening step for clinical trials. The lack of IT usage and
the estimations made from memory reported by all the participants might constrain cognitive resources, which might distract
from clinical routine. We conclude that electronic support for the screening step for clinical trialsis still a challenge and that
education of the staff about the possibilities for electronic support in clinical trials is necessary.

(IMIR Med Inform 2020;8(6):€15749) doi:10.2196/15749
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clinical trial; patient screening; electronic support; clinical information systems; inclusion criteria; exclusion criteria; feasibility
studies; mobile phone
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Introduction

Background

Clinical trials are one of the most chalenging and most
meaningful designs in medical research. Many instructions on
how to design a clinical trial optimally can be found in the
literature [1,2]. However, the most challenging and essential
stepsbeforeaclinical trial can start are the phases of feasibility
estimations and patient prescreening. The latter includes the
identification of patientswho fit the study design and who fulfill
the inclusion criteria but do not fulfill the exclusion criteria
The screening step (ie, both feasibility screening and patient
prescreening) for clinical trials might be supported by modern
information technology (IT). Hospitals and other research
organizations are challenged with regard to establishing
appropriate I T architecture [3].

Challengesin Patient Screening and Recruitment

It iswell known that patient recruitment is a crucial factor for
the success of a clinical trial and that failing to achieve
recruitment objectives is a common problem [4,5]. This was
first reported in 1984 [6], but it has not changed significantly
until very recently [7]. For example, McDonald et a [8] found
that only 31% of systematically reviewed trias recruited to
100% of their original target and that 45% failed to recruit to
within 80% of the target.

A lot of research has been conducted on unveiling and
discussing typical problems with regard to achieving planned
recruitment goals[9]. Several strategiesto improve recruitment
have been analyzed [8,10-12], but the specific solutions from
individual trials are not easily generalizable [5]. Some major
problems are the work overload of staff and their lack of time
with regard to patient recruitment [4,13]. Therefore, if electronic
support (ie, support by IT, see section Prior Work on the
Anaysis of Workflows for Screening and Recruitment)
accelerated the recruitment procedure, it could relieve the staff
of some of these duties. However, a common problem is that
the staff have no access to and no awareness of relevant trial
information, which is often avail able via paper-based documents
only [4,14]. A further problem is that clearly defined,
unambiguousinclusion and exclusion criteriafor eligibility are
often missing [4]. Furthermore, inclusion and exclusion criteria
are often described in free text, making the mapping to
electronically available data difficult [4,14].

Prior Work on the Analysis of Wor kflows for
Screening and Recr uitment

Although many papers regarding the support of clinical trials
by means of IT have been published, most of them present
prototypesor stand-aone solutions[15-17]. Many authors agree
that the impact on the routine workflow of the involved staff
needsto be kept aslow as possible and that understanding these
workflows is crucial [4,18,19]. However, little research has
been conducted on these routine workflows outside the setting
of site-specific solutions. Furthermore, only afew studies dwell
ontheinvolved actorsor roles. A precise description of aroutine
workflow was published by Embi et al [20,21], and it included
theinvolved physicians, main investigators, and clinical research
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assistants. Another analysis of the trial management workflow
of oncological phase Ill and phase IV trials at 2 sites in Sdo
Paulo and Rio de Janeiro was conducted by de Carvalho et a
[22]. They found a lack of standardized processes for data
capture, a multiplicity of data repositories, and a shortage of
decision support systems. They concluded that workflows need
to be reorganized to use IT more efficiently and that standard
procedures need to be established. Trinczek et al [23] modeled
workflows in a more forma way using the Business Process
Model and Notation based on unstructured interviews and
concluded that complexity could lead to redundant work by an
investigator and a study nurse performing the same steps twice
with the same patient.

Moreover, a strong focus on both the role of physicians and on
the medical field of oncology can be observed in previous
research [24]. Although therole of physiciansisvery important
[20], they are not the only party involved in the bedside care of
patients. Nurses and dedicated trial personnel also need to be
considered.

M otivation and Aims

There are well known and still-existing problems with regard
to screening and recruiting patients for clinical trials. Clinical
information systems (C1S), electronic health records, and, more
generaly, hospital information systems (HIS) are often
considered as suitable tools for supporting the process of trial
management [4,9,18]. Any I T-based solution must fit into the
respective workflows [4,18,19], but these workflows—and in
particular, the routine of the bedside staff that use these IT
systems—have largely remained without investigation so far.

This qualitative and explorative study aimed (1) to evaluate
which toolsfor feasibility estimations and patient screening are
actually used in clinical routine and (2) to evaluate which
method and type of IT could support the clinical staff. The
findings are intended to lay the foundation for a larger, more
representative, and more structured study.

We focused on the real-world implementation of workflows,
regardless of theoretical or predefined models, as described in
thestudy by Leeet a [14]. To achievethese goals, we conducted
semistandardized interviews in a German university hospital.

Keeping in mind that trial management is a complex process
and likely to require individual approaches fitted to the
respective setting, we aimed to include a variety of medical
disciplines and a variety of medica staff. Therefore, we
considered personnel who were directly involved in screening
and recruiting patientsfor clinical trials, with astrong focus on
the bedside staff. We assumed that the bedside staff are usually
burdened with nontrial-related duties and, therefore, are most
likely hampered by suboptimal workflows.

Methods

The report of this study is based on the Consolidated Criteria
for Reporting Qualitative Research [25].

Recruitment of Interviewees

To achieve the best possible variation (in age, gender, role,
experience, and medical discipline), all clinics of a German
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university hospital were contacted by email, the project was
briefly outlined, and participation was kindly requested. Of the
25 clinics, 11 responded, and 5 out of these 11 declined (either
because of studies not being undertaken at the facility or without
further explanation). Appointmentswere arranged with 5 of the
remaining 6 clinics; 1 clinic canceled later.

Interviews were conducted with 5 participants (1 per clinic, 2
males, mean age 37.2, SD 7.9 years), each from adifferent ward
(cardiology, gynecology, gastroenterology, nephrology, and
palliative care). One of the intervieweeswas personally known
to author AN on a professional level from a previous
collaboration. Out of the 5 participants, 4 weredirectly involved
in patient screening. Three of theintervieweeswere physicians,
1 wasaresearch assistant, and 1 was a study nurse. The variety
of interviewees was deemed sufficient for a qualitative study;
therefore, no further efforts were made to increase the number.

Written and informed consent was obtained from all participants.
The local ethics committee of Friedrich-Alexander University
Erlangen-Niirnberg approved the study.

Data Collection

Semistandardized interviews that comprised 4 parts were
conducted in a one-to-one setting (interviewer-interviewee).
Thelocation was chosen by theinterviewees; inall cases, it was
an undisturbed office environment. All participants had taken
sufficient time and were not under time pressure. Each interview
lasted approximately 30 min and was conducted in German by
author AN, who was a PhD student in medical informatics at
thetime of theinterviews. All interviewees were native German
speakers. Before the interviews, the participantswereinformed
about the purpose of the interview and the research context.

The interviews were voice recorded electronically using the
built-in recording app of asmartphone and were then transcribed
and anonymized before analysis. Written notes were not taken,
but a short questionnaire with demographic variableswasfilled
out by the interviewees. The interviews were divided into the
following 4 parts. (1) the actua state of study feasibility
assessment, (2) the actual patient prescreening strategy, (3) the
actual IT support for feasibility estimation and prescreening,
and (4) therequest for I T support. Theinterview guidelines can
befound in MultimediaAppendix 1. According to the qualitative
approach of this study, no a priori hypotheses were devel oped
or considered subsequently.

Data Analysis

The interview data were analyzed by 2 independent raters
(authors AN and LB)—native German speakers— who were
both postdoctoral researchers (author AN, male: medical
informatics and author LB, female: health psychology) at the
time of the analysis.
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The analysis was based on the original German transcripts. It
was carried out as follows. First, both raters independently
identified and coded statements (quotes) in the transcripts that
belonged to one of the research questions. Second, the coded
statementswere compared, and matches among theinterviewers
were collected in a separate document. Mismatches were
discussed until consensus was reached. Next, based on
discussions between the authors, clusters of similar statements
were determined, and general terms for the categories were
agreed upon. Subsequently, the frequencies of each category
were determined. These categories as well as exemplary
statements are provided in the Results section.

Finaly, German quotes were translated into English for
publication. (Note: Naturally spoken language is difficult to
trandate, especialy if it comesfrom free speech. Therefore, the
translated quotes may be bad English. However, they were
already bad German in thefirst place, and the authorsintended
to keep the authenticity of the quotes, which naturally goes hand
in hand with linguistic errors.) The dataanalysis, however, was
based on the original German texts and was performed by native
German speakers only.

Results

Theoriginal interviewsweretranscribed to 27,985 words, from
which 193 key statements (quotes) were extracted. All citations
and classifications are provided in Multimedia Appendix 2.

User Statistics

Out of the 5 interviewees, 4 were directly involved in patient
screening. The other interviewee was a clinician who was
responsible for study co-ordination and who delegated the
screening to a study nurse. The percentage of work time that
was spent screening for study participants ranged between 1%
and 100% (mean 28.7%, SD 40.4%). The number of actua
clinical trials ranged between O for the research assistant and
25for 1 clinician (mean 12.8, SD 11.0). The number of inclusion
and exclusion criteria per study ranged between 10 and 28 for
each. The percentage of standard inclusion and exclusion criteria
that remained the same for each study was estimated to be
approximately 70% (range 50%-100%). The average number
of patientswho had to be recruited within 1 month was estimated
to be 30.8 (SD 31.0; minimum 5, maximum 73, and 1 missing).
A high-level coordination officewas present in 3 of the 5 wards.

First Interview Part: Study Feasibility—Current
Situation

In thefirst part of the interviews, the participants reported how
they get to study feasibility estimations, that is, how they assess
if there are enough patients available who fulfill the inclusion
criteria but do not fulfill the exclusion criteria. An overview of
the categorized answers and their frequencies is provided in
Table 1.
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Table 1. Answer categoriesin part 1 of the interviews in which the interviewees reported how they get to study feasibility estimations (N=5).

Category number Category Value, n? (%)
11 Experience 3(60)
1.2 Internal statistics 3 (60)
13 Gut feeling 3(60)
14 Works (very) well 3 (60)
15 Estimations 2 (40)
16 From memory, in mind 2 (40)
1.7 Ask colleagues or other wards 2 (40)
18 Literature search 2 (40)
1.9 Automatically from memory 1(20)
1.10 Searching in protocols 1(20)
111 Extrapolation from previous years' data (problem: bad documentation so far) 1(20)
112 Parallel to the clinical routine 1(20)
113 Personal exchange between clinicians, coordinators, central coordinators, and bedside staff 1(20)
114 Search in databases if the study isimportant 1(20)
115 Very time consuming 1(20)
1.16 We have no search engine 1(20)
117 Looking in existing pool of patients 1(20)
1.18 Difficulties 1(20)
1.19 Underestimations 1(20)
1.20 Sometimes overestimations and sometimes underestimations 1(20)
121 Sometimes good, sometimes bad, or sometimes average 1(20)
122 Need for exact estimates 1(20)
1.23 Problems when not documented 1(20)
124 No quality management 1(20)
125 Error prone 1(20)
1.26 Pessimistic guessing 1(20)
127 Create a documentation of included and excluded patients 1(20)

8The frequencies indicate the number of interviewees out of 5 who gave answers that fit into the category.

All interviewees reported that most of the feasibility estimation
is done from memory or is a gut feeling and that it is mostly
based on experience:

Everyone goes through the complete patient lists in
his mind, you sometimes have redundancies, but
nevertheless you get a very good result. [Quote #1]

Furthermore, it was reported that a comparison with previous
studiesis performed from memory or in databases:

| just look at the numbers of [ year] and do my queries,
using Access. [Quote #24]

This offers good results for studies with similar inclusion and
exclusion criteria, but it works rather poorly for new types of
investigations with different criteria. Two of the interviewees
rated the actual procedure as good.

Only 1 interviewee reported an ongoing documentation of
feasibility estimationsin a separate file:

http://medinform.jmir.org/2020/6/€15749/

Then | would create a separate documentation in
research, where | document all the patients that we
have ontheward and | just for each patient then note
to what extent the inclusion and exclusion criteria
applied that | have come to the conclusion that we
are trying to integrate or not so that later. [Quote
#35]

Furthermore, the study nurse reported that screening lists are
created in which al screened patients and the reasons for
inclusion or exclusion are listed. One interviewee reported that
the current procedure tends to result in underestimations.
Another interviewee stated that it depends on the study of how
good the procedure works and if it results in underestimations
or overestimations. The other interviewees did not comment on
this.

Most of the participants reported an active exchange among
study nurses and clinicians from the same ward and from other
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wards for assessing feasibility estimations irrespective of the
responsibilities (ie, the study nurses reported that they ask the
clinicians and vice versa). Moreover, 1 interviewee reported
extrapolation from previous years data based on specific
databases. However, he aso mentioned that some therapy
situations have not been well documented, which makes the
feasibility estimations difficult.

Furthermore, 1 interviewee reported doing an extensive literature
search for getting prevalencerates and extrapol ating thisfor the
patient numbers in the actual department:

Then we extrapolate the current year. [Quote #11]

Overdll, the actua state of study feasibility estimation was
dominated by human communication and estimations from
memory. Success mostly depended on experience. Electronic
support had only little importance so far.

Second Interview Part: Patient Screening—Current
Situation

In the second part of the interviews, participants were asked
how eligible patients for recruitment were identified for active
clinical trials. An overview of the answer categories and the
frequenciesis provided in Table 2.

Again, most of the participants reported that most of the
screening procedure is done from memory:

Becauseit all happensin mind. [Quote #49]

And that it is best to memorize every study as well as all
inclusion and exclusion criteria:

Itis best if | know all the studies that are currently
running in our ward. [Quote #77]

Moreover, 1 interviewee stated:

In principle, it all depends on me, both the selection,
the thinking about which patient exists, which patient
might be suitable, contacting patients, including
patients yes or no, and continuing to look after the
patients, all my job. [Quote #53]

Threeintervieweesfelt that screening of patientsrequiresmuch
effort, as expressed by 1 of them:

That is an additional effort, exactly, which is usually
not paid for. [...] So, it isusually the case that these
studies run alongside the normal work of the doctors.
They areall working to capacity anyway. [Quote #61]
One interviewee stated that for restrictive inclusion criteria,
successis“amatter of luck” [Quote #74].

Furthermore, 2 of the interviewees named announcements in
local newspapers and postingsin local offices as a strategy for
recruiting. This procedure is chosen, especialy, if an external
sponsor is involved. However, the success rate is rather low
because in most cases, only atiny fraction of the participants
actually responds to newspaper announcements. However, 2 of
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the interviewees reported that some of the patients come on
their own initiative.

Three interviewees reported that the most important and
successful strategy for recruitment is (1) asking the inpatients
or outpatients during regular ward rounds or (2) through personal
conversation with colleagues (Quote #96: “...quite simply the
personal conversation on the ward.”).

In contrast, 1 interviewee reported no division of labor and that
thereis 1 dedicated employee per study, who isresponsible for
the entire workflow. He al so reported that an alert from clinical
personnel does not work well:

You have to take care of yourself every day, you get
no patients reported [ ...]. [Quote #100]

Regarding IT usage, 1 interviewee stated:

Earlier it worked, and recruiting many yearsago was
[...] significantly better without all the systems. [Quote
#93]

Two of the interviewees reported that they actively search in
the CIS. Onereported searching in paper-based patient records
or in Microsoft Word documents (when data are not available
inthe CIS and because free-text searches are not possiblein the
CIS) and that the applied strategy and effort depend on the
study:

We have a wide variety of examinations, and then
every single examination really matters, what kind of
people do | actually need? The search for patientsis
correspondingly time-consuming. [Quote #55]

One clinician reported that he uses a study book for some
studies, which is kept up to- date by the clinicians and to which
the study nurses have access to:

Thisis a study book, where the current studies from
each year are always included. It is reissued once a
year. There are inclusion and exclusion criteria.
[Quote #82]

Three interviewees mentioned paper-based reminder noteswith
the inclusion and exclusion criteria, which can be found in the
treatment rooms. Another screening strategy mentioned by the
study nurse was that the clinician asks the team if there is an
eligible study for aspecific patient. Furthermore, it was reported
that regular team meetings and regional meetingstake placein
which inclusion and exclusion criteria are discussed and where
it isdecided which patients are potentially eligiblefor inclusion:

But especially for the prescreening nothing is
documented, that is, everyone doesit for himself[...]
and thinks about how many patients should be
included, who that would be, and this will then be
gathered in the team meeting. During brainstorming,
everybody thinks about who should be included and
at a team meeting, which we have relatively often,
which we always have regularly, all patients that
could be included are put forward. [Quote #50]
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Table 2. Answer categoriesin part 2 of the interviews in which the interviewees were asked about the actual state of their screening strategy (N=5).

Category number Category Value, n? (%)
21 Thisisdonein mind 4 (80)
2.2 Personal contact, actively asking ambulatory and inpatients 3 (60)
2.3 The clinician asks the team whether there is an eligible study for a specific patient 3(60)
24 Personal motivation is the most important factor for successful screening 3(60)
25 Printed 1CP and EC® as reminder notes, handouts 3(60)
2.6 Works well 3(60)
2.7 Much effort 3(60)
28 Regular team meetings 2 (40)
29 Patients come on their own 2 (40)
210 Active search in CIS 2(40)
211 Works not well 2 (40)
212 Announcementsin local newspapers 2 (40)
213 Postings and flyersin local offices 1(20)
214 Internally filtering of the inpatients (in mind) 1(20)
215 It al depends on me 1(20)
2.16 Search in paper-based records 1(20)
217 Written documentation of patient screening strategy and reason for inclusion or exclusion 1(20)
2.18 Initiated by sponsors 1(20)
219 Not using the CIS 1(20)
2.20 Announcements in specialist journals 1(20)
221 By the sponsors themselves 1(20)
222 Preselection by the study nurses 1(20)
223 Not much effort 1(20)
2.24 No regular team meetings 1(20)
2.25 Error prone, cannot have al in mind 1(20)
2.26 Depends on the study 1(20)
2.27 50% in mind 1(20)
2.28 Excel sheetswith contact information 1(20)
2.29 Matter of luck 1(20)
2.30 Cooperation with residents 1(20)
231 Scheduling program 1(20)
2.32 Study book 1(20)
2.33 Printing out the study book entries 1(20)
2.34 Back then, it worked better (without I T®) 1(20)
2.35 Previously known patients 1(20)
2.36 | am solely responsible 1(20)

#The frequencies indicate the number of interviewees out of 5 who gave answers that fit into the category.
B1C: inclusion criteria

°EC: exclusion criteria

dcis: dlinical information systems.

€I T: information technology.
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Only 1 interviewee reported a written documentation of the
patient screening strategy, including the reason for inclusion or
exclusion. Others stated that screening protocols would
definitively be helpful, but they are not feasible because of time
pressure. One interviewee stated that the burden for patient
screening depends on the study: inpatients with high care
expenses are good to be screened, but screening in clinical
routine is often forgotten.

Most of theinterviewees stated that the most rel evant factor for
successful screening is personal motivation and not the specific
tools that are used for this reason:

Extremely important [...] it takes a lot of heart and
soul. [Quote #77]

To summarize, the actual state of the screening procedure was
dominated by human communication and estimations from
memory. Electronic support was used but with littleimportance
so far. Overall, most of the interviewees saw the potential for
improvement, but they were also largely satisfied with the
outcome of the current approach:

| don't thinkit'svery modernto do it that way. [ Quote
#98]

| think that patient identification works well for us.
I’m not even dissatisfied with it. | believe that thisis
also a cumbersome way and very time consuming,
but ultimately the result fits the outcome. [Quote
#104]

Third Interview Part: Information Technology
Support—Current Situation

In the third part of the interviews, interviewees were asked
which kind of IT support they use in clinical routine and,
especialy, for patient screening. An overview of the answer
categories and frequencies is provided in Table 3. All
participants reported somekind of IT support. Four interviewees
reported that they regularly search in the CIS. However, 1
interviewee stated that he does not use electronic systems in
most cases:

No, not in clinical information systems. [ Quote#120]

...we're not searching in [ClS]. So, | don’t think that
has ever been donein our house...I’ ve never tried that
myself, and | think in our ward...nobody does that.
[Quote #122]

However, he sometimes searches in Excel (Microsoft) lists
(databases) for specific diagnoses:
Then there is a small database for each clinical
picture; partially it's just some Excd lists or
something. [Quote #121]

Furthermore, he used an electronic data capture system for 1
study, but thisis not permitted for other studies because of data
protection policies:
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We only used it relatively rarely, and there are
political reasons for that. [...] Because, we have
assured the patient that we will not passon their data
so that we cannot simply give it to anyone [...]. S0,
we explicitly promised the patient that we would not
do this. [Quote #127]

Two more interviewees reported having ward-specific patient
registersfor specific diagnoses and with comprehensive entries
(eg, blood samples) aswell:

We have a [specific diagnosis] register, there the
patients are recorded relatively comprehensively,
with blood samples and everything. And then you can
also researchit. We all have it in there. [Quote #105]

| just print out the whole [regular meeting] up here
on a sheet of paper and go through all the patients.
Most of thetime | select over 60 patients. [Quote #87]

These have been specialy built for clinical trial screening by
in-house research groups. The main reason why 1 interviewee
does not use electronic databases regularly isthat theinclusion
and exclusion criteria are very complex and:

Could be operationalized [in principle], but [that]
would be an insane effort. [Quote #110]

The main problem that he haswith the CISisthat the diagnoses
do not necessarily match the diagnoses in the paper-based
records:

| have of course already selected according to
diagnoses in [ClY. However, these diagnoses are
not necessarily the diagnoses that | now have in a
doctor’sletter. That is the problem. [Quote #115]

However, he stated that:

The good thing is...what we are always interested
in...for example that the whole blood values can be
seen at a glance. This is important for us if we go
through such inclusion and exclusion criteria. [Quote
#119]

However, he also stated that:

In the end it is always the case that we have to read
the doctor’s letter again. [Quote #117]

One interviewee stated that solid numbers (eg, from blood
samples) makelittle sensein his case because operational reports
are of greater importance. He also noted that he searches only
sparsely in the CIS. He mentioned that thereisalot of datain
free-text medical reports, but screening the whole text is too
time consuming and that the doctor’s letters “...cannot be
evaluated at al” (Quote #111). Another problem that was
mentioned is that a specific diagnosis is not documented in
many cases. Moreover, it is not documented if the patient
already participates in another study.
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Table 3. Answer categories in part 3 of the interviews in which the interviewees reported about the actual state of information technologies support

for patient screening and feasibility estimations (N=5).

Category number Category Value, n? (%)
31 Active search in aCIS? 4(80)
32 Search in electronic records (Word documents), directory with findings from the examination 3(60)
33 Search in databases (eg, Excel files) 3(60)
34 Ward-specific patient register (very extensive) 3(60)
35 Much effort 2 (40)
3.6 Not enough or not much data are collected electronically 2 (40)
37 Electronic patient lists 1(20)
3.8 Beneficial 1(20)
39 We do not searchin the CIS 1(20)
3.10 Do not know the CIS 1(20)
311 Complex data not in the database 1(20)
3.12 Do not have a database 1(20)
3.13 Problem: diagnosis in the doctor’s | etters does not match the entry in the CIS 1(20)
314 At the end, using the (paper-based) doctor’s letters 1(20)
3.15 Ward-specific solution 1(20)
3.16 Concerns with data protection policies 1(20)
3.17 Electronic scheduling program 1(20)
3.18 In the CIS, certain information is taken over from the last entry 1(20)
3.19 Database with recruiting numbers 1(20)
3.20 Feasibility estimationsin internal database 1(20)
321 Problem: do not have accessto the CIS 1(20)
3.22 L aboratory-specific database 1(20)
3.23 No electronical doctor’s letters 1(20)
324 Milestone 1(20)
3.25 Difficult at the beginning 1(20)
3.26 Works well 1(20)

#The frequencies indicate the number of interviewees out of 5 who gave answers that fit into the category.

bCIS: dlinical information systems.

Furthermore, it was reported by 1 interviewee that at his ward
they:

Produce recruitment numbers from our studies once
a month, where we have our clinical database where
all study patients are registered. [Quote #134]

One problem that was raised by 1 of the interviewees was that
he had difficulties getting accessto the CI S and other databases:

We[...] have difficulty accessing this electronic data.
[Quote #138]

Often we don’t get any rights to see this, so even if
we ask that we only have read rights—we don’t want
to document anything in the patient record, that's
totally okay, but we would like to be able to read it.
[Quote #139]
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To summarize, there are aready afew, mostly self-developed,
solutions, but most of them are only partially used or have the
potential to be improved:

Everything has grown historically, and these working
groups have been on the road for many years and
they almost always work with their own databases.
[Quote #125]

Fourth Interview Part: I nformation Technology
Support—Request From Staff

In the last part of the interviews, the interviewees had the
opportunity to express their requests for future IT support. An
overview of the interview answersis provided in Table 4. The
initial, spontaneous answers of 3 of the 5intervieweeswerethat
itisnot easy or not realistic to use or to develop an I T tool that
isredlly helpful:
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Not easy...Not easy... [Quote #146]

| think that the things that you really need cannot be
implemented at all, so they really cannot be
implemented. [Quote #169]

| don’'t know of any tool that would make work easier,
right? [Quote #175]

However, after the interviewees were given time to think about
the potential of IT support, the interest and need for electronic
support became more apparent to them. After a period of
consideration, most participants stated that it would be helpful
to have an el ectronic database where one coul d search and enter
criteriaand which creates alist with patient proposals:

Definitely, because we have so many patients. And if
there was such a thing or if 1 could wish for
something: we take over certain criteria that are
stored operationalized. [Quote #147]

[...] Every patient who hasa main diagnosislikethis,
of course, has to appear somewhere in a database
field and with a YES/ NO query or whatever, that
you can select that. But there are possibilities that
would help us extremely. [Quote #154]

For some things, | don’t find it wrong to search in
the hospital information system. [Quote #171]

So, therewould be many options. A clever mind would
have to sit behind it and go through it individually
with the colleagues from the [ department] and then
quas operationalize it. And then a database. Then
you could do a lightning search. [Quote #156]

Thiswould be appreciated for both study feasibility estimation
aswell asfor patient prescreening.

Regarding whether self-paced or proactive approaches would
be preferred, the interviewees stated that both approaches have
advantages and that this depends on the study and the number
of eligible patients. An interviewee said of a self-paced
approach:

If of course you had a huge file now if | had a huge
file where | could enter certain things and it would
at the end vomit the patients who met all of these
criteria, that would of course be fantastic. [Quote
#163]

Another interviewee said of a proactive approach:

It would of course bereally convenient if | didn’t have
to search through this electronic documentation
myself anymore, but if there was a programmed tool
that simply queries certain fields and data at defined
times or in defined periods, and whenever there is
just a certain result comesout, | get a*“ pling” onthe
screen, [...] That would be extremely great. [Quote
#183]
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The main concerns were too many alerts for the proactive
solutions, but with a flexible alert time that depends on the
study, it would be an acceptable solution:

Because | think the problem of these 10-minute
memories or something becomes relevant if you
recruited at many stations, [ ...] It might just be nicer
if you bundled it up and said you get 2 in the morning
and at noon sometimes a report bundled with
everyone, but for [...] critical patients it would be
totally okay for [...]. [Quote #192]

However, for patients who are time constrained it would be
absolutely acceptable to get severa alerts aday:

But if that were continuously and | was notified at all
times, that would be a major advantage. [Quote #189]

That would be very profitable, precisely because we
expect fast progress and rapid changesin the general
condition. [Quote #190]

However, it was also stated that an I T system would betoo time
consuming and would lead to additional work:

Very few things will run so automatically that you
make a request and that the systemis compl etely there
in its perfection, i.e. it takes a lot of time and money.
[Quote #175]

For example, it would be very important to keep the data (eg,
the main diagnosis) up to date, but that does not always happen
or takes too long:

The main diagnosis must always be kept up-to-date,
and that would of course be important to keep the
doctor’s letters up-to-date. [Quote #152]

Furthermore, all data would have to become operationalized,
which is also not always possible:

And these are recurring inclusion/exclusion criteria in many
studies, which are very similar, of which itcould be
operationalized, but would be an insane effort. [Quote #110]

[...] Thereis always a certain limitation of course
thereis always. [Quote #168]

A further concern was to get interdepartmental data access and
not only ward-specific access:

[...] There would be a significant added value if we
could ensure that there were cross-departmental
collaborations. [Quote #187]

Moreover, 1 interviewee complained that he does not have
access to patient data from local offices with which they
co-operate, and thisis because of data protection policies:

So especially if you work together with private
practices, we cannot access their data, because their
computers with patient data are not connected to the
network for data protection reasons. [Quote #170]
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Table 4. Answer categories in part 4 of the interviews in which the interviewees were asked for their request for information technologies support

(N=5).
Category number Category Value, n? (%)
4.1 Database (tool in which some criteria[eg, main diagnosis] could be entered and which creates alist with 4 (80)
patient proposals)
4.2 Proactive system 4(80)
43 Passive system 4(80)
4.4 Not easy, not realistic 3 (60)
45 Would be helpful/beneficial/fantastic 3(60)
4.6 Interesting project, would like to learn more 2 (40)
47 | have concerns with regards data protection 2 (40)
4.8 Additional work, much time effort 2 (40)
4.9 Problem: difference between easy and complex cases/studies (number of ICP and EC®), need for specific 2(40)
solutions
4,10 Active or passive depends on the study and the number of available patients 1(20)
411 Would be time saving 1(20)
412 Access to datafrom local offices 1(20)
413 Databases have to be kept up-to-date, and thisis not always possible in clinical routine 1(20)
414 Merging (in house) interfaces 1(20)
4.15 (Eventually) too many alerts for the proactive 1(20)
4,16 For time-critical patients, it would be absolutely okay to get several aerts aday 1(20)
417 Voice recognition software for the creation of doctor’s | etters 1(20)
4,18 Certain limitation 1(20)
419 Do not know atool that could facilitate work 1(20)
4.20 Do not really need it 1(20)
421 It takes alot of time and money 1(20)

#The frequencies indicate the number of interviewees out of 5 who gave answers that fit into the category.

biC: inclusion criteria
®EC: exclusion criteria

An interesting idea proposed by 1 of the clinicians was that it
would be extremely hel pful to have avoice recognition software
for the creation of doctoral letters.

Overall, most of the interviewees showed interest in the topic
and said that they would like to learn more about the possibilities
of how IT could support and relieve them in their clinica
routine:

...which would of course make it easier if we could
get to know these systems. [Quote #181]

So, it only benefits everyone. Win-win situation, there
isnothing that would be a disadvantage. [Quote#157]

| think it's a very interesting project. [Quote #158]

Discussion

Summary of Principal Findings

This study aimed to obtain insights into which tools for
feasibility estimations and for patient screening are actualy
used in clinical routine by means of a qualitative approach.
Furthermore, we were interested in finding possible leverage
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pointsfor using IT to support clinical staff. Overal, the actual
state of study feasibility estimation and the screening procedure
weredominated by human communication and estimationsfrom
memory. Electronic support was used but with littleimportance
so far. Searches in ward-specific patient registers (databases)
and searches in CIS were reported. Furthermore, free-text
searches in medical reports were mentioned. Most of the
interviewees saw the potential for improvement in the actual
systems and were interested in learning more about the
possibilities of how IT could support and relieve them in their
clinical routine.

Electronic Support for Study Feasibility

All interviewees reported that most of the feasibility estimations
are done from memory and that currently IT support playsonly
a limited role. This is surprising because if an up-to-date
database of all patients from previous years with the most
relevant inclusion and exclusion criteriawas available, asimple,
time-saving search could give good estimations [26,27].

One problem that was often raised was that in many cases, not
al exclusion and inclusion criteria are known, making it
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challenging to receive acceptable estimations independent of
the availability of IT support. On the other hand, it was
mentioned that there are sometimes too many exclusion and
inclusion criteria that cannot be remembered accurately. This
is an easy-to-implement aspect where el ectronic support could
begin, for example, with a defined set of data elements [28].
Most of the interviewees reported that feasibility estimations
have not been well documented so far. If an electronic search
was performed, this strategy could be saved, making it possible
to verify these steps later when needed (eg, for publications).
Therefore, we concludethat I T support for feasibility estimations
appearsto bebeneficial to theclinical staff, but education about
the possibilities of 1T support is necessary.

Electronic Support for Patient Screening

The interviewees reported that 1T support currently plays a
limited rolein patient screening. Again, they reported that most
steps are done from memory. However, all interviewees agreed
that more data should be electronically available, and I T support
would be very helpful if there was an up-to-date database. In
this context, it should be mentioned that, before our study, the
university hospital had been involved in a national project on
I T-supported study recruitment and that the interviewed staff
was completely unaware of this.

However, concerns about the possibility of a simultaneous
search for several inclusion and exclusion criteria were raised.
Therewas aneed to search for 10 to 20 inclusion and exclusion
criteriaper case and to obtain alist of patients who fulfill most
(but not necessarily al) of them.

Therefore, it isagain concluded that familiarizing the personnel
with modern IT solutions seems to be necessary. For example,
Bache et al [29] developed a domain-specific query language
as an interface between clinicians and stored data to facilitate
thistask on atechnical level. A properly designed software tool
has proven to be an enabler for users to correctly create and
execute simple feasibility queries with only a relatively small
amount of training [30]. Furthermore, severa cost-benefit
assessments  have confirmed the benefits of electronic
recruitment strategies [31,32].

Electronic Support Strategies

In general, there are three strategies for patient identification
and patient recruitment for clinical trials by means of HIS[18]:
(1) systems that retrospectively query existing data in an HIS
(Clinical Trial Recruitment Support Systems), (2) systems that
monitor the occurrence of a specific event in an HIS to create
some kind of alert (Clinica Trial Alert Systems), and (3)
systems that require an operator to enter appropriate data to
trigger an eligibility assessment.

The interviewees in our study did not prefer any of these
approaches in general and clearly stated that it depends on the
study (eg, the number of inclusion and exclusion criteriaand if
these can be operationalized easily) and, more importantly, on
the patients who should be involved. For time-critical studies
and rare patient groups, a proactive aert system was clearly
requested. For more common patient groupswith slow changes
in health status, either passive systems or summarized alerts
once a day or week were requested. Therefore, as has been
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reported previously, one of the key challengesin the design and
operation of an active system is to find an operational model
that has the least possible influence on the usual workflow of
the target audience [18]. In addition, the threshold must be
balanced carefully between a sensitivity that produces a high
number of eligible patients and a specificity that avoids alert
fatigue [4,15,20,21]. Severa approaches and solutions have
been presented in recent years[18]. Alerts can be sent out using
paging systems[15,16], mobile devices[17], or emails[33,34]
or can be sent directly within the HIS or the Clinical Decision
Support System [13,20,21] or with a combination of both
[35,36].

Personal M otivation asa Key Factor

Most of the interviewees agreed that the success of screening
depends—beside the complexity of the study and the support
by appropriate IT systems—on the clinical staff and on their
personal mativation. Therefore, a future challenge for the
development of IT support systems seems to be finding IT
solutions that motivate the staff to invest greater effort in
screening without hampering their everyday work.

Limitations

Our study provides numerous new insights into the work
processes of the study staff directly involved in patient
screening. However, our data were collected from 1 specific
German university hospital, with a low sample size of 5.
Therefore, the risk of bias needs to be considered, and our
findings cannot be generalized to other institutions. Therefore,
the next steps should be to repeat this investigation with other
hospitals and within larger samples and a more structured
approach. As the interviews were very time consuming and
might have affected the clinical routine, a web-based survey
might be abetter meansfor this. Theresults of our study provide
the basis for developing such a survey.

The raw data were collected in German, and the key quotes
were translated into English for this publication. Naturally
spoken language is difficult to trandlate, especialy if it comes
from free speech that is prone to grammatical errors and mental
leaps. Therefore, parts of the content or the intention of the
translated texts may have been lost in the trandlation. Hence,
the trand ated quotes from the interviews that are published in
this paper should be used with caution.

Outlook

The results of our study cannot be generalized, but at least the
following research questions could be derived from thefindings
and should, therefore, be addressed by future studies in the
context of patient screening and recruitment:

« How well are the staff informed about the opportunities
that IT offersin their work environment? How can the staff
be educated in this regard?

« Doesthe staff already take advantage of IT support? Isthis
support based on tailored solutions or standard systems?

« How does the personal motivation of the staff affect the
outcome? Would IT support have an impact (negative or
positive) on this mativation?

«  Towhat extent are estimates made from memory and why?
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« How does the complexity of a study (eg, number of
inclusion and exclusion criteria) affect the staff’s ability to
estimate patient numbers correctly? Is there a threshold
above which IT support makes sense? I's there a threshold
below which IT support does not make sense?

« How does the diversity of IT systems in their work
environment affect the staff’s ability to perform tasks for
patient screening and recruitment?

In this context, the excerpts from the interviews provided in
Multimedia Appendix 2 aswell asthedistilled answer categories
providedin Tables 1-4 can serve asthe basisfor aquestionnaire
design.

Another aspect that should be addressed in future research is
aninversion of theinitial premisethat electronic support would
make the daily routine easier because the opposite case has not
yet been considered at all. Although some interviewees
expressed their concern that electronic support might not be
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feasible, none of them mentioned that it could be obstructive.
Nevertheless, as this aspect was not explicitly addressed, it
should be investigated or at least considered in follow-up
studies.

Conclusions

Although it seems that IT is nearly ubiquitous, our study
suggests that 1T support still has limited use in the screening
step for clinical trials. Our main finding was that the staff is
underinformed about modern IT solutions for the support of
patient screening. This lack of IT usage and the resulting
work-from-memory strategy might constrain  cognitive
resources, which might distract from clinical routine. Therefore,
we conclude that it is necessary to educate the staff about the
possibilities of IT support for clinical trial screening and—in
addition to conducting alarge-scale, more structured study based
on our findings as proposed earlier—onefuture research option
inthisdirectionisto develop training programsthat can achieve
this goal.
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Abstract

Background: Web-based crowdsourcing promotes the goals achieved effectively by gaining solutions from public groups via
theinternet, and it has gained extensive attention in both business and academia. Asanew mode of sourcing, crowdsourcing has
been proven to improve efficiency, quality, and diversity of tasks. However, little attention has been given to crowdsourcing in
the health sector.

Objective: Crowdsourced health care information websites enable patients to post their questions in the question pool, which
isaccessible to all doctors, and the patients wait for doctors to respond to their questions. Since the sustainable development of
crowdsourced health care information websites depends on the participation of the doctors, we aimed to investigate the factors
influencing doctors participation in providing heath care information in these websites from the perspective of the
elaboration-likelihood model.

Methods: We collected 1524 questions with complete patient-doctor interaction processes from an online health community
in Chinato test all the hypotheses. We divided the doctors into 2 groups based on the sequence of the answers: (1) doctor who
answered the patient’s question first and (2) the doctors who answered that question after the doctor who answered first. All
analyses were conducted using the ordinary least squares method.

Results: First, the ability of the doctor who first answered the health-related question was found to positively influence the
participation of the following doctors who answered after the first doctor responded to the question (Bysjines=-177, P<.001;
Boffline2=-063, P=.048; [3,ine=-418, P<.001). Second, the reward that the patient offered for the best answer showed a positive
effect on doctors' participation (=.019, P<.001). Third, the question’s complexity wasfound to positively moderate the rel ationships
between the ability of thefirst doctor who answered and the participation of the following doctors (=.186, P=.05) and to mitigate
the effect between the reward and the participation of the following doctors (3=—003, P=.10).

Conclusions: Thisstudy has both theoretical and practical contributions. Online health community managers can build effective
incentive mechanisms to encourage highly competent doctors to participate in the provision of medical servicesin crowdsourced
health care information websites and they can increase the reward incentives for each question to increase the participation of
the doctors.

(JMIR Med Inform 2020;8(6):€16704) doi:10.2196/16704

KEYWORDS
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Introduction

Background

The imbalance between the supply and demand for medical
services has caused conflictsin the patient-doctor relationship,
especidly because the health awareness of patients has
dramatically increased in recent years[1]. With the devel opment
of online health communities in China, an increasing number
of people have begun to seek web-based health information and
services [2,3], and these websites have become a useful
complementation [4]. However, only 6.1% of the doctors
participate in online health communities to provide medical
services [5]. Medical services are not easily accessible for
patientsin China[6], especiadly for patients with serious diseases
and for those living in remote areas [7]. The improvement of
doctors’ participation in online health communities is the key
to enhancing timely services and supplementary services, which
will reduce the conflicts in the patient-doctor relationship and
eventually improve the overall hedlth of the country [8].
Therefore, the primary concern of the governments and health
careorganizationsisto increase the number of doctorsinvolved
in the provision of web-based medical services.

Crowdsourcing is widely used among organizations to obtain
more and better solutions for their projects by encouraging the
public to perform tasks by sharing their knowledge and skills
together [9,10]. It is an emerging organizational practice that
has attracted much attention over thelast decade, and this pattern
has aso emerged in the hedth care field [7,11,12].
Crowdsourcing is a mode of engaging a crowd of people to
achieve a common goal, for example, for solving problems by
sharing the problem through questionnaires and then considering
the responses of al the people in the network [13-15]. In
crowdsourcing, a wide range of goals can be achieved—from
idea gathering to solution elaboration [16]. Crowdsourcing is
al so used to survey infectious diseases by capturing the symptom
datathat has been submitted voluntarily [17,18]. With therapid
development of the internet, an increasing number of medical
guestion-and-answer websites have adopted the crowdsourcing
mode to find better answers to solve patients’ health problems,
such as Medhelp.org in the United States and 120ask.com in
China. These crowdsourced health care information websites
are widely accepted by patients [19]. This service is a type of
expert-based crowdsourced medical service [20,21], which
allows patients to post an “open-call” question to undefined
doctors [22] with relatively low cost [16,23]. Crowdsourced
health care information websites have adopted an active
crowdsourcing mode, that is, the patient has an active role,
wherein he/she poses a particular medical question and solicits
relevant information, knowledge, opinion, and ideas from
doctors[24]. By using the crowdsourced health careinformation
websites, patients hope to describe the symptoms and receive
the diagnosis and treatment of diseases and be prescribed drugs,
similar to that received in common medical services. Moreover,
the patients expect that doctors who play vital roles in such
serviceswill offer answersto their questions. The most apparent
feature of crowdsourced health careinformation websitesisthat
more than one doctor can give answers, based on their
knowledge and experience, to the same question from a single
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patient. Therefore, by using crowdsourced health care
information websites, patients can obtain more comprehensive
and better suggestions.

Previous studies have investigated the motivations behind the
behavior of the participating users in posting their ideas on
crowdsourcing websites [25-28]. These motivations can be
divided into 2 dimensions. extrinsic motivations [25-27] and
intrinsic motivations [28-30]. For the extrinsic motivations,
researchers have shown that financial incentives such as
monetary stimulus play an important role in the users
participating behaviors [31]. Some studies have shown that the
reward is the primary source of income on the crowdsourcing
platforms and this reward drives users to participate in tasks
[25-27]. For intrinsic motivations, some studies have proposed
that the reasons for participation in crowdsourced tasksinclude
factors such as competency, reputation, atruism, and learning,
which are the critical driving forces of the participation
behaviors [28-30]. The number of downloads means attention
is the motivation for users to participate in YouTube [32].
However, previous studies have mainly focused on the users
participating behaviors in other products or service fields, and
only little attention has been paid to the users' participating
behaviors in the medical field and in empirical research from
the perspective of the information system.

We employed the elaboration-likelihood model (ELM) as the
theoretical base to understand how doctors processinformation
regarding participation in the provision of medical servicesin
crowdsourced health care information websites. The ELM
originates from social psychology and argues that individuals
can change their attitudes through a dual route, namely, the
central route and the peripheral route[33]. Inthe“central route,”
anindividual processesinformation such asinformation quality
and content through careful in-depth thinking. On the contrary,
inthe* peripheral route,” theindividual makes adecision based
on less cognitive thinking and simple information cues such as
monetary value [34,35]. The ELM is a dual-process theory
arguing that persuasion can act viathe central or the peripheral
route, and it is the process of the individual’s attitude change
asaresult of being influenced by the mental effort required for
themessage[33,36]. The ELM al so indicatesthat the dual routes
of decision making are moderated by the potential user's
motivation to elaborate on informational messages [33,36].
Since the sustainabl e devel opment of crowdsourced health care
information websites depends on doctors participation, we
aimed to investigate the factors influencing the doctors
participation in providing health care information on these
crowdsourced websites from the elaboration-likelihood
perspective. The research questions were as follows.

1. What factors affect doctors' participation in crowdsourced
health care information websites?

2. How can the question’s complexity moderate the central
route and peripheral route?

Resear ch Framework and Hypotheses Development

Based on the framework of ELM, this study aimsto investigate
the attitude of the participating doctors toward the crowdsourced
health care information websites, which is persuaded by
dual-process cues, namely, central cues and peripheral cues.
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Central Cues

Based on the ELM framework, central cues information is a
signal of project quality, which has significant positive effects
on therecipient’schoice[37,38]. Information quality and review
quality of products or service providers are often regarded as
the central cues [39-41]. The purchase behaviors of the
consumers are also considered as an important signal of the
product or service quality that attract other consumersto follow
and make decisions [42,43]. The reputation, ability, purchase
behaviors, and review behaviors of consumers can influence
the decisions of the following consumers [44]. Therefore, we
hypothesize that the behaviors of the doctors who answered
first would be asignal to other doctors and this could influence
their behaviors. Specifically, the ability of the first doctor who
answered might convey a signal of the question information,
that is, the question is considered worthy of answering if the
reputation/ability/review rating of the doctor who answered first
is high. The doctors are free to answer any question of the
patients in the question pool in these crowdsourced websites.
Doctors can obtain informati on on the questions and the former
answers, including title and reputation, especially of the doctor
who answered the question first. Therefore, the following
doctors' participation would beinfluenced by information about
the doctor who answered first. The ability of the doctor who
answered the patient’s question first is especially crucia asthe
quality of the doctor’s answer is considered very important in
an empirical model. We hypothesize that questions that are
answered first by highly competent doctors will gain more
attention from other doctors, and the other doctorswill be driven
to participate in the provision of medical servicesthrough these
crowdsourced health care information websites. Thus, our first
hypothesis was called the central route hypothesis and it was
as follows: The ability of the doctor who answered first has a
positive effect on the following doctors participation in
crowdsourced health care information websites.

Peripheral Cues

Peripheral cues are information based on less cognitive effort
such as the numbers or source characteristics that rely on
shortcuts [37,45]. The reward is monetary numbers, which
accord with the peripheral cue. Previous studies have explored
the role of reward in the crowdsourcing field [46-48] and have
indicated that financial reward is the most critical motivation,
as most respondents reported that they do not perform tasks for
fun or to kill time [31]. Some studies have shown that money
or points have a positive effect on the user’s participation in
online health communities [28,49]. Further, the effects of
monetary incentives on other specified crowdsourcing tasks
were studied [50-53]. Thus, the participation behavior of the
doctors is influenced by the monetary reward, which is listed
on the question information. We believe that doctors would
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tend to answer questions with higher expected rewards. Thus,
our second hypothesiswas called the peripheral cue hypothesis,
which is as follows: The reward provided by the patient has a
positive effect on the following doctors participation in
crowdsourced health care information websites.

Moderating Effects

The following hypotheses are based on the moderating effects
of the question’s complexity on the central route and the
peripherd route. The elaboration of the moderator will positively
moderate the influence of the central route and negatively
moderate the influence of the peripheral route [54]. Based on
the ELM framework, the use of the central route and peripheral
route processing for decision making is moderated by the user’s
ability and motivation to elaborate on informational messages
[55-57], and motivation levels change the likelihood of
elaboration by a user [56,57]. Patients can search/ask for
information on their health problems and disease symptoms and
find/ask information on the medications or other medical and
health-related information in crowdsourced hedth care
information websites. Patients with severeillness may ask more
complex questions to doctors. In addition, highly complex
guestions can arouse the attention of doctors who have higher
competencies than other doctors in clinical settings or in
web-based medical services. Therefore, the solutionsfor highly
complex questions rely more on the doctors' competency. In
addition, the reward that a patient assigns is often lower than
that assigned in a norma web-based heath service [58];
therefore, the behavior of answering health-related questionsis
an act of altruism, which means that the doctor provides an
answer for the “public good” [59] of the patients or
health-information seekers. We believe that doctors would take
the effort to solve a health problem as an act of kindness rather
than for money when the question complexity is high. We
hypothesized that the question’s complexity has a moderating
effect on the relationship between the ability of the doctor who
answered first/reward and the following doctors’ participation
in crowdsourced health care information websites. Thus, our
third hypothesis was divided into 2 categories as follows.

1. Centra route processing: The question’s complexity has a
positive moderating effect on the relationship between the
ability of the doctor who answered first and the following
doctors' participation in crowdsourced health care
information websites.

2. Peripheral route processing: The question’s complexity has
a negative moderating effect on the relationship between
the reward and the following doctors' participation in
crowdsourced health care information websites.

Based on the above hypotheses, the research framework is
shown in Figure 1.
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Figure 1. Theresearch framework.
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Methods

Research Context

The 120ask website (www.120ask.com, see Figure 2) was used
to obtain empirical results in this study. This website was
established in 2004, and it provided a community for patients
and doctors in China. The 120ask website has gathered about
5 million qualified doctors and more than 264 million patients.
On this website, thousands of new health-related questions are
received each day. The 120ask website is one of the top online
health community platformsin China, and the monthly number
of active humbers remain at above 40 million people [60]. In
this platform, the doctors can share knowledge and information
about the diseases and help patients improve their health
conditions and receive medical diagnoses quickly and
conveniently. Crowdsourced health care information websites
have 2 groups of users: patients and doctors. These services
allow patients to ask a health-related question to undefined
doctors. The process of the crowdsourced health care
information websites is as follows. First, the patient posts a

Figure 2. The 120ask website.

B8R 2

login register

A 4505 ———

£ www.120as!

guestion into the question pool in the online crowdsourced
medical service platform with a reward and a time frame to
reply. Second, within the restricted time, doctors can freely
choose to answer or not and compete to win the best answer,
as the reward would be given for the best answer. Third, the
best answer is selected by the patient, and the corresponding
doctor is granted the reward. The process of medical service
provision in acrowdsourced health care information websiteis
shownin Figure 3.

We chose the 120ask website to conduct our empirical study
for the following reasons. First, the website has the history of
all the consultation records saved that would help patients seek
health information about similar diseases (Figure 4). Second,
consultation recordsthiswebsite are public, which providesthe
patient with basic information such as gender and age. Third,
the doctor’s information is available on the website. Fourth, it
has a large number of registered users, which enables this
website to process data that are under private protection. The
abovefeatures makethe 120ask website afundamentally useful
website for our study.
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Figure 3. Process of medical service provision in a crowdsourced health care information website.
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Sample and Data Collection

We collected the patients' health-related questions on the
crowdsourced health care information websites, and doctors
provided their suggestions or advice in these websites. To
examine the complete interaction process between the patient
and the doctor, we chose questions that were already assigned
asthebest answer by the patients. We wrote acrawler in Python
to download data in the crowdsourced health care information
websites. For each user, we built alist of historical information,
including the questions, answers, participating user identification
numbers, and other features. The datawere cleaned in advance
by removing meaningless characters such asrepeated characters
and unanswered questions in text queries. Finaly, 1524
complete interact process records were identified with 3245
answersin 2014-2015, and these wereincluded in theempirical
study.

Variables and M odel Estimation

We tested our hypotheses by using the ordinary least squares
(OLS) model. In our research, we chose the ability of the doctor
who answered first as the cue of the central route and the
patient’sreward asthe peripheral routeinformation. We divided
the abilities of the doctorsinto 2 categories: web-based ability
(which refers to the average score given to the doctors by the
patients based on their web-based medical service quality) and
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clinical ability (the professional title of the doctors in the
hospital). Moreover, the question’s complexity was included
as the moderating variable.

Dependent Variables

1. Doctors participation (D_Participation): For each question
i, the number of doctors who answered was collected and
itslog value was used in the models. For each question, the
doctors’ answerswere sorted by the answered date, and we
captured al the service information about the doctor who
answered first.

I ndependent Variables

Central Route | nfor mation

1. Title of the doctor who answered first (Dtitle_dummy): In
China, doctors havetitles that are evaluated by the government
and the titles represents their clinical level of service in the
hospitals; the different titles include the chief doctor, associate
chief doctor, attending doctor, and others. We used 2 dummy
variables to measure the doctors' titles: Dtitle dummy1 and
Dtitle_dummy?2 (Figure 5).

2. Web-based ability of the doctor who answered first
(D_Score): After receiving the doctors web-based service, the
patients can rate the doctors for the quality of their services,
which ranges from 0 to 5 on the 120ask website.
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Figure5. Central route information.
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Peripheral Route I nformation

1. Reward assigned by the patient (P_Reward): Patients need
to set areward for their questions. According to the rule of the
120ask website, the maximum setting value of the reward is
100 CNY (1CNY=US$0.14).

Moderating Effects

1. Complexity of the patient’s question (Q _Complexity): We
used the length of the first doctor’s reply to measure the
complexity of the patient’s question.

Table 1. Description of the variables.

Sietd

=1, when doctor has a chief or associate chief title

=1, when doctor has a attending title

Control Variables

In our model, we also included other variablesthat could affect
the doctors' behavior, namely, (1) patient’'s age (P_Age), (2)
patient’s gender (P_Gender), (3) time limit (P_ Deadline), (4)
the response speed of the doctor who answered first (D_Reponse
Speed), and (5) the total number of questions answered by the
doctor who answered first (D_Assistance Number). We used
these variables in our research model to control the effects of
the 2 different routes on the doctors' participation. All variables
and their descriptions are shown in Table 1.

Variables Variable symbol Description
Dependent variable
Doctors' participation D_Participation The number of doctors who answered the

Independent variables

Central route: the professiona title of the doctor who
answered first

Dtitle_dummy?2

Dtitle_dummy1

questionii. Itslog valueis used in the mod-
els.

The professional titles of the doctors repre-
sent their clinical abilities. Two dummy
variables are used to measure doctor titles.

Central route: the web-based rating of the doctor who  D_Score The score that patients rate on the doctor’s
answered first quality of medical services, which ranges
fromOto 5.
Peripheral route: reward P_Reward The reward that the patient assignsto the
question i. The maximum valueis 100
CNY?
M oderating effect
Question’s complexity Q _Complexity The number of charactersin the first doc-
tor's response is used to measure the com-
plexity of the question that the patient posts.
Itslog valueis used in the models.
Control variables
Patient's age P_Age Itslog valueis used in the models.
Patient’s gender P_Gender 1 for maleand O for female.
Time limit P_Deadline The time limit that the patient setsto the

Response speed of the doctor who answered first

Total number of questions by the doctor who answered
first

D_ Response speed

D_ Assistance numbers

questions. Itslog value is used in the mod-
els.

The response speed of the doctor who an-
swered first isincluded in the model.

Thetotal number of questions that the doc-
tor has answered no matter whether he/she
has received areward.

#CNY=US$0.14

M odel
The empirical model is asfollows:

http://medinform.jmir.org/2020/6/€16704/

RenderX

Ln(D_Participants)=3, + 3;P_Gender + B,Ln(P_Age)
+ BsLn(P_Deadline) + B,Ln(D_Reponse speed) +
BsD_Assistance + BoniineP_Reward +

JMIR Med Inform 2020 | val. 8 | iss. 6 |€16704 | p.34
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

BorriinerDtitle_dummyl + ByineDtitle_dummy2 +
B¢D_Score + B,Ln(Q_Complexity) +
BsP_RewardsxLn(Q_Complexity) +
BoDtitle_dummy1xLn(Q_Complexity) +
B1oDtitle_dummy2xLn(Q_Complexity) +
311D_ScorexLn(Q_Complexity) + ¢,

Empirical Results

The summary of the statistics of our main variables and their
correlations are presented in Table 2. All variables were
correlated with the doctors' participation, except the patient’s
age and the total number of answers of the doctor who answered
first. Meanwhile, the correlations between the independent
variables and the control variables were low, which enabled us
to obtain stable results.

The empirical results are shown in Table 3 hierarchically. The
results for the model with the control variables are shown in
Model 1, and then the independent variables, the moderating
variable, and the interaction terms in Models 2-4 were added.

The adjusted R? (>25%) and F values were reasonable and
significant. All the variance inflation factor statistics for the
variables were less than 2.0, which indicated the absence of
multicollinearity.

We include control variables, that is, P_Gender, P_Age,
P_Deadline, D_Response Speed, and D_Assistance Number,
to address the potential endogenous issue. The results showed
that all the control variables have correlations with doctor
participation except P_Age and D_Assistance number. Our
results revealed that when the poster (patient) is a male, the
doctors’ participation will increase (f=.114, P<.001). A longer
deadline improves the doctors' participation significantly
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(B=.023, P=.006). Meanwhile, we also found that the response
speed of the doctor who answered first positively influenced
the following doctors' participation (3=.088, P<.001).

The central route hypothesis predicted that the ability of the
doctor who answered first would have a positive effect on the
following doctors' participation in the crowdsourced health care
information websites. Based on the empirical results, we found
that both web-based ability and the professional title of the
doctor who answered first positively influenced the following
doctors' participation, and the central route hypothesis was
supported. With regard to the professional title of the doctor
who answered first (in Model 2 of Table 3), the coefficients of
Dtitle_ dummyl (Byiines=-177, P<.001) and Dtitle_dummy2
(Betiines=-063, P=.048) were positive and dtatisticaly significant.
With regard to the professional title of the doctor who answered
first (in Model 2 of Table 3), the coefficient of D_Score
(Boniine=-418, P<.001) was found to be positive and statistically
significant. The peripheral cue hypothesis predicted that the
reward has a positive effect on the doctors participation in
crowdsourced health care information websites. Based on the
resultsin Table 3, we find that the peripheral cue hypothesisis
supported based on the coefficient of the reward (3=.019,
P<.001). Our model suggests that the question’s complexity
has amoderating effect on the rel ationshi ps between the central
route processing/peripheral route processing and doctors
participation. In Table 3, we find that the web-based ability of
the doctor who answered first has asignificant moderating effect
(B=.186, P=.05), but the moderating effect of the professional
titles of the doctors is not significant. We also obtained the
opposite direction of the moderating effects of reward
(B=—0003, P=.10). Therefore, central route processing is partly
supported and peripheral route processing is not supported.
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Table 2. Descriptive statistics and correlations of the variables.
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Variable, D_Partici- P _Gen- P_Age P_ D Re D Assss P Re Dtitte dum- Dtitle dum- D_Score Q_Com-
mean pation der Dead-  ponse tanceNum-  wards myl my?2 plexity
(SD) line Speed ber
D_Participation, 2.16 (1.228)

r 1 0.114 -0.002 0.044 -0.037 0.294 0.341 0.183 -0.110 0.258 0.067

Pvalue _a <001 .94 .08 15 <.001 <.001 <.001 <.001 <.001 .01
P_Gender, 0.46 (0.499)

r 0.114 1 0.002 0.040 0.032 0.025 0.124 0.016 0 0.037 -0.021

Pvaue <.001 — .95 A2 22 .34 <.001 .54 .99 15 43
P_Age, 29.89 (16.62)

r —-0.002 0.002 1 -0.008 -0.004 -0.031 0.040 -0.035 —-0.008 0.011 -0.058

Pvaue .93 .95 — .76 .89 .23 A3 17 .75 .67 .02
P_Deadline, 2.16 (1.228), 0.46 (0.499)

r 0.044 0.040 -0.008 1 0.119 -0.039 -0.021 0.003 -0.151 0.120 0.144

Pvaue .08 A2 .76 — <.001 13 41 91 <.001 <.001 <.001
D_Reponse Speed, 173.50 (1457.6)

r -0.037 0.032 0 0.119 1 -0.052 —0.006 -0.014 0.009 -0.036 0.007

Pvdue .15 22 .89 <.001 — .04 .83 .59 74 .16 .79
D_Assistance Number, 154.55 (122.6)

r 0.294 0.025 -0.031 -0.039 -0.052 1 0.059 0.113 -0.129 0.295 0.008

Pvalue <.001 .34 .23 A3 .04 — .02 <.001 <.001 <.001 .76
P_Rewards, 5.37 (8.76)

r 0.341 0.124 0.040 -0.021 -0.006 0.059 1 0.020 0.032 0.025 0.168

Pvaue <.001 <.001 A3 41 .83 .02 — 44 21 34 <.001
Dtitle_dummy1l, 0.26 (0.440)

r 0.183 0.016 -0.035 0.003 -0.014 0.113 0.020 1 -0.544 0.278 0.056

Pvaue <.001 .54 17 91 .59 <.001 44 — <.001 <.001 .03
Dtitle_dummy?2, 0.45 (0.498)

r -0.110 0 -0.008 -0.151 0.009 -0.129 0.032 -0.544 1 -0.370 -0.018

Pvaue <.001 .99 75 <.001 74 <.001 21 <.001 — <.001 496
D_Score, 4.67 (0.201)

r 0.258 0.037 0.011 0.120 -0.036 0.295 0.025 0.278 -0.370 1 0.017

Pvaue <.001 15 .67 <.001 .16 <.001 .34 <.001 <.001 — .52
Q_Complexity, 88.71 (64.48)

r 0.067 -0.021 -0.058 0.144 0.007 0.008 0.168 0.056 -0.018 0.017 1

Pvadue .01 43 .02 <.001 .79 .76 <.001 .03 496 52 —

3ot applicable.
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Table 3. Empirica model results.

Variables Model 12 Model 2° Model 3° Model 49
B (SD) P value B (SD) Pvalue B (SD) Pvaue B (SD) P value

P_Gender 114 (.027) <.001 .065 (.025) .007 .065 (.025) .008 .065 (.025) .007
P_Age .012 (.016) .35 .015(.015) .32 .016 (.015) .32 .015 (.015) .27
P_Deadline .023 (.009) <.001 .017 (.008) .05 .021 (.008) <.001 .023 (.008) <.001
D_Response Speed .088 (.007) <.001 .067 (.007) <.001 .064 (.007) <.001 .065 (.007) <.001
D_Assistance Number —-.035 22 -025 .32 -.022 .32 -19(.022) .28
(.024) (.022) (.022)
P_Rewards _e — .019 (.001) <.001 .018 (.001) <.001 .030(.007) <.001
Dtitle_ dummy1 — — 177 (.034) <.001 186 (.034) <.001 307 (.173) .06
Dtitle_dummy?2 — — .063(.032) .05 .066 (.032) .005 —.066 57
(.160)
D_Score — — 418 (.070) <.001 .328 (.073) <.001 —.386 A1
(.307)
Q_Complexity — — — — .057 (.015) <.001 —-.807 .049
(.368)
P_RewardsxQ_Complexity — — — — — — —-.006 <.001
(.002)
Dtitle_ dummy1xQ_Complexity — — — — — — —.044 .28
(.041)
Dtitle_dummy2xQ_Complexity — — — — — — .011(.037) .76
D_ScorexQ_Complexity — — — — — — 186 (.078) .07

adjusted R%: 0.104 ; F change: 34.083 (P<.001).
bAdj usted R%: 0.244; F change: 66.852 (P<.001).
CAdjusted R?: 0.251; F change: 14.030 (P<.001).
dAdjusted R 0.253; F change: 2.076 (P=.08).
®Not available.

enthusiasm to answer the questions as the payback time is
Robustness Check unpredictable. In addition, the patients' sincerity may be
To check the robustness of our results, we chose questionswith  questioned when they post questionswith along deadline. Table
a deadline of less than 41 days (the average value of P_ 4 presents the results of our model robustness, which was
Deadline) as our sample. Finally, 1301 doctors were included  estimated using OLS. The results are consistent with our main
in the model. A long deadline may reduce the doctors'  findings, and our empirical results were found to be robust.
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Table 4. Robustness check.

Sietd

Variables Model 12 Model 2° Model 3° Model 49
B (SD) P value B (SD) P value B (SD) P value B (SD) P vaue
P_Gender 117 <.001 .072 <.001 .073(.026) <.001 .072 (.026) .002
(.028) (.026)
P_Age 012 42 .015 .016(.015) 40 .016 (.015) .30
(.016) (.015)
P_Deadline .022 .02 .012 .021(.010) .05 .023 (.010) .003
(.011) (.010)
D_Response Speed .088 <.001 .067 <.001 .065(.007) <.001 .066 (.007) <.001
(.008) (.007)
D_Assistance Number —-.038 17 —-.026 —.024(.022) .36 —-21(.022) .35
(.024) (.022)
P_Rewards _e — .019 <.001 .018(.001) <.001 .031(.007) <.001
(.001)
Dtitle_dummy1 — — .180 <.001 .192(.035) <.001 .328 (.175) .009
(.035)
Dtitle_dummy?2 — — .068 .072 (.032) .02 -070(.162) .66
(.032)
D_Score — — 414 <.001 .321(.074) <.001 -393(.310) .13
(.070)
Q_Complexity — — — — .058(.015) <.001 -803(.371) <.001
P_RewardsxQ_Complexity — — — — — — —-007(.002) <.001
Dtitle_ dummy1xQ_Complexity — — — — — — -033(.040) .14

Dtitle_ dummy2xQ_Complexity — — — —
D_ScorexQ_Complexity — — — _

033(037) .78
186(.078) .04

adjusted R%: 0.105 ; F change: 33.492 (P<.001).
bAdjusted R%: 0.244; F change: 64.256 (P<.001).
Adjusted R%: 0.251; F change: 13.692 (P<.001).
dAdj usted R%: 0.253; F change: 2.179 (P=.09).
®Not available.

Discussion

Principal Findings

Overal, our results provide us with valuable insights into the
role of the central and peripheral cuesin crowdsourced health
care information websites based on the framework of ELM.
Our statistical evidence suggests that the following doctors
participation isrelated to the ability of the doctor who answered
first. Based onthe ELM, the central cues present theinformation
needed for in-depth thinking. The ability of the doctor who
answered first was used as the central cue in our study. In
crowdsourced health care information websites, doctors could
read the information in the prior answers before they answered
the question. Based on the signal theory [61], we believe that
the ability of the doctor who answered first can reflect the
guestion’s value and lead to a positive behavioral implication
and increase the participation intention of the other doctors.
Therefore, highly competent doctors should play aleading role
in solving health problems.

The results relating to the rewards posted by the patients
indicated that this variable is closely related to the intention of

http://medinform.jmir.org/2020/6/€16704/

the doctors participation. Our results suggest that similar to
other crowdsourcing fields[25,51], doctors are very concerned
about the reward. The reward drives doctors to participate in
services that help patients solve their health problems. We also
believe that more doctors will participate in providing medical
servicesthrough crowdsourced health careinformation websites
when thereward ishigher than they expected. Therefore, setting
a high reward can increase the participation of a large number
of doctorsto answer the question.

Our empirical results show that thereisasignificant moderating
effect between the question complexity and the dual route. For
the central route, our results show that the question’s compl exity
can enhancethe effect of the ability of the doctor who answered
first on the following doctors participation. Questions with
high complexity are often more worthy for doctors with high
competencies to answer, and our results suggest that highly
competent doctors should take the responsibility to solve
questions with high complexity. However, we found that
guestion complexity does not have a significant moderating
effect. A possible reason is that the doctor’s web-based ability
(the average score rated by the patients) represents the doctor’s
comprehensive web-based ability, which is more effective than
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the professional title in crowdsourced health care information
websites because the entire interaction processis performed on
the internet. Another reason is that the active group of doctors
in crowdsourced health care information websites is mostly
middle-level doctors who are younger and have more time to
help patients in web-based medical services. For the peripheral
route, we found that the reward was not very important when
the question complexity was high because of the doctor’s
altruism, which has also been verified in other online health
communities[29]. Therefore, the question complexity positively
moderates the influence of the ability of the first responding
doctor on the following doctors' participation and negatively
moderates the influence of the reward factor on the following
doctors’ participation.

Contributions of This Study

This study has made the following contributions. First, to our
knowledge, we are among the first to extend the ELM model
to crowdsourced health care information websites. Previous
studies have often used ELM in consumer adoption or
satisfaction, information technology adoption, information
adoption, and other areas [62-64]. We extended these previous
studies by using ELM to investigate the doctors’ participation
in providing medical servicesthrough crowdsourced health care
information websites and explored the different routes of
different cues for understanding the behaviors of doctors
participation in crowdsourced health careinformation websites.
Moreover, we used the question’s complexity to investigate the
moderating effects on the roles of the 2 routes. Second, our
study has added valuable information to the existing studieson
online health communities. The previous studies mainly focused
on one-to-one consultant service to study the satisfaction of the
patient or to study the relationship between the signals of other
doctors (eg, price and reputation) and patient’s choice [38,65].
Our study investigated the doctors' participation in one-to-crowd
crowdsourced health care information websites. Third, we
focused on expert-based question-and-answer websites, whereas
the existing studies are based on Baidu Zhidao and Wiki
Answers, which belongs to the ordinary community-based
guestion-and-answer websites [66,67]. Our study broadens the
research on expert-based question-and-answer websites,
especialy in the medical domain.

Sietd

Our research has three major implications for practice. First,
we found that the behaviors of the doctorsinvolved in answering
the patient’s questions are influenced by the behavior of the
ability of the doctor who first responded to the patient’s
question. Therefore, competent doctors should be encouraged
to take up the leadership positionsin online health communities
and be actively involved in crowdsourced health care
information websites. Second, according to our results, if
patients want to receive more answers, they should increasethe
rewards for the question or invite highly competent doctors to
answer the questions. Third, if the managers of the online health
communities want to operate the platform successfully and
make a profit, they should encourage doctors by providing an
incentive mechanism to answer the question quickly and
thoughtfully, as shown in our results.

Limitations of This Study

This study had the following limitations. First, this study
selected only 1 online health community to investigate the
participation behaviors of the doctors. Future studies should
select different online health communities to compare the
differences. Second, future research should consider other types
of questions of the patients, such as questions related to
emoational support needs or professional health care needs. Third,
future research should adopt a longitudinal perspective to
overcome the disadvantages of the cross-sectional data and
explore the dynamicsin the relationships as well.

Conclusion

This research explored the effects of the ability of the doctor
who answered patients’ questions first as well as the effects of
rewards on thefollowing doctors' participation in crowdsourced
health care information websites. We also investigated the
moderating effects of the question’s complexity on these
relationships. We developed a mathematical model to test our
hypotheses. The empirical results supported most of our
hypotheses. This study can help academicians to better
understand the evaluation and the decision processes used by
doctors when considering the web-based health-related
crowdsourcing services. Moreover, this study has provided
several implicationsfor the practice of online health community
managers and users.
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Abstract

Background: Immune checkpoint inhibitors are associated with unique immune-related adverse events (irAEs). As most of the
immune checkpoint inhibitors are new to the market, it isimportant to conduct studies using real-world data sourcesto investigate
their safety profiles.

Objective: The aim of the study was to develop a framework for signal detection and filtration of novel irAEs for 6 Food and
Drug Administration—approved immune checkpoint inhibitors.

Methods: In our framework, we first used the Food and Drug Administration’s Adverse Event Reporting System (FAERS)
standardized in an Observational Health Data Sciences and Informatics (OHDSI) common data model (CDM) to collect immune
checkpoint inhibitor-related event data and conducted irAE signa detection. OHDSI CDM is a standard-driven data model that
focuses on transforming different databases into a common format and standardizing medical terms to a common representation.
We then filtered those already known irAEs from drug labels and literature by using a customized text-mining pipeline based on
clinical text analysis and knowledge extraction system with Medical Dictionary for Regulatory Activities (MedDRA) as a
dictionary. Finally, we classified the irAE detection resultsinto three different categoriesto discover potentially new irAE signals.

Results: By our text-mining pipeline, 490 irAE terms were identified from drug labels, and 918 terms were identified from the
literature. In addition, of the 94 positive signals detected using CDM-based FAERS, 53 signals (56%) were labeled signals, 10
(11%) were unlabeled published signals, and 31 (33%) were potentially new signals.

Conclusions: We demonstrated that our approach is effectivefor irAE signal detection and filtration. Moreover, our CDM-based
framework could facilitate adverse drug events detection and filtration toward the goal of next-generation pharmacovigilance
that seamlessly integrates electronic health record data for improved signal detection.

(IMIR Med Inform 2020;8(6):€17353) doi:10.2196/17353
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Introduction

Background

Immunotherapy activates a patient’s immune system for
therapeutic benefit against cancer [1]. One type of
immunotherapy, immune checkpoint inhibition, has recently
been found to be promising for the treatment of certain types
of cancer. Immune checkpoint inhibitors can block negative
regulators (checkpoints) of T-cell function that exist on both
immune and tumor cells. This blockage could enhance antitumor
immunity by allowing T cellsto kill cancer cells[2]. Notably,
the Nobel Prizein Physiology or Medicinein 2018 was awarded
to James Allison and Tasuku Honjo for their work on immune
checkpoint inhibitors[3]. From 2011 to 2017, the US Food and
Drug Administration (FDA) has approved atotal of 6 immune
checkpoint—directed antibodies for the treatment of specific
tumors. By increasing the activity of the immune system,
immune checkpoint inhibitors can have inflammatory side
effects, which are often termed as immune-related adverse
events (irAEs) [4]. The most recognized irAEs include
dermatitis, colitis, hepatitis, pancreatitis, pneumonitis, and
hypophysitis[5]. IrAEs are mostly of mild to moderate severity,
but at times, these can be serious, irreversible, or even fatal.
Nevertheless, several studies have indicated that immune
checkpoint inhibitors have a better safety profile than many
traditional chemotherapies [6-8]. Asthese immune checkpoint
inhibitor agents are new to the market, investigation of their
safety profilesinreal-world practiceiscritical [4]. Traditionally,
one of the most important ways to detect postmarketing saf ety
profiles of drugsisto conduct pharmacovigilance studies using
a spontaneous reporting system (SRS) database [9]. SRS is a
system whereby case reports of adverse drug events (ADES)
are voluntarily submitted by health professionads and
pharmaceutical companies to the national pharmacovigilance
center [10]. Several studies have focused on the irAEs post
marketing pharmacovigilance through the analysis of an SRS
database such as the US Food and Drug Administration’s
Adverse Event Reporting System (FAERS) or World Health
Organization (WHO)'s VigeBase [11-15].

Although there have been some previous studies that utilized
SRSto detect irAEs, itis still essentia to investigate new irAE
signals to help the research community recognize a
comprehensive drug safety profile for theseimmune checkpoint
antibodies. However, it is now also recognized that traditional
SRS-based ADE detection methods only focus on detecting
statistically significant drug-event pairs from the SRS database,
and these methods often face challenges in identifying those
new pharmacovigilance signals automatically. Hauben and
Aronson [16] proposed awidely used definition of adrug safety
surveillance signal. Thisdefinition isalso issued by the Council
for International Organizations of Medical Sciences [17], an
international organization established jointly by WHO and the
United Nations Educational, Scientific and Culturd
Organization, which is famous for establishing guidelines for
international pharmacovigilance. According to this definition,
a pharmacovigilance signa “represents an association that is
new and important, or anew aspect of aknown association, and
has not been previously investigated and refuted.” We can note

http://medinform.jmir.org/2020/6/€17353/
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that adetected drug-event association that isnot fully recognized
by the previous investigation could be seen as a signal in this
definition. These new signals can be considered to be valuable
starting pointsfor further investigation and validation. However,
for acurrent large-scale FAERS-based pharmacovigilance study,
most of the detected drug-event associations are aready
recognized by the existing knowledge. Some of these signals
have been discovered by clinical trials before approval or by
the postmarketing pharmacovigilance study [18]. To filter the
known drug-event associations, health care professionals often
have to manually review a substantial number of drug
safety-related texts, such asdrug labels or biomedical literature,
to determine whether these novel ADE signals are worthy of
further validation [19-21]. It istypically laborious and imprecise
to manually review these ADE signals, despite the promising
results achieved by existing studies, such as those by Xu et al
[22,23] and Yeleswarapu et a [24]. However, these studies have
focused on ranking and finding the most significant detection
results and did not consider identification of novel ADE signals,
which are worth further investigation. Text-mining methods
alow for a more efficient way to filter the drug-event
associations that are already known by existing knowledge, by
extracting known ADEs from drug labels and literature. By
automatically filtering out existing signals, this effort can not
only discover novel irAE signals detected by the FAERS but
may also reduce the labor involved in human intervention.

Objectives

The objective of this study was to develop a framework for
novel signa detection and filtration of irAEs. First, we
normalized the FAERS using the Observational Health Data
Sciences and Informatics (OHDSI) CDM to improve data
standardization and quality to facilitate data collection and
analysis. To detect irAEs, we selected all the 6 immune
checkpoint inhibitors approved by the FDA before 2018 as our
research object. We collected all standardized adverse event
data regarding the 6 immune checkpoint inhibitors. Then, the
reporting oddsratio (ROR) isutilized to detect theirAESssignal.
To filter out those aready known irAEs, a customized
text-mining pipelineisimplemented using clinical text analysis
and knowledge extraction system (CTAKES) with MedDRA as
a dictionary. Finaly, we classified the irAE detection results
into three different categories, including potentialy new irAE
signals.

Methods

Materials

Food and Drug Administration’s Adver se Event
Reporting System

The FAERS [25] is a database that contains information on
adverse event and medication error reports submitted to FDA.
FAERSisdesigned to support postmarketing safety surveillance.
All voluntary adverse event reports in FAERS could be
submitted by health care professionas (such as physicians,
pharmacists, nurses, and others), consumers (such as patients,
family members, lawyers, and others), and manufacturers. There
are 7 tables in the FAERS database, which includes patient
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demographic table, drug table, adverse reaction table, patient
outcome table, report source table, drug therapy table, and
indication table. FAERS will update quarterly and can be
downloaded from the FDA website. The adverse event name
in FAERS is standardized by MedDRA, a rich and highly
specific standardized medical terminology. However, the drug
namein FAERS s not standard, which may be adrug ingredient
name, a brand name, a clinical drug component, or even a
spelling error. Some other information such as drug unit and
drug dosage are also nonstandard. Therefore, it isimportant to
conduct the data preprocessing to normalize the datain FAERS
before the implementation of adverse event signal detection. In
this study, we used the FAERS data covering the period from
September 2012 to March 2017.

Observational Health Data Sciences and | nformatics
Common Data Model

The OHDSI common data model (CDM) [26], also known as
Observational Medical Outcomes Partnership CDM, is a data
model designed for the systematic analysis of disparate
observational databases. OHDS|I CDM focuses on transforming
different observational databases into a common format (data
model) and a common representation (terminologies,
vocabularies, coding schemes). Asof February 23, 2108, version
V5.3 of the CDM was released, containing 37 tables in 6
categories. standardized clinical data, standardized health system
data, standardized health economics, standardized metadata,
standardized vocabularies, and standardized derived elements.
In fact, terminology normalization enabled by standard
vocabularies with a focus on systematized nomenclature of
medicine-clinical terms (SNOMED CT), logica observation
identifiers names and codes, and RxNorm is a strong
characteristic of the OHDSI CDM. One of the advantages of
using a CDM-based database to conduct a pharmacovigilance
study is that we could build a standard query as the same
standard terminologies are utilized to represent the medical

Figure 1. System architecture of our standards-driven framework. ADE
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concepts across the different observational databases. This
allows for collaborative pharmacovigilance research across
different institutions.

Food and Drug Administration Drug Label

We searched the DailyMed website to collect the drug labels
of 6 FDA-approved immune checkpoint inhibitors [27].
DailyMed, developed and maintained by the National Library
of Medicine, is the official provider of FDA drug label
information. We downloaded the drug labels of the 6 immune
checkpoint inhibitors in January 2018. These drug labels were
downloaded in the structured product labeling (SPL) format,
whichisadocument markup standard approved by Health L evel
Seven (HL7) and adopted by the FDA as a mechanism for
exchanging product and facility information. We extracted the
text under the section WARNINGS AND PRECAUTIONS and
the section ADVERSE REACTIONS from the SPL files of 6
labels as the dataset of drug label text mining.

Immune-Related Adver se Events—Related PubMed
Literature

We retrieved literature from PubMed [28] and built an
irAE-related literature text-mining dataset. The query
“immune-related [All Fields] AND adverse [All Fields] AND
events [All Fields]” (retrieve date: January 2018) was used to
retrieve literature from PubMed. A total of 679 irAEs-related
literature was obtained. Then, we downloaded the abstract of
679 papers and the full text of 20 review articles as the
irAE-related literature text-mining dataset.

M ethods

Using FAERS standardized inthe OHDSI CDM, we devel oped
a framework for signal detection and filtration of irAEs, as
shown in Figure 1. The framework mainly contains 4 modules
as follows (data standardization module, signal detection
module, text-mining module, and signa filtration module).

: adverse drug events;, CDM: common data model; cTAKES: clinical text

analysis and knowledge extraction system; FAERS, Food and Drug Administration’s adverse event reporting system; IrAEs. immune-related adverse
events, MedDRA: medical dictionary for regulatory activities; OHDSI: observational health data sciences and informatics; ROR: reporting odds ratio.
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Data Standardization Module

In FAERS, some data are nonstandard. For example, a drug
namein FAERS might beadrug ingredient name, abrand name,
aclinical drug component, or even a spelling error. This data
standardization problem would cause inconvenience in data
collection and integration and introduce bias in data analysis.
In this study, we devel oped a next-generation pharmacovigilance
signal detection platform, ADEpedia-on-OHDSI [29], to
standardize FAERS and integrate it with el ectronic health record
(EHR) data by OHDSI CDM. Specificaly, we used and
extended adverse event open learning through universal
standardization (AEOL US)—an integration process devel oped
by Banda et al [30] to develop an extract, transform, and load
(ETL) process to transform FAERS data into OHDS|I CDM.
AEOLUS focuses on building a standard process for FAERS
data deduplication and tooling for mapping drug names to
RxNorm concepts and outcomes to SNOMED CT concepts.

Yuet a

We further developed an ETL tool to convert FAERS into
OHDSI CDM by data structure mapping, medical concept
mapping, and data imputation. The 3-step ETL process of the
ADEpedia-on-OHDS platform is shown in Figure 2. (1) Data
cleaning and drug name mapping: we used AEOL USto conduct
data deduplication and drug name mapping. (2) Structure
mappings between FAERS schemaand OHDSI CDM schema:
we created structure mappings by choosing appropriate tables
or fields between the OHDS| CDM and FAERS. (3) Data ETL
implementation: we designed different ETL strategies and then
loaded theraw FAERS datainto the OHDSI CDM. More details
about the ETL process of the ADEpedia-on-OHDSI platform
can befound in our published paper [29]. After the ETL process,
all the standardized FAERS data were stored in the relational
database in the OHDSI CDM format. In this study, we utilized
pgAdmin 4 (The pgAdmin Development Team) to operate and
maintain our ADEpedia-on-OHDS platform.

Figure 2. Extract, transform, and load process of converting Food and Drug Administration’s Adverse Events Reporting System into Observational
Health Data Sciences and Informatics common data model. AEOLUS, adverse event open learning through universal standardization; CDM, common
datamodel; ETL: extract, transform, and load; FAERS, Food and Drug Administration’s adverse event reporting system; OHDSI, observational health

data sciences and informatics.
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Signal Detection Module

In thisresearch, we define the adverse drug event (ADE) signal
as the significant drug-adverse event associations detected by
the detection algorithm using FAERS data. We implemented
signal detection algorithms to detect potential irAE signals
related to the 6 immune checkpoint inhibitor drugs approved

http://medinform.jmir.org/2020/6/€17353/
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by the FDA (ie, ipilimumab, pembrolizumab, nivolumab,
atezolizumab, durvalumab, and avelumab). The activeingredient
drug name, brand name, and the corresponding standard concept
of those drugs are shown in Table 1. In addition, to facilitate
the collection of irAE reports from our CDM-based FAERS,
we built a standard query by checking all the synonyms of the
6 standard drug concepts in OHDSlI ATHENA standardized
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vocabularies [31]. OHDSI concept_id related to all the
ingredient/brand namesisused to build SQL queriesto retrieve
the drug-event reports in our ADEpedia-on-OHDSI platform.
The standardized SQL query for theretrieval of irAE reportsis
described in Multimedia Appendix 1. In addition, to validate
our retrieval query, we al so implemented a search by using drug
ingredient/brand name verbatim texts and compared the results
by different retrieval queries.

Table 1. The basic information of 6 immune checkpoint inhibitors.

Yuet a

For ADE signal detection, the ROR [32] was implemented.
ROR is one of the most commonly used disproportionality
statistical analysisfor signal detection in SRSs such as FAERS
[33]. Figure illustrates the contingency table and the equation
of the ROR. The ROR value and its 95% Cls were calculated
to detect irAE signals. When the case report number was =3
and the lower limit of 95% CI of ROR was >1, the signal was
considered as a positive irAE signal.

Immune check- Brand FoodandDrugAdministra The Observational Health Data Sciences and RxNorm concept uniqueidentifier (ingre-

point inhibitor name tion—approved year Informatics concept_id (ingredient/brand name)  dient/brand name)

I pilimumab Yer- 2011 40238188/40238070 1094833/1094837
voy

Pembrolizumab Keytr- 2014 45775965/45775969 1547545/1547550
da

Nivolumab Opdi- 2014 45892628/45892632 1597876/1597881
Vo

Atezolizumab Tecen- 2016 42629079/42629083 1792776/1792781
triq

Durvalumab Imfinzi 2017 1594034/1594039 1919503/1919508

Avelumab Baven- 2017 1593273/1593278 1875534/1875543
cio

Figure 3. The contingency table and equation for the implementation of the reporting odds ratio.

Reports with target event

Reports without target event

Reports with immune

checkpoint inhibitor A b
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a/b
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Text-Mining Module

We developed a customized text-mining pipeline to identify
irAEs from the text of drug labels and irAEs-related literature
using cTAKES v4.0. cTAKES is a widely used clinica
information extraction tool that can discover clinically named
entitiesand clinical eventsusing adictionary lookup algorithm
[34]. Moreover, we implemented cTAKES using MedDRA as
thedictionary to conduct text mining, so that the adverse events
extracted could be standardized by MedDRA-preferred terms
(PTs). Notethat theresult of datamining issignal because they
have statistical significance, whereas the results extracted by
text-mining pipeline are called irAE terms.

For drug label text mining, we collected the drug labels of the
6 FDA-approved immune checkpoint inhibitors from the
DailyMed website [27]. These drug labelswere downloaded in
the SPL format, which isadocument markup standard approved
by HL 7 and adopted by the FDA asamechanism for exchanging
product and facility information. Multimedia Appendix 2 shows
the drug label links in DailyMed. Then, we extracted the text
under the section WARNINGS AND PRECAUTIONS and the

http://medinform.jmir.org/2020/6/€17353/
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section ADVERSE REACTIONSfromthe SPL filesof 6 labels
asthe dataset of drug label text mining. In addition, to evaluate
the performance of cTAKES in our irAE text-mining pipeline,
2 authors (KR and GJ) manually reviewed the text under those
2 sections of the 6 drug labels and identified the irAE terms out
of the drug label text, and they reached consensus via
discussions. Both KR and GJ have medical backgrounds, and
KR is a medical oncologist with both clinical and research
expertisein treatment toxicities. TheirAE termsidentified from
the manual review were used as a gold standard to assess the
baseline performance of our text-mining pipeline, and standard
measures (precision, recall, and F-measure) were cal cul ated for
the performance evaluation.

To identify irAEs from related literature, we searched the
PubMed using the query “immune-related[All Fields] AND
adverse]All Fields] AND eventgAll Fields].” A total of 679
irAE-related studies were found, and the abstracts were
downloaded for all search results (as of January 2018). We also
extracted the text from the full text of 20 review papers from
the search results for text mining. The distribution of
irAE-related literature by year isillustrated in Table 2, showing
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a trend that the number of studies on irAEs has increased
significantly in recent years. We then implemented the
text-mining pipeline with MedDRA as a dictionary to extract

Yuet a

theirAE termsfrom both the abstracts and the full review papers
of theirAE-related literature.

Table 2. Thedistribution of literature on immune-related adverse events by year (PubMed retrieve date: January 24, 2018).

Publication year Publication number
2006 1
2007 1
2008 5
2009 7
2010 7
2011 11
2012 11
2013 37
2014 47
2015 74
2016 150
2017 260
2018 68

Signal Filtration Module

Wereviewed all irAE signalsthat wereidentified fromthesignal
detection and classified them into 3 categories: labeled signals
(ie, those signals that could be validated by drug labels),
unlabeled published signals (ie, signalsthat could not be found
in drug labels, but in published literature), and new signals (ie,
signalsthat could not be found either in drug labels or published
literature). Then, 2 oncologists (KR and AM) manually reviewed
thenew signals category and gave their comments about whether
an irAE signal in that category could be seen as a potentially
new signal. Note that those oncologists only reviewed the
detection results, and they did not have access to any other
clinical data to help them ascertain what might be due to the
cancer or the treatment.

Results

Data Standardization Results

After the ETL process, raw FAERS data were loaded into 8
OHDSI CDM tables. A total of 4,619,362 adverse event case

http://medinform.jmir.org/2020/6/€17353/

RenderX

reports were transferred into the OHDSI CDM. Among these
patients, 2,577,989 (55.81%) werefemale, 1,603,982 (34.72%)
were male, and the sex of 437,391 (9.47%) was unknown/not
specified.

Table 3 shows the total humbers of irAE reports in the raw
FAERS and CDM-based FAERS. It should be noted that one
patient may receive more than oneimmune checkpoint inhibitor.
We found that more irAE reports were collected after the ETL
process. In CDM-based FAERS, a total of 24,595 immune
checkpoint inhibitor-related AE reports were collected,
compared with 24,500 in the raw FAERS before the ETL
process. Of the 6 immune checkpoint inhibitors, nivolumab
(Opdivo) had the most AE reports (n=12,557 before ETL and
n=12,569 after ETL), followed by ipilimumab (Yervoy; n=8264
before ETL and n=8268 after ETL).
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Table 3. Total report numbers of 6 immune checkpoint inhibitors.
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Immune checkpoint inhibitor Brand Adversedrug event report  Adverse drug event report number (after extract, transform, and load)
name number (before extract,
transform, and load)
I pilimumab Yervoy 8264 8268
Pembrolizumab Keytruda 5020 5099
Nivolumab Opdivo 12,557 12,569
Atezolizumab Tecentrig 891 893
Durvalumab Imfinzi 27 27
Avelumab Bavencio 5 5
Total reports N/A2 24,500 24,595

8N/A: not applicable.

Immune-Related Adver se Events Signal Detection
Results

To provide a comprehensive perspective for irAEs, we
conducted irAE signal detection at 2 different MedDRA adverse
event levels: the system organ class (SOC) level and the PT
level. SOC level isthe highest level of MedDRA, which contains
27 groupings by etiology (eg, SOC infections and infestations),
manifestation site (eg, SOC gastrointestina disorders), and
purpose (eg, SOC surgical and medical procedures). A PT term
is a distinct descriptor (single medical concept) that is linked
to at least one SOC. Table 4 shows the 7 positive signals
detected in the SOC level.

Moreover, 94 positive signals in the PT level were detected in
patientswho used 1 of the 6 immune checkpoint inhibitor drugs.
Among al the positive irAE signals, hypophysitis had the
highest ROR value (ROR 5398.8; 95% CI 3105.1-9386.9),
followed by hypopituitarism (ROR 135.1; 95% CI 106.7-171.1),
blood corticotrophin decreased (ROR 59.5; 95% ClI

Table4. The signal detection results at the system organ class level.

3105.1-9386.9), adrenal insufficiency (ROR 36.1; 95% ClI
31.5-41.3), and colitis (ROR 32.7; 95% CI 30.5-35.0), which
means these irAEs were possibly suffered most often by the
patients who were immune checkpoint inhibitors.

We aso classified the irAE signals using the MedDRA SOCs
to obtain a high-level understanding of the distribution of the
irAE signals(shownin Table5). Notethat 1 PT might belinked
to more than 1 SOC, so the total signal number in Table 5 was
more than 94. All the signals we detected at the PT level could
be classified into 19 SOCs. Moreover, 14 PT-level signalswere
categorized in Respiratory, thoracic and mediastinal disorders,
which is the SOC with the most signals, followed by
Gastrointestinal disorders, Cardiac disorders, Infections and
infestations, and Nervous systemdisorders, of which SOCsalso
had more than 10 PT level signals. In addition, there was at
least one PT-level signal in each of the 7 SOCs we previously
detected as a positive SOC-level signal, which also validated
our detection results at the SOC level. The detailed information
of the 94 irAE signalsisillustrated in Multimedia Appendix 3.

Medical Dictionary for Regulatory Activities code

System organ class

Reporting odds ratio

(95% CI)
10014698 Endocrine disorders 2.98(2.84-3.12)
10019805 Hepatobiliary disorders 2.53 (2.39-2.68)
10027433 Metabolism and nutrition disorders 1.76 (1.69-1.83)
10005329 Blood and lymphatic system disorders 1.56 (1.48-1.64)
10029104 Neoplasms benign, malignant, and unspecified (including 1.38 (1.30-1.46)
cysts and polyps)
10038738 Respiratory, thoracic, and mediastinal disorders 1.27 (1.23-1.31)
10017947 Gastrointestina disorders 116 (1.12-1.19)
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Table 5. System organ class distribution of preferred term-evel signals.
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System organ class Signal number
Respiratory, thoracic, and mediastinal disorders® 14
Gastrointestinal disorders® 13
Cardiac disorders 10
Infections and infestations 10
Nervous system disorders 10
General disorders and administration site conditions 9
Investigations 9
Immune system disorders 8
Endocrine disorders® 5
Hepatobiliary disorders? S
Injury, poisoning, and procedura complications

Metabolism and nutrition disorders? 5
Skin and subcutaneous tissue disorders 5
Blood and lymphatic system disorders® 4
Eye disorders 4
Muscul oskeletal and connective tissue disorders 4
Vascular disorders 4
Renal and urinary disorders 3
Neoplasms benign, malignant, and unspecified (including cysts and 1

polyps)?

8Represents the system organ class that was detected as a positive signal in the system organ class level.

Text-Mining Results

As mentioned previoudly, we utilized cTAKES with MedDRA
as a dictionary to identify the irAE terms from the drug label
of 6 immune checkpoint inhibitors. A total of 421 and 918 irAE
terms were found by text mining of drug labels and
irAEs-related literature, respectively.

Regarding drug label text mining, we found that most of the
irAE terms identified by cTAKES were in the PT level of
MedDRA. However, some of the irAE terms were defined as
lowest-level terms (LLTs) in MedDRA. AnLLT isasynonym,
lexical variant, quasi-synonym, subelement, or an identical to
itsrelated PT and could be linked to only one PT. To unify the
irAE terms to standard concepts at the same level, we mapped
al the LLTs into PTs based on the recommendations of
MedDRA and FDA. Asaresult, 490 irAE termswere extracted
from the texts of all the 6 drug labels, comprising 474 PTs, 15
SOC, and 1 high-level term (HLT, a superordinate descriptor
for the PTs linked to it). More details of the irAE terms
identified from drug labels by our text-mining pipeline are
provided in Multimedia Appendix 4.

For the text-mining evaluation, as mentioned in the Methods
section, the irAE terms manually identified by 2 experts (KR
and GJ) from drug labelswere seen as the gold standard. Then,
irAE terms extracted by the text-mining pipeline were compared

http://medinform.jmir.org/2020/6/€17353/

with the gold standard to acquire the text-mining performance.
As the text-mining pipeline, we also linked all the LLT-level
irAE terms to the PT level. Using the expert-based manual
review process, we identified atotal of 421 distinct irAE terms
from drug labels of the 6 immune checkpoint inhibitors,
comprising 401 PTs, 10 SOCs, 1 HLT, and 9 terms that could
not be mapped with MedDRA concepts. Multimedia Appendix
5 provides the details of the manually identified irAE terms.
Table 6 shows the distribution of the irAE terms in different
drug labels and the performance of our text-mining pipeline.
As illustrated in the table, the overall precision, recall, and
F-measure of our text-mining pipeline are 79.39%, 92.40%,
and 85.40%, respectively, which indicates that our pipeline
could provide satisfactory text-mining results and achieved the
requirement of our irAE identification task.

For irAE-related literature text mining, by using our text-mining
pipeline, atotal of 918 uniqueirAE terms(in PT or higher level)
were identified from 679 irAE-related abstracts and 20
irAE-related review papers, in which 306 (33.33%) termswere
covered by the irAE terms that were extracted in drug labels,
and the remaining 612 (66.67%) terms were not covered by the
labeled irAE terms. This indicates that some unlabeled terms
can be identified from our text-mining pipeline. Multimedia
Appendix 6 provides the results of irAE-related literature text
mining.

JMIR Med Inform 2020 | val. 8 | iss. 6 |€17353 | p.50
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

Yuet a

Table6. Performance of text-mining pipelinefor theidentification of immune-related adverse events from drug labels of 6 immune checkpoint inhibitors.

Immune check- Manually Clinical Text Truepositive  False positive False negative Precision Recall F-measure
point inhibitor identified Analysisand (TPITRP+FF]), (TRITPHAN]), (2PR/[P+RY),
immune-re-  Knowledge Ex- % % %
lated adverse traction Sys-
eventsterms  tem—identified
immune-related
adverse events
terms
I pilimumab 122 138 103 35 19 74.6 84.4 79.2
Pembrolizumab 192 228 179 49 13 785 93.2 85.2
Nivolumab 215 262 202 60 13 77.1 93.9 84.7
Atezolizumab 142 157 129 28 13 82.2 90.9 86.3
Durvalumab 179 183 156 27 23 85.3 87.2 86.2
Avelumab 146 176 130 46 16 73.9 89.0 80.8
Total 421 490 389 101 32 79.4 92.4 85.4

Signal Filtration Results

Tofilter theirAE signalswe detected, we compared all 94 irAE
signals with the text-mining results and then classified all the
signals into 3 categories as per our definition in the Methods
section. Figure 4 showsthe overlap of theirAEstermsidentified
in 3 different mining tasks. In total, 1135 unique irAE terms
wereidentified by CDM-based FAERS data mining, drug label
manual review, and irAE-related literature text mining. Out of
94 positive signals in the PT level detected using CDM-based
FAERS, 53 signals (56%) werethe labeled signalsweidentified
from drug labels, 10 signals (11%) were the unlabeled published

signalsidentified from the literature, and 31 signal s (33%) were
potentially new signals that were not covered by drug labels
and literature (as shown in Table 7). Multimedia Appendix 7
demonstratesthe details of labeled signal's, unlabeled published
signals, and new signals. For a further manual review, 2
oncologists separately marked 15 and 8 signals that were
possibly new, after reviewing a total of 31 irAE signalsin the
new signal category. The kappa coefficient value of the review
is 0.48, which showed a moderate agreement between the 2
oncologists [35]. Moreover, 7 irAE signals were identified as
potentially new signals by both the oncologists (as shown in
Table 7).

Figure 4. Venn diagram illustrating the immune-related adverse events terms detected from different sources. CDM, common data model; FAERS,

Food and Drug Administration’s adverse event reporting system.
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Table 7. A list of 31 potentially new signals not identified in drug labels or literature (ranked by reporting odds ratio).

Medical Dictionary for Regu-
latory Activities code

Preferred term

System organ class

Reporting odds ratio (95% ClI)

10005452
10053481

10006437

10042569

10061457

10044291

10058838

10065764

10013832
10006440

10061145

10007196

10010276
10036774
10021305
10009995
10064774

10051341
10042241

10035623

10025256
10063057
10005630

10041549
10008612
10041103
10003662
10036206

10029164
10003673
10003504

Blood corticotrophin decreased

Bronchopleural fistula®

Bronchial fistula®

Superior vena cava syndrome

Facial nerve disorder®

Tracheal obstruction®

Enterocolitis infectious
Mucosal infection

Duodenal perforation

Bronchial obstruction®

Eyelid function disorder?

Capillary leak syndrome®

Conduction disorder
Proctitis

Ileal perforation
Colonic fistula

Infusion site extravasation

Bile duct stenosis

Stridor
Pleuritic pain

Lymphocyte count decreased
Cystitis noninfective

Blood lactate dehydrogenase in-
creased

Spinal cord compression
Cholecystitis

Small intestinal perforation
Atrial flutter

Portal vein thrombosis?
Nephrotic syndrome
Atrioventricular block complete

Aspiration

Investigations

Respiratory, thoracic, and mediastinal
disorders

Respiratory, thoracic, and mediastinal
disorders

Vascular disorders/ neoplasms benign,
malignant, and unspecified (including
cysts and polyps)

Nervous system disorders

Respiratory, thoracic, and mediastinal
disorders/ injury, poisoning, and procedu-
ral complications

Gastrointestinal disorders/infections and
infestations

General disorders and administration site
conditiong/infections and infestations

Gastrointestinal disorders

Respiratory, thoracic, and mediastinal
disorders

Eye disorders

General disorders and administration site
conditions/vascular disorders

Cardiac disorders

Gastrointestinal disorders
Gastrointestinal disorders
Gastrointestinal disorders

Injury, poisoning, and procedural compli-
cations/general disorders and administra-
tion site conditions

Hepatobiliary disorders

Respiratory, thoracic, and mediastinal
disorders

Respiratory, thoracic, and mediastinal
disorders

Investigations
Renal and urinary disorders

Investigations

Nervous system disorders
Hepatobiliary disorders
Gastrointestinal disorders
Cardiac disorders

Vascular disorders/hepatobiliary disorders

Rena and urinary disorders
Cardiac disorders

Respiratory, thoracic, and mediastinal
disorders

59.49 (34.44-102.74)
19.51 (6.96-54.67)

19.01 (6.79-53.20)

10.62 (5.78-19.51)

9.51 (3.48-25.97)

7.83 (2.47-24.87)

7.64 (3.77-15.51)

7.13 (2.25-22.59)

6.50 (2.88-14.68)
6.34 (3.13-12.82)

5.73 (1.82-18.09)

5.62 (2.78-11.35)

4.92 (2.19-11.07)
4.90 (2.82-8.50)
4,09 (1.30-12.84)
3.81 (1.21-11.95)
3.51 (2.30-5.36)

3.45 (1.42-8.35)
3.15 (1.41-7.06)

3.12 (1.67-5.82)

2.97 (2.29-3.85)
2.83 (1.05-7.60)
2.81(2.10-3.76)

2.81 (1.66-4.76)
2.59 (1.87-3.58)
2.46 (1.02-5.94)
2.45 (1.50-4.02)
2.43(1.30-4.53)
2.37 (1.42-3.94)
1.85 (1.09-3.13)
1.60 (1.02-2.51)
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3 dentified as potentially new signals by both oncologist reviewers.

Discussion

Principal Findings

To the best of our knowledge, this is the first comprehensive,
novel signal detection and filtration study of irAEs utilizing
multiple drug safety data sources. We proposed a framework
to detect the irAE signalsfrom a standardized FAERS database
and utilized atext-mining pipelinewith drug labelsand existing
literature to discover potentially new irAE signals. Our
framework could facilitate ADE detection and filtration toward
the goal of next-generation pharmacovigilance. This could
decrease the labor consumption in new irAE signal selection
and provide stronger hypotheses for further experimental
validation. In the future, the results of this work will be
potentially combined with the EHR data to leverage the
real-world discovery of treatment toxicities.

We utilized standard OHDSI CDM to represent the FAERS
data (ie, the ADEpedia-on-OHDSI platform) and created
standard queries for signa detection, which provides a solid
data infrastructure to make the queries portable and signal
detection results reproducible. More importantly, through the
comparison of data collection between the raw FAERS and
CDM-based FAERS, we found that the OHDSI CDM could
improve the precision of the data collection. For example, for
the drug pembrolizumab, we collected 5099 reports from the
CDM-based FAERS, 79 reports more than those we collected
from the raw FAERS. To illustrate the reason for the difference
in data collection using the OHDSI CDM-based FAERS, we
manually checked the data we collected from the raw FAERS
and CDM-based FAERS. For exampl e, we discovered that when
we utilized the standard OHDSI concept id asaquery toretrieve
CDM-based FAERS, we could collect more reports regarding
the drug name “MK-3475," which was the original hame of
pembrolizumab in its early development, in addition to those
reports we retrieved when we used the drug ingredient name
“Pembrolizumab” and brand name“ Keytruda.” This meant that
we improved the true positive rate and precision for data
collection. Moreover, we could save time for collecting data
through a standard query. For example, for pembrolizumab, it
took 9.4 secondsto pull all datafrom CDM-based FAERSwith
our standard query, in contrast to approximately 70 seconds for
the raw FAERS data collection through a fuzzy search query
with the drug/brand name terms.

We aso leveraged text-mining technology to process
unstructured drug safety data. Weimplemented our text-mining
pipeline onthe drug label and irAE literature with MedDRA as
adictionary to identify theirAE terms. In addition, to evaluate
the performance of our text-mining pipeline, theirAEsin drug
label swere manually reviewed and extracted asagold standard.
As aresult, the overall precision, recall, and F-measure of all
6 drug labels were 79.39%, 92.40%, and 85.40%, respectively.
These results indicate that although there were some false
positive terms (about 20%) found in our text-mining results,
most irAE terms (92.40%) in the text could be extracted
correctly by our pipeline. Moreover, we checked the underlying
reasons behind the false positive terms. We found that most of

http://medinform.jmir.org/2020/6/€17353/
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these terms are related to the laboratory test name, such as
Alanine aminotransferase, Blood alkaline phosphatase, and so
on. Actually, for laboratory tests, the appropriate terms matched
with irAEs should be the specific abnormal test result terms,
such as Alanine aminotransferase increased and Blood alkaline
phosphatase increased, which were also found in both gold
standard and text-mining results. Given this analysis, we plan
to improve the precision of our text-mining pipeline using a
rule-based approach in a future update.

Limitations and Future Work

Our framework provides an automatic process to detect novel
irAE signals that are more valuable for implementing further
experimental validation. It also profoundly saves the experts
time in reviewing drug labels and the literature to filter the
known ADEs. In total, we detected 94 irAE signals from
FAERS. After the filtering, 31 irAEs were classified into the
new irAE signals category. In addition, 7 out of 31 signalsin
the new signal category wereidentified as potentially new irAE
signals by both the oncologists, which indicated that some of
the new signals detected by these algorithms might be false
positive. According to the oncologists' review, some of the
signals were marked as not new. We consider that one of the
main reasons for the false positive signal was that sometimes
the description of irAEs by the MedDRA PTs was not so
accurate. For example, some detected new signals might be a
hyponym of aknown irAE, that is, they are more specific than
a general irAE. For example, Conduction disorder and
Atrioventricular block complete were detected as new irAE
signals by our pipeline. However, the oncologist reviewers
judged that these are not new because they are types of
arrhythmias, which belong to cardiotoxicity and are known to
be associated with the immune checkpoint blockade [36].
Moreover, 2 of the potentially new signals, bronchopleural
fistula/bronchial fistula and tracheal obstruction/bronchial
obstruction, are ailmost the same medical concept. Thus, there
is a need to develop a harmonized terminology to report and
describe irAEs to interpret safety data more accurately in
monitoring missions. One of our previous studies discussed the
possibility of leveraging the Common Terminology Criteriafor
Adverse Events (CTCAE) for irAE standardization. We found
that the CTCAE needs an extension to meet the irAE
standardization task [37]. Similarly, other studies have also
demonstrated how to build aterminology to standardize irAEs
[38,39]. In future work, wewill improve the text-mining process
to facilitate the development of ADE terminology. First, to
create aharmonized irAE terminol ogy and makeit more suitable
for detecting irAE signalsfrom other datasources such asEHR,
we will extend the text-mining dictionary to SNOMED CT.
Second, we will further improve the performance and
automation of our text-mining pipeline to make the terminology
easier to update and maintain. Third, we will further evaluate
the text-mining pipeline to investigate its feasibility of
developing specific terminology setsfor other ADE categories.

For thoseirAE signalsin the new signal category, some of them
were marked as possibly new by 2 oncologists because these
adverse events may be induced by or associated with cancer,
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the complication of surgery or radiation, other drugs
administered in the cancer treatment regimen, or drug- drug
interactions. For example, Bronchopleural fistula, bronchial
obstruction, and bronchial fistula al can occur due to a
pulmonary cancer or as a complication of pulmonary surgery
or radiation [40]. However, FAERS does not provide
information such as timeline details about the drug
administration/diagnosis/event, which is an obstacle to
confirming whether asignal is caused by the treatment or other
conditions. Therefore, expert reviews from oncologists are
important for our detection pipeline to control false positive
signal results. Moreover, as mentioned in the Methods section,
oncologists also need more clinical datato further validate the
relationship between these irAE signals and immunotherapy
drugs. Longitudinal observational databases such asEHRshave
increasingly been used for further evaluation of adverse event
signals. Compared with FAERS data, EHRs not only contain
information about patients who suffer ADES but also provide
a more complete medical history of the patients, including
treatments, conditions, and potential risk factors. Accordingly,
EHRs could be an additional data source for irAE signa
detection [41]. We are actively working on integrating EHR

Yuet a

data with our ADEpedia-on-OHDSI platform, which can scale
to support more advanced signal detection [42]. Our
standard-driven platform integrates FAERS data and EHR data
together by using the same data standards that could facilitate
pharmacovigilance research based on real-world data. Our
platform can not only improve data quality but can also facilitate
the data collection for comprehensive ADE detection or
cross-validation. In the future, we will try to conduct more
comprehensive ADE detection studies based on real-world data
to overcome the false positive issue. Furthermore, we will also
consider utilizing semantic web technology to develop more
ADE mining methods.

Conclusions

In this study, we developed and evaluated a novel
standards-based framework for signal detection and filtration
of irAEs using both the OHDSI CDM and text-mining
technologies. We demonstrated that our approach is effective
for novel irAE signal detection and filtration; meanwhile, the
CDM-based platform provides an infrastructure that would
enable the seamless integration of EHR data for improving
signal detection in the future.

Acknowledgments

This research was funded in part by National Institutes of Health U01 HG009450. The authors would like to thank NaHong and

Liwel Wang for their previous work in FAERS standardization.

Conflictsof Interest

AM reports research support from Novartis and Verily; remuneration to his institution for participation on advisory boards for
AbbVie, AstraZeneca, BM S, and Genentech; and travel support from Roche and isanonremunerated director of the Mesothelioma

Applied Research Foundation.

Multimedia Appendix 1
The standardized SQL query for the irAE record retrieving.
[DOCX File, 13 KB - medinform_v8i6e17353 appl.docx ]

Multimedia Appendix 2

The drug label links of six FDA-approved mAb drugsin DailyMed.

[DOCX File, 13 KB - medinform_v8i6e17353 app2.docx ]

Multimedia Appendix 3
The detail information of 94 irAE signals at PT level.

[XLSFile (Microsoft Excel File), 44 KB - medinform v8i6e17353_app3.xIs ]

Multimedia Appendix 4

TheirAE terms identified form drug labels by the text-mining pipeline.
[XLSX File (Microsoft Excel File), 61 KB - medinform_v8i6e17353 app4.xIsx |

Multimedia Appendix 5

The detail of the manually identified irAE terms from the drug labels.
[XLSX File (Microsoft Excel File), 54 KB - medinform_v8i6e17353 app5.xIsx |

Multimedia Appendix 6

TheirAE termsidentified form irAE-related literature by the text-mining pipeline.
[XLSX File (Microsoft Excel File), 41 KB - medinform_v8i6e17353 app6.xIsx |

http://medinform.jmir.org/2020/6/€17353/

JMIR Med Inform 2020 | vol. 8| iss. 6 |€17353 | p.54
(page number not for citation purposes)


https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app1.docx&filename=739348afa7af2cf2064501de50cd97d6.docx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app1.docx&filename=739348afa7af2cf2064501de50cd97d6.docx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app2.docx&filename=d7d492f5023828823f863214a0726a10.docx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app2.docx&filename=d7d492f5023828823f863214a0726a10.docx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app3.xls&filename=0ee0ca137c6c6d09261370cc88904a1c.xls
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app3.xls&filename=0ee0ca137c6c6d09261370cc88904a1c.xls
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app4.xlsx&filename=fc657e65665d7ea642c6da309f1c397d.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app4.xlsx&filename=fc657e65665d7ea642c6da309f1c397d.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app5.xlsx&filename=0a1ee88f94931fcc6d59dae771b557b9.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app5.xlsx&filename=0a1ee88f94931fcc6d59dae771b557b9.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app6.xlsx&filename=8744e340bde6ccb4afce28084f03bce9.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app6.xlsx&filename=8744e340bde6ccb4afce28084f03bce9.xlsx
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MEDICAL INFORMATICS Yuetal

Multimedia Appendix 7
The detail of labeled irAE signals, unlabeled published irAE signals, and new irAE signals.
[XLSX File (Microsoft Excel File), 28 KB - medinform_v8i6e17353 app7.xIsx ]

References

1.

2.

3.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Méellman I, Coukos G, Dranoff G. Cancer immunotherapy comes of age. Nature 2011 Dec 21;480(7378):480-489 [FREE
Full text] [doi: 10.1038/nature10673] [Medline: 22193102]

Friedman CF, Proverbs-Singh TA, Postow MA. Treatment of the immune-related adverse effects of immune checkpoint
inhibitors: areview. JAMA Oncol 2016 Oct 1;2(10):1346-1353. [doi: 10.1001/jamaoncol.2016.1051] [Medline: 27367787]
Kaiser J, Couzin-Frankel J. Cancer immunotherapy sweeps nobel for medicine. Science 2018 Oct 5;362(6410):13. [doi:
10.1126/science.362.6410.13] [Medline: 30287641]

Postow MA, Sidlow R, Hellmann MD. Immune-rel ated adverse events associated with immune checkpoint blockade. N
Engl JMed 2018 Jan 11;378(2):158-168. [doi: 10.1056/NEIMral703481] [Medline: 29320654]

SharmaP, Allison JP. Immune checkpoint targeting in cancer therapy: toward combination strategieswith curative potential.
Cell 2015 Apr 9;161(2):205-214 [FREE Full text] [doi: 10.1016/j.cell.2015.03.030] [Medline: 25860605]

Postow MA, Callahan MK, Wolchok JD. Immune checkpoint blockade in cancer therapy. J Clin Oncol 2015 Jun
10;33(17):1974-1982 [ FREE Full text] [doi: 10.1200/JC0.2014.59.4358] [Medline: 25605845]

Borghaei H, Paz-AresL, Horn L, Spigel DR, Steins M, Ready NE, et al. Nivolumab versus docetaxel in advanced
nonsguamous non-small-cell lung cancer. N Engl J Med 2015 Oct 22;373(17):1627-1639 [FREE Full text] [doi:
10.1056/NEJM 0a1507643] [Medline: 26412456]

Reck M, Rodriguez-Abreu D, Robinson AG, Hui R, Csoszi T, Filop A, KEY NOTE-024 Investigators. Pembrolizumab
versus chemotherapy for PD-L 1-positive non-small-cell lung cancer. N Engl JMed 2016 Nov 10;375(19):1823-1833. [doi:
10.1056/NEJM 0a1606774] [Medline: 27718847]

Harpaz R, DuMouchel W, Shah NH, Madigan D, Ryan P, Friedman C. Novel data-mining methodologies for adverse drug
event discovery and analysis. Clin Pharmacol Ther 2012 Jun;91(6):1010-1021 [FREE Full text] [doi: 10.1038/clpt.2012.50]
[Medline: 22549283]

World Health Organization. The Safety of Medicinesin Public Health Programmes - Pharmacovigilance: An Essential
Tool. Geneva, Switzerland: WHO Publications; 2006.

GarciaCR, Cox JN, Villano JL. Myasthenia gravis and Guillain-Barré syndrome adverse events with immune checkpoint
inhibitors. J Clin Oncol 2018 Feb 10;36(5_suppl):37. [doi: 10.1200/jc0.2018.36.5_suppl.37]

Elias R, Rider J, Tan X, Rahma OE. Single agent and combination checkpoint inhibitors therapy: a post marketing safety
analysis. J Clin Oncol 2018 Feb 10;36(5_suppl):125. [doi: 10.1200/jc0.2018.36.5_suppl.125]

Moslehi JJ, Salem J, Sosman JA, Lebrun-Vignes B, Johnson DB. Increased reporting of fatal immune checkpoint
inhibitor-associated myocarditis. Lancet 2018 Mar 10;391(10124):933 [FREE Full text] [doi:
10.1016/S0140-6736(18)30533-6] [Medline: 29536852]

Al-Kindi SG, Oliveira GH. Reporting of immune checkpoint inhibitor-associated myocarditis. Lancet 2018 Aug
4;392(10145):382-383. [doi: 10.1016/S0140-6736(18)31542-3] [Medline: 30102167]

Oshima, Tanimoto T, Yuji K, Tojo A. EGFR-TKI-associated interstitial pneumonitisin nivolumab-treated patients with
non-small cell lung cancer. JAMA Oncol 2018 Aug 1;4(8):1112-1115 [FREE Full text] [doi: 10.1001/jamaoncol.2017.4526]
[Medline: 29327061]

Hauben M, Aronson JK. Defining 'signal’ and its subtypes in pharmacovigilance based on a systematic review of previous
definitions. Drug Saf 2009;32(2):99-110. [doi: 10.2165/00002018-200932020-00003] [Medline: 19236117]

Council for International Organizations of Medical Sciences. Practical Aspects of Signal Detection in Pharmacovigilance:
Report of CIOMS Working Group V111, Geneva, Switzerland: WHO Publications; 2010.

ColomaPM, Trifird G, Patadia V, Sturkenboom M. Postmarketing safety surveillance: where does signal detection using
electronic healthcare recordsfit into the big picture? Drug Saf 2013 Mar;36(3):183-197. [doi: 10.1007/s40264-013-0018-X]
[Medline: 23377696]

Huang J, Zhang X, Tong J, Du J, Duan R, Yang L, et al. Comparing drug safety of hepatitis C therapies using post-market
data. BMC Med Inform Decis Mak 2019 Aug 8;19(Supp! 4):147 [FREE Full text] [doi: 10.1186/s12911-019-0860-6]
[Medline: 31391106]

Rahman MM, Alatawi Y, Cheng N, Qian J, Peissig PL, Berg RL, et al. Methodological considerations for comparison of
brand versus generic versus authorized generic adverse event reportsin the US food and drug administration adverse event
reporting system (FAERS). Clin Drug Investig 2017 Dec;37(12):1143-1152 [FREE Full text] [doi:
10.1007/s40261-017-0574-4] [Medline: 28933038]

Singh P, Nayernama A, Jones SC, Kordestani LA, Fedenko K, Prowell T, et al. Fatal neutropenic enterocolitis associated
with docetaxel use: areview of cases reported to the United States food and drug administration adverse event reporting
system. J Oncol Pharm Pract 2019 Oct 8:- epub ahead of print. [doi: 10.1177/1078155219879494] [Medline: 31594460]

http://medinform.jmir.org/2020/6/€17353/ JMIR Med Inform 2020 | vol. 8 | iss. 6 |e17353 | p.55

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app7.xlsx&filename=8cd0d903a8f3288643ff8ecf1f72dcda.xlsx
https://jmir.org/api/download?alt_name=medinform_v8i6e17353_app7.xlsx&filename=8cd0d903a8f3288643ff8ecf1f72dcda.xlsx
http://europepmc.org/abstract/MED/22193102
http://europepmc.org/abstract/MED/22193102
http://dx.doi.org/10.1038/nature10673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22193102&dopt=Abstract
http://dx.doi.org/10.1001/jamaoncol.2016.1051
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27367787&dopt=Abstract
http://dx.doi.org/10.1126/science.362.6410.13
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30287641&dopt=Abstract
http://dx.doi.org/10.1056/NEJMra1703481
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29320654&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0092-8674(15)00317-7
http://dx.doi.org/10.1016/j.cell.2015.03.030
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25860605&dopt=Abstract
http://europepmc.org/abstract/MED/25605845
http://dx.doi.org/10.1200/JCO.2014.59.4358
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25605845&dopt=Abstract
http://europepmc.org/abstract/MED/26412456
http://dx.doi.org/10.1056/NEJMoa1507643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26412456&dopt=Abstract
http://dx.doi.org/10.1056/NEJMoa1606774
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27718847&dopt=Abstract
http://europepmc.org/abstract/MED/22549283
http://dx.doi.org/10.1038/clpt.2012.50
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22549283&dopt=Abstract
http://dx.doi.org/10.1200/jco.2018.36.5_suppl.37
http://dx.doi.org/10.1200/jco.2018.36.5_suppl.125
http://europepmc.org/abstract/MED/29536852
http://dx.doi.org/10.1016/S0140-6736(18)30533-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29536852&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(18)31542-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30102167&dopt=Abstract
http://europepmc.org/abstract/MED/29327061
http://dx.doi.org/10.1001/jamaoncol.2017.4526
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29327061&dopt=Abstract
http://dx.doi.org/10.2165/00002018-200932020-00003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19236117&dopt=Abstract
http://dx.doi.org/10.1007/s40264-013-0018-x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23377696&dopt=Abstract
https://bmcmedinformdecismak.biomedcentral.com/articles/10.1186/s12911-019-0860-6
http://dx.doi.org/10.1186/s12911-019-0860-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31391106&dopt=Abstract
http://europepmc.org/abstract/MED/28933038
http://dx.doi.org/10.1007/s40261-017-0574-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28933038&dopt=Abstract
http://dx.doi.org/10.1177/1078155219879494
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31594460&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MEDICAL INFORMATICS Yuetal

22.

23.

24,

25.

26.

27.
28.
29.

30.

31.
32.

33.

35.

36.

37.

38.

39.

40.

41.

42.

Xu R, Wang Q. Large-scale combining signals from both biomedical literature and the FDA adverse event reporting system
(FAERS) to improve post-marketing drug safety signal detection. BMC Bioinformatics 2014 Jan 15;15:17 [FREE Full
text] [doi: 10.1186/1471-2105-15-17] [Medline: 24428898]

XuR, Wang Q. Automatic signal extraction, prioritizing and filtering approachesin detecting post-marketing cardiovascular
events associated with targeted cancer drugs from the FDA adverse event reporting system (FAERS). JBiomed Inform
2014 Mar;47:171-177 [FREE Full text] [doi: 10.1016/}.jbi.2013.10.008] [Medline: 24177320]

Yeleswarapu S, Rao A, Joseph T, Saipradeep VG, Srinivasan R. A pipelineto extract drug-adverse event pairsfrom multiple
datasources. BMC Med Inform DecisMak 2014 Mar 24;14:13 [FREE Full text] [doi: 10.1186/1472-6947-14-13] [Medline:
24559132]

openFDA. FDA Adverse Event Reporting System URL: https://open.fda.gov/datalfaers/ [accessed 2020-05-06]

OHDSI: Observational Health Data Sciences and Informatics. OHDS| Common Data Model URL : https.//ohdsi.org/
[accessed 2020-05-06]

DailyMed. DailyMed: NIH URL : https://dailymed.nlm.nih.gov/dailymed/ [accessed 2020-05-06]

PubMed-NCBI. PubMed URL : https://www.ncbi.nlm.nih.gov/pubmed/ [accessed 2020-05-06]

YuY, Ruddy KJ, Hong N, Tsuji S, Wen A, Shah ND, et al. ADEpedia-on-OHDSI: a next generation pharmacovigilance
signal detection platform using the OHDSI common data model. J Biomed Inform 2019 Mar;91:103119 [FREE Full text]
[doi: 10.1016/j.jbi.2019.103119] [Medline: 30738946]

BandaJM, EvansL, Vanguri RS, Tatonetti NP, Ryan PB, Shah NH. A curated and standardized adverse drug event resource
to accel erate drug safety research. Sci Data2016 May 10;3:160026 [ FREE Full text] [doi: 10.1038/sdata.2016.26] [Medline:
27193236]

Athena: OHDSI. License Agreement URL : http://athena.ohdsi.org [accessed 2020-05-06]

van Puijenbroek EP, Bate A, LeufkensHG, Lindquist M, Orre R, Egberts AC. A comparison of measures of disproportionality
for signal detection in spontaneous reporting systems for adverse drug reactions. Pharmacoepidemiol Drug Saf
2002;11(1):3-10. [doi: 10.1002/pds.668] [Medline: 11998548]

Bate A, Evans SJ. Quantitative signal detection using spontaneous ADR reporting. Pharmacoepidemiol Drug Saf 2009
Jun;18(6):427-436. [doi: 10.1002/pds.1742] [Medline: 19358225]

Savova GK, Masanz JJ, Ogren PV, Zheng J, Sohn S, Kipper-Schuler KC, et al. Mayo clinical text analysis and knowledge
extraction system (CTAKES): architecture, component evaluation and applications. JAm Med Inform Assoc
2010;17(5):507-513 [FREE Full text] [doi: 10.1136/jamia.2009.001560] [Medline: 20819853]

Landis JR, Koch GG. The measurement of observer agreement for categorical data. Biometrics 1977 Mar;33(1):159-174.
[Medline: 843571]

Hassel JC, Heinzerling L, Aberle J, Bahr O, Eigentler TK, Grimm M, et al. Combined immune checkpoint blockade
(anti-PD-1/anti-CTLA-4): evaluation and management of adverse drug reactions. Cancer Treat Rev 2017 Jun;57:36-49.
[doi: 10.1016/j.ctrv.2017.05.003] [Medline: 28550712]

Yu'Y, Ruddy KJ, Tsuji S, Hong N, Liu H, Shah N, et a. Coverage evaluation of CTCAE for capturing the immune-related
adverse events leveraging text mining technologies. AMIA Jt Summits Transl Sci Proc 2019;2019:771-778 [FREE Full
text] [Medline: 31259034]

Wang Q, Xu R. Immunotherapy-rel ated adverse events (irAES): extraction from FDA drug labels and comparative analysis.
JAMIA Open 2019 Apr;2(1):173-178 [FREE Full text] [doi: 10.1093/jamiaopen/ooy045] [Medline: 30976759]

Zini EM, Lanzola G, Quaglini S, Cornet R. Standardization of immunotherapy adverse eventsin patient information leaflets
and development of an interface terminology for outpatients' monitoring. J Biomed Inform 2018 Jan;77:133-144 [FREE
Full text] [doi: 10.1016/].jbi.2017.12.009] [Medline: 29269275]

Lois M, Noppen M. Bronchopleural fistulas: an overview of the problem with special focus on endoscopic management.
Chest 2005 Dec;128(6):3955-3965. [doi: 10.1378/chest.128.6.3955] [Medline: 16354867]

Harpaz R, Vilar S, Dumouchel W, Salmasian H, Haerian K, Shah NH, et al. Combing signals from spontaneous reports
and electronic health records for detection of adverse drug reactions. JAm Med Inform Assoc 2013 May 1;20(3):413-419
[FREE Full text] [doi: 10.1136/amiajnl-2012-000930] [Medline: 23118093]

YuY, Ruddy K, Wen A, Zong N, Shintaro T, Chen J, et al. Integrating electronic health record datainto the
ADEpedia-on-OHDS platform for improved signal detection: a case study of immune-related adverse events. AMIA 2020
Informatics Summit 2019:710-719 (forthcoming) [FREE Full text]

Abbreviations

ADE: adverse drug event

AEOLUS: adverse event open learning through universal standardization
CDM: common data model

CTAKES: clinical text analysis and knowledge extraction system
CTCAE: common Terminology Criteriafor Adverse Events

EHR: electronic health record

http://medinform.jmir.org/2020/6/€17353/ JMIR Med Inform 2020 | vol. 8 | iss. 6 |e17353 | p.56

(page number not for citation purposes)


https://bmcbioinformatics.biomedcentral.com/articles/10.1186/1471-2105-15-17
https://bmcbioinformatics.biomedcentral.com/articles/10.1186/1471-2105-15-17
http://dx.doi.org/10.1186/1471-2105-15-17
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24428898&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S1532-0464(13)00160-3
http://dx.doi.org/10.1016/j.jbi.2013.10.008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24177320&dopt=Abstract
https://bmcmedinformdecismak.biomedcentral.com/articles/10.1186/1472-6947-14-13
http://dx.doi.org/10.1186/1472-6947-14-13
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24559132&dopt=Abstract
https://open.fda.gov/data/faers/
https://ohdsi.org/
https://dailymed.nlm.nih.gov/dailymed/
https://www.ncbi.nlm.nih.gov/pubmed/
https://linkinghub.elsevier.com/retrieve/pii/S1532-0464(19)30037-1
http://dx.doi.org/10.1016/j.jbi.2019.103119
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30738946&dopt=Abstract
http://europepmc.org/abstract/MED/27193236
http://dx.doi.org/10.1038/sdata.2016.26
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27193236&dopt=Abstract
http://athena.ohdsi.org
http://dx.doi.org/10.1002/pds.668
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11998548&dopt=Abstract
http://dx.doi.org/10.1002/pds.1742
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19358225&dopt=Abstract
http://europepmc.org/abstract/MED/20819853
http://dx.doi.org/10.1136/jamia.2009.001560
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20819853&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=843571&dopt=Abstract
http://dx.doi.org/10.1016/j.ctrv.2017.05.003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28550712&dopt=Abstract
http://europepmc.org/abstract/MED/31259034
http://europepmc.org/abstract/MED/31259034
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31259034&dopt=Abstract
http://europepmc.org/abstract/MED/30976759
http://dx.doi.org/10.1093/jamiaopen/ooy045
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30976759&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S1532-0464(17)30279-4
https://linkinghub.elsevier.com/retrieve/pii/S1532-0464(17)30279-4
http://dx.doi.org/10.1016/j.jbi.2017.12.009
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29269275&dopt=Abstract
http://dx.doi.org/10.1378/chest.128.6.3955
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16354867&dopt=Abstract
http://europepmc.org/abstract/MED/23118093
http://dx.doi.org/10.1136/amiajnl-2012-000930
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23118093&dopt=Abstract
https://knowledge.amia.org/71623-amia-1.4589302/t0003-1.4591021/t0003-1.4591022/a089-1.4591035/an089-1.4591036
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MEDICAL INFORMATICS Yuetal

ETL: extract, transform, and load

FAERS: Food and Drug Administration’s Adverse Event Reporting System
FDA: Food and Drug Administration

HL7: Health Level Seven

HLT: high-level term

ir AEs: immune-related adverse events

LLTs: lowest-level terms

MedDRA: Medica Dictionary for Regulatory Activities

OHDSI: Observational Health Data Sciences and Informatics

PT: preferred term

ROR: reporting odds ratio

SNOMED CT: systematized nomenclature of medicine-clinical terms
SOC: system organ class

SPL: structured product labeling

SQL: Structured Query Language

SRS: spontaneous reporting system

WHO: World Health Organization
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Abstract

Background: Breast cancer has amajor disease burden in the female population, and it is a highly genome-associated human
disease. However, in genetic studies of complex diseases, modern geneticists face challenges in detecting interactions among
loci.

Objective: Thisstudy aimed to investigate whether variations of single-nucleotide polymorphisms (SNPs) are associated with
histopathological tumor characteristics in breast cancer patients.

Methods: A hybrid Taguchi-genetic algorithm (HTGA) was proposed to identify the high-order SNP barcodesin abreast cancer
case-control study. A Taguchi method was used to enhance a genetic algorithm (GA) for identifying high-order SNP barcodes.
The Taguchi method was integrated into the GA after the crossover operations in order to optimize the generated offspring
systematically for enhancing the GA search ahility.

Results: The proposed HTGA effectively converged to a promising region within the problem space and provided excellent
SNP barcode identification. Regression analysis was used to validate the association between breast cancer and the identified
high-order SNP barcodes. The maximum OR was less than 1 (range 0.870-0.755) for two- to seven-order SNP barcodes.

Conclusions: We systematically evaluated the interaction effects of 26 SNPs within growth factor—related genes for breast
carcinogenesis pathways. The HTGA could successfully identify relevant high-order SNP barcodes by evaluating the differences
between cases and controls. The validation results showed that the HTGA can provide better fitness values as compared with
other methods for the identification of high-order SNP barcodes using breast cancer case-control data sets.

(IMIR Med Inform 2020;8(6):€16886) doi:10.2196/16886

KEYWORDS
genetic algorithm; single-nucleotide polymorphism; breast cancer; case-control study

and tumor characteristics [3-5], single-nuclectide
polymorphisms (SNPs) [6-8], clinicopathological factors [9],
and biomarkers [10] reveadled relevant association effects

Introduction

Breast cancer has a mgor disease burden in the female
population, with agrowing incidencerecently [1,2]. Previously,
several interpretations of associations between breast cancer
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between these factors and the risk of cancer. Previous studies
also indicated that genomic variation could contribute to the
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tumorigenicity processin breast cancer [11-14]. Thus, effective
approaches for breast cancer estimation are required.

SNPs are crucial genetic variants in genomic association
analyses involving leukemia [15], cancers [16], and other
diseases [17-19]. Numerous SNPs cannot be excluded from
analyses as no relevant differences between cases and controls
can be found through conventional methods. Some SNPs may
have relevant associations with other SNPs, and these
associations arereferred to as SNP barcodes. Conseguently, the
detection of SNP barcodes is vital for association analyses of
diseases and cancers [20-23].

An SNP barcode consists of SNPs, and each SNPincludesthree
genotypes. The large space of suitable SNP barcode
combinations complicates the statistical evaluation and
identification of relevant SNP barcodes. Evolutionary algorithms
have been proposed to facilitate statistical identification of SNP
barcodes, and a genetic algorithm (GA) is one of the most
frequently used algorithms in genomic studies [24,25]. A GA
is an effective approach in the identification of relevant genetic
associations for various diseases through the use of more
efficient search abilities to enhance population diversity [26].
The crossover and local search operationsin a GA can reduce
the probability of the same vector being identified between two
selected SNPs, and hence, they can improve the search ability
of this algorithm.

Breast cancer is a major health issue, and machine learning
algorithms are frequently employed to detect the complex
genomic associationsin breast cancer studies. Although previous
machine learning approaches could effectively identify SNP
associations in genomic studies, the detection rate of SNP
barcodes remains challenging for high-order SNP barcodes.
Thus, we proposed a hybrid Taguchi-genetic algorithm (HTGA)
for high-order SNP barcode identification in a breast cancer
case-control study.

Methods

Genetic Algorithm

A GA is amachine learning algorithm inspired by biological
evolutionary processes[27]. Thefirst GA operation ispopulation
initialization, in which solutions are produced over the solution
space; these initial solutions are designated as parents. In the
population, two parents are strategically selected according to
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somefithessvaluesfor crossover operators. Crossover operators
generate offspring by combining the chromosomal matter from
the two parents. Mutation operations can increase population
diversity through localized change, eliminating inferior
chromosomes from the popul ation and retaining good offspring.
Thus, the good factors within the population can be passed on
to the next generation. The aforementioned operations and
popul ation replacement are repeated until the stopping criterion
is satisfied.

Taguchi Method

The methods proposed by Taguchi et al [28] are based on a
statistical experimental design to improve the evaluation and
performance of products, process conditions, and parameter
settings. Taguchi methods primarily rely on orthogonal arrays
(OAs) and the signal-to-noiseratio (SNR). An OA isafractional
factorial matrix that provides a comprehensive analysis of
interactions among all design factors. This matrix ensures a
proportionate comparison of levels for all factors. A two-level
OA can be defined as L,, (2"%), where n=2" is the number of
experimental runs, k (1) is a positive integer, base 2 represents
two levelsfor each design parameter, and n—1 is the number of
columns in the OA. “L" represents “Latin,” because the OA
experimental design concept isassociated with the L atin square.
An example of an OA is shown in Table 1.

SNR (n) is used as the selection quality characteristic in the
field of communications engineering; it can be used to optimize
the parameters for a target. Taguchi methods can classify the
parameter design problem into several categories according the
problem. Both smaller-the-better and larger-the-better SNR
types are used. Considering the set of characteristicsy,, v, ...,
Y in the smaller-the-better case, the SNR can be determined
using the following equation:

]

In the larger-the-better case, the SNR can be determined using
the following equation:
@]

The SNR evaluates the robustness of the levels of each design
parameter. A high-quality result can be achieved for aparticular
target by controlling the parameters at a particular level with a
high SNR value.
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Table 1. A L8(27) orthogonal array.

Chuang et al

Experiment number Factors

A B C D E F G
1 1 1 1 1 1 1 1
2 1 1 1 2 2 2 2
3 1 2 2 1 1 2 2
4 1 2 2 2 2 1 1
5 2 1 2 1 2 1 2
6 2 1 2 2 1 2 1
7 2 2 1 1 2 2 1
8 2 2 1 2 1 1 2

Hybrid Taguchi-Genetic Algorithm

In the HTGA, a Taguchi method is added into GA crossover
and mutation operations. Figure 1 depicts a flowchart of the
HTGA approach, which includes the bel ow-mentioned 17 steps.
The pseudocode of the HTGA is shown in Textbox 1.

HTGA Procedure

The procedure involves the following 17 steps: (1) Population
initialization, execute the algorithm and generate an initial
population; (2) Fitness value evauations, evauate the
population’s fitness values, (3) Selection operation, select
candidates using the tournament approach; (4) Crossover
operation, the probability of crossover is determined by the
crossover rate p;; (5) Select a suitable two-level orthogonal

https://medinform.jmir.org/2020/6/€16886

array for the experiment; (6) Randomly choose two
chromosomes at a time to execute a matrix experiment; (7)
Calculate the function values and SNRs of n experimentsin the
orthogonal array L, (2"%); (8) Calculate the effects of different
factors and in the experiment; (9) An optimal chromosome is
generated; (10) Repeat steps 5 through 8 until the expected
number (1/2) x M x p; is reached; (11) New chromosomes are
generated through the Taguchi method; (12) Mutation operation,
mutation probability is determined by the mutation rate p,; (13)
Add chromosomes from a pool into the population; (14) Sort
the population by fitness; (15) Select the fittest chromosomes
as the new population for the next generation; (16) If the
stopping criterion is met, execute step 17; if not, go back to step
2; (17) The chromosome with the highest fitness value is the
HTGA solution.
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Figure 1. Hybrid Taguchi-genetic algorithm flowchart. SNR: signal-to-noise ratio.
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Textbox 1. Pseudocode of the hybrid Taguchi-genetic algorithm.

Chuang et al

Input: maximum iteration as T (termination criterion)
population size M
crossover rate P
mutation rate P,
Output: optima chromosome (the optimal solution)
begin
# Initialization
/* Initialize M chromosomes as population */
foriteration — 1to Tdo
# Selection operation
fori — 1toMdo
/* Randomly select two chromosomes from population as chromosome; and
chromosome;, */
iffitness, = fitnessydo
winner — chromosome;
end if
elsedo
winner — chromosome,
end if
/* put winner into mating pool */
end for
# Crossover operation
fori -« 1to(M/2) do
/* Sequentially select two chromosomes from mating pool as chromosome;
and chromosome, */
if random() < Pcdo
crossover(chromosome;, chromosomey)
/* generate two offspring */
end if
I* put two offspring into offspring pool */
end for
# Taguchi operation
fori — 1to(0.5% M x Pg) do
/* Randomly select two chromosomes from offspring pool as chromosome;
and chromosome, */
Taguchi(chromosome;, chromosome,)
[* generate one offspring */
/* put one offspring into offspring pool */
end for
# Mutation operation

fori — 1tosize of offspring pooldo
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forj — 1todimensionsof chromosome do
if random() < Pdo
mutati on(chromosome]j])
end if
end for
* generate one offspring */
/* put one offspring into offspring pool */
end for

# Replacement operation

/* Reserve best M chromosomes as new population from population and offspring

pool */
end for
/* Obtain optimal chromosome */

End

Encoding Schemes and Population I nitialization

In the proposed GA, asuitable solution to a problem is denoted
as chromosome C = {¢;, C,, ..., G}, and the encoding scheme
aims to design suitable elements in a chromosome. In the SNP
barcode problem, the elementsin achromosomeinclude (1) the
indexes of the selected SNPs in the data set and (2) the
genotypes of these selected SNPs. Thus, a chromosome C, is
expressed as shown in equation 3.

Ci = (S\P; 5, Genotype o) (3)

wherei =1, 2, ..., m, and is the population size. SNP, i, where
s=1,2,...,n/2,isaselected SNPdimensioninwhich all SNPs
are unrepeatable, and n is the SNP barcode order. Genotype, 4
represents the three possible genotypes of the selected SNP, ,
where g =n/2 + 1, n/2 + 2, ..., n is the selected genotype
dimension. In the population initiaization, all chromosomes
are stochastically generated according to the encoding schemes.

Fitness Function Evaluation

The aim of SNP barcode identification is to detect relevant
differences between cases and controls. To optimize the
protective effect of the SNP combination, a fitness function is
required for comparing cases and controls. A high difference
between cases and controls indicates a high probability of
detecting relevant SNP barcodes. In the proposed GA, a
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chromosome is measured by the fithess function shown in
equation 4.

F(C,) = number (controln C;) — number (casenC;) (4)

where number is the total number of elementsin a set, control
denotes the controls, case denotes the cases, and C; is the ith
chromosome. Thus, the number of intersections between the
ith chromosome and the controls is calculated by number
(controlnG;), and the number of intersections between the ith
chromosome and the casesis calculated by number (casen C)).
Thereafter, we calculate the difference between number
(control N G;) and number (casen ;) asthefitnessvalue at C,.

Selection Operation

In the selection operation, a random tournament selection
schemeis used to pick each pair of parents from the population
[29]. In tournament selection, two chromosomes are randomly
selected to compare their individual fitness values. The
chromosomes with better fitness values are inserted into the
mating pool. According to the mechanism of tournament
selection, the probability that the average fitness value of
solutions in the mating pool is better than the average fitness
value of the parent population is high. Chromosomes in the
mating pool are selected for the crossover operation and used
to produce offspring. Textbox 2 provides the pseudocode of
tournament selection. The selection operation is repeatedly
executed until the maximum mating pool sizeis achieved.
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Textbox 2. Tournament selection procedure.
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I nput:population, the list of chromosomesto select from

I nput:fitness,, the fitness value of the first chromosome
I nput:fitness,, the fitness val ue of the second chromosome

Output:winner: the chromosome with better fitness value in tournament

# Tournament selection
begin
fori — 1to size of mating pool do
Randomly select two chromosomes from population
iffitness, = fitness,do
winner — chromosome;
end if
elsedo
winner — chromosome,
end else
put winner into mating pool

end for

I nput:chromosomey, the first randomly selected chromosome from population

I nput: chromosomey, the second randomly selected chromosome from population

Output:mating pool: reserve the list of chromosomes to execute crossover operation

Crossover Operation

After the selection operation, the crossover operation is
implemented to create high-performing individuals. Two
chromosomes are sequentially selected from the mating pool
asapair of parents, and then, the crossover operation is executed
on them. The crossover operation uses a uniform crossover.
Each bit in achromosome is randomly generated as 0 or 1, and
for 1, pointsare swapped between parent organisms; otherwise,
points are not swapped. The encoding schemes establish asingle
point as an SNP locus with a corresponding genotype locus at
thej 2 + 1 position, wherej =1, 2, ..., n/2 isthe index in the
chromosome and n is the SNP barcode order. Therefore, n/2
bitsare randomly generated, and both thej 2 + 1 genotypelocus
and jth bit representing an SNP are swapped in the parent
organisms.

Taguchi Operation

An orthogonal array exhibits Q design factors. Each factor has
two levels. An orthogonal array L, (2"%) exhibitsn—1 columns
and n individual experiments corresponding to n rows, where
n=2andQ<n-1; k isapositive integer, defined as an integer
>1, and it isused for adjusting the number of experimental runs.
The SNR (n) isthe mean square deviation of thefitnessfunction.
Let two values of n be n; = (y,)? and n; = —(y;)* (where is

negative) in the case of a fitness function that is maximized
(larger-the-better). Let y; be the function evaluation value of

experiment i = 1, 2, 3, ..., n, where n is the number of
experiments. The effect of factor f is defined as follows:

https://medinform.jmir.org/2020/6/€16886

E; = sum of n; for factor f at level | (5)

wherei isthe experiment number, f is the factor name, and | is
the level number.

Mutation Operation

The mutation operation aims to prevent the population from
falling into local optima. In all suitable solutions, each offspring
element has a chance to undergo a mutation operation. Each
mutation position with a probability of mutation p,, generates
arandom number in (0, 1). If the number islessthan p, at the
ith element in an offspring specimen, the ith element will be
mutated by a randomly generated possible value.

Replacement Operation

The replacement operation uses an individual to replace the
weakest individua in the population. After the completion of
the aforementioned operations, the offspring are added to the
population, and then, al the parents and offspring are ranked
based on their fithess values. Subsequently, top p chromosomes
in the popul ation size are selected as the new population for the
next generation, where p is the population size.

Termination Condition

The HTGA operation is repeated in successive iterations until
the stopping criterion is met. In this study, a maximum number
of iterations was used to terminate HTGA operations.

Parameter Setting

Thisstudy compared the search effectiveness of the HTGA with
that of standard GA, particle swarm optimization (PSO) [30],
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and chaotic PSO (CPSO) [31] methods. PSO is a swarm
intelligence algorithm that simulates the social behavior of
organisms. In PSO, each individual represents a particle and
considersapotentia solution inthe swarm population. In CPSO,
chaotic theory isincorporated into PSO to increase the search
gpace and enhance PSO performance. PSO and CPSO
parameters include population size, iteration size, minimum
and maximum inertial weights, and learning factors. In each
method, the number of iterations was set to 1000, and the
population size was 50 for the test data set. In PSO and CPSO,
the minimum and maximum inertial weights were 0.4 and 0.9,
respectively. Both weights of learning factors c; and ¢, were
set to 2. In the tested GA and the proposed HTGA, the
probability of crossover (p,) with an exchange probability was
0.3 and the probability of mutation (p,,) with an exchange
probability was 0.05.

Statistical Analysis

The OR was used to evaluate the risk of an SNP barcode [32],
and it was defined as follows:

OR = (TP x TN) / (FP x FN) (6)

where TP represents the number of true positives, TN represents
the number of true negatives, FN represents the number of false
negatives, and FP represents the number of false positives.

Results

Data Sets

A set of 26 SNPs related to growth factor genes was selected
to simulate a data set. Several growth factor—related breast

https://medinform.jmir.org/2020/6/€16886
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cancer genes (EGF, IGF1, IGF1R, IGF2, IGFBP3, IL10,
TGFB1, and VEGF), including 26 SNPs, were used as
simulation datato eval uate existing algorithms and the proposed
HTGA. The data set only provided the genotype frequencies of
each SNP without the original raw data of genotypes. Table 2
presents the SNPs and genotype distributions. The simulated
frequencies of SNPs were acquired from the literature [33].
SNPs used in the original data comprised different numbers of
individuals, therefore, the number of every SNP must be
normalized to the same number. The new data were randomly
generated according to the frequency of the original data. All
SNP data from the data source were adjusted to 5000 samples
for al genotype distributions. For example, for SNP1 (gene,
EGF; dBSNP ref. rs2237054), the tota number of three
genotypes (ie, TT, TA, and AA) in the control was 2273 (2008
+ 259 + 6). The percentage for each genotype in SNP1 was
calculated as “origina data*/sum (%)” (ie, 2008/2273, 88.3%
for TT; 259/2273, 11.4% for TA; and 6/2273, 0.3% for AA),
where the symbol “*” indicates that the original data were
derived from the SNP data set before normalization. On the
basis of this percentage, the modified data for SNP1 were
calculated by multiplying the percentage with the sum of the
complete data set (SNP number adjusted to 5000) (ie, 88.3% x
5000 [n=4418] for AA; 11.4% x 5000 [n=569] for Aa, and 0.3%
x 5000 [n=13] for aa). Therefore, the modified data for SNP1
were adjusted to atotal of 5000 (4418 + 569 + 13 = 5000). Thus,
5000 simulation samples of SNP genotypes were randomly
generated by following fixed distribution.
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Table 2. Estimated effect from individual single-nucleotide polymorphisms of 26 growth factor—related genes for the occurrence of breast cancer.

SNP? (gene) SNPtype Case number/normal number OR 95% CI P value
1. rs2237054 (EGF) 1-TT 4408/4418 N/AP N/A N/A
1. rs2237054 (EGF) 2-TA 570/569 1 0.89-1.14 .97
1. rs2237054 (EGF) 3-AA 22/13 17 0.85-3.37 .18
2.rs5742678 (IGF1) 1-CC 2797/2866 N/A N/A N/A
2. rs5742678 (IGF1) 2-CG 1844/1837 1.03 0.95-1.12 .52
2. rs5742678 (IGF1) 3-GG 359/297 124 1.05-1.46 .01
3.rs1549593 (IGF1) 1-CC 2924/2970 N/A N/A N/A
3. rs1549593 (IGF1) 2-CA 1753/1771 101 0.93-1.09 .92
3. 151549593 (IGF1) 3-AA 323/259 1.27 1.07-1.50 .008
4. rs6220 (IGF1) 1-AA 2643/2698 N/A N/A N/A
4.rs6220 (IGF1) 2-AG 1933/1951 101 0.93-1.10 .80
4. 16220 (IGF1) 3-GG 424/351 1.23 1.06-1.44 .007
5. rs2946834 (IGF1) 1-CC 2295/2336 N/A N/A N/A
5. 152946834 (IGF1) 2-CT 2171/2150 1.03 0.95-1.12 .53
5. rs2946834 (IGF1) 31T 534/514 1.06 0.93-1.21 43
6. rs1568502 (IGF1R) 1-AA 2914/2955 N/A N/A N/A
6. rs1568502 (IGF1R) 2-AG 1840/1807 1.03 0.95-1.12 .46
6. rs1568502 (IGF1R) 3-GG 246/238 1.05 0.87-1.26 .65
7.1GF1R-10 (IGF1R) 1-AA 3169/3201 N/A N/A N/A
7. 1GF1R-10 (IGF1R) 2-Aa 1545/1582 0.99 0.91-1.08 a7
7.1GF1R-10 (IGF1R) 3-aa 286/217 1.33 1.11-1.60 .003
8. 152229765 (IGF1R) 1-GG 1523/1429 N/A N/A N/A
8. 152229765 (IGF1R) 2-GA 2533/2489 0.96 0.87-1.05 .33
8. 152229765 (IGF1R) 3-AA 944/1082 0.82 0.73-0.92° .001
9. rs8030950 (IGF1R) 1-CC 273712745 N/A N/A N/A
9. rs8030950 (IGF1R) 2-CA 1902/1917 1 0.92-1.08 .92
9. rs8030950 (IGF1R) 3-AA 361/338 1.07 0.92-1.25 41
10. rs680 (IGF2) 1-GG 2538/2451 N/A N/A N/A
10. rs680 (IGF2) 2-GA 2074/2183 0.92 0.85-1.00 .04
10. rs680 (IGF2) 3-AA 388/366 1.02 0.88-1.19 .79
11. rs3741211 (IGF2) 1-TT 1936/1971 N/A N/A N/A
11. rs3741211 (IGF2) 2-TC 2367/2269 1.06 0.98-1.16 17
11. rs3741211 (IGF2) 3-CC 697/760 0.93 0.83-1.05 .28
12. IGF2-05 (IGF2) 1-AA 2651/2694 N/A N/A N/A
12. IGF2-05 (IGF2) 2-Aa 1955/1952 1.02 0.94-1.11 .69
12. IGF2-05 (IGF2) 3-aa 394/354 113 0.97-1.32 A2
13. IGF2-06 (IGF2) 1-AA 2160/2162 N/A N/A N/A
13. IGF2-06 (IGF2) 2-Aa 2237/2284 0.98 0.90-1.07 .66
13. IGF2-06 (IGF2) 3-aa 603/554 1.09 0.96-1.24 21
14. rs2132571 (IGFBP3) 1-GG 2415/2407 N/A N/A N/A
14. rs2132571 (IGFBP3) 2-GA 2163/2157 1 0.92-1.09 .99
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SNP? (gene) SNP type Case number/normal number OR 95% CI P value
14. rs2132571 (IGFBP3) 3-AA 422/436 0.97 0.83-1.12 .65
15. rs2471551 (IGFBP3) 1-GG 3225/3284 N/A N/A N/A
15. rs2471551 (IGFBP3) 2-GC 1591/1515 1.07 0.98-1.17 A3
15. rs2471551 (IGFBP3) 3-CC 184/201 0.93 0.76-1.15 54
16. rs2854744 (IGFBP3) 1-AA 1538/1469 N/A N/A N/A
16. rs2854744 (IGFBP3) 2-AC 2487/2475 0.96 0.88-1.05 .39
16. rs2854744 (IGFBP3) 3-CC 975/1056 0.88 0.79-0.99 .03
17. rs2132572 (IGFBP3) 1-GG 2908/3027 N/A N/A N/A
17.rs2132572 (IGFBP3) 2-GA 1805/1728 1.09 1.00-1.18 .051
17. rs2132572 (IGFBP3) 3-AA 287/245 122 1.02-1.46 .03
18. rs3024496 (1L10) 1-TT 1218/1235 N/A N/A N/A
18. rs3024496 (1L10) 2-TC 2533/2549 101 0.92-1.11 .90
18. rs3024496 (1L10) 3-CC 1249/1216 1.04 0.93-1.17 49
19. rs1800872 (1L10) 1-CC 3059/3017 N/A N/A N/A
19. rs1800872 (1L10) 2-CA 1660/1722 0.95 0.87-1.03 .25
19. rs1800872 (1L10) 3-AA 281/261 1.06 0.89-1.27 .53
20. rs1800890 (1L10) 1-TT 1703/1701 N/A N/A N/A
20. rs1800890 (1L10) 2-TA 2455/2508 0.98 0.90-1.07 .63
20. rs1800890 (1L10) 3-AA 842/791 1.06 0.95-1.20 .32
21. rs1554286 (1L10) 1-CC 3400/3446 N/A N/A N/A
21. rs1554286 (1L10) 2-CT 1431/1410 1.03 0.94-1.12 54
21. rs1554286 (1L10) 31T 169/144 1.19 0.95-1.49 .15
22. rs1800470 (TGFB1) 1-TT 1850/1914 N/A N/A N/A
22. rs1800470 (TGFB1) 2-TC 2372/2399 1.02 0.94-1.11 .62
22. rs1800470 (TGFB1) 3-CC 778/687 117 1.04-1.32 .01
23. rs699947 (VEGF) 1-CC 1236/1273 N/A N/A N/A
23.rs699947 (VEGF) 2-CA 2511/2463 1.05 0.95-1.16 .33
23. rs699947 (VEGF) 3-AA 1253/1264 1.02 0.91-1.14 .73
24. rs1570360 (VEGF) 1-GG 2278/2341 N/A N/A N/A
24. rs1570360 (VEGF) 2-GA 2214/2132 1.07 0.98-1.16 13
24. rs1570360 (VEGF) 3-AA 508/527 0.99 0.87-1.13 .92
25. rs2010963 (VEGF) 1-GG 2354/2279 N/A N/A N/A
25. rs2010963 (VEGF) 2-GC 2133/2157 0.96 0.88-1.04 31
25. rs2010963 (VEGF) 3-CC 513/564 0.88 0.77-1.01 .07
26. rs3025039 (VEGF) 1-CC 3744/3741 N/A N/A N/A
26. rs3025039 (VEGF) 2-CT 1160/1174 0.99 0.90-1.08 81
26. rs3025039 (VEGF) 31T 96/85 1.13 0.84-1.52 A7

3SNP: single-nucleotide polymorphism.
BNI/A: not applicable.
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Comparison of Casesand Controlsin Terms of the
Effect of a Single SNP

Table 2 compares patients and normal subjectsin termsof effect
(OR and 95% CI) at a single SNP for growth factor—related
genes. Two SNPs within two genes (rs2229765-AA [IGF1R]
and rs2854744-CC [IGFBP3]) showed significant protection
associations (rs2229765-AA: OR 0.82, P=.001; rs2854744-CC:
OR0.88, P=.03) for breast cancer. The minimum and maximum
protection associations exhibited ORs of 0.82 and 0.88,
respectively, and the other SNPs showed nonsignificant
protection associations for breast cancer.

Comparison Between the Proposed HT GA and Existing
Algorithms

We compared PSO [34], CPSO [35], and the GA [24] with the
HTGA for 2-SNP to 7-SNP barcodes with protection
associations (Table 3). ORs (<1) indicate the impact of the
protection association of SNP barcodes for the occurrence of
breast cancer. A high difference between cases and controlsin
the SNIP barcodes representsinformative protection associations,
and P<.05 indicates asignificant difference for the SNP barcode
between cases and controls. The identified 3-SNP to 7-SNP
barcodes showed that the HTGA provided valueswith agreater
degree of difference as compared with PSO, CPSO, and the
GA, indicating that the HTGA identified relevant SNP barcodes
with protection associations more effectively (Table 3).
HTGA-identified SNP barcodes showed ORs ranging from
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0.755t0 0.870 (P=.003) for protection associations with breast
cancer. The 2-SNP and 3-SNP barcodes in PSO, CPSO, and
the GA showed significant differences between cases and
controls (2-SNP: P=.003, P=.001, and P=.03, respectively;
3-SNP: P=.04, P=.04, and P=.002, respectively). The 4-SNP
barcodes in CPSO and the GA showed significant differences
(P=.04 and P=004, respectively), and the 5-SNP barcode in the
GA also showed a significant difference (P=.03). Although
CPSO and the GA provided better ORs as compared with the
HTGA in all SNP barcodes, the degrees of differenceindicated
that the SNP barcodes identified by the HTGA were superior
to thoseidentified by other methods, and P values>.05 indicated
that these differences revealed by the models were not
significant.

Optimization algorithms have been widely applied to detect
relevant high-order SNIP barcodesin disease and cancer studies
[24,25,34]. Differences between cases and controls are often
applied to evaluate the values of SNP barcodesin terms of their
fitness function design. As indicated in Table 3, the HTGA
effectively identified the relevant protection associations of
SNP barcodesfor breast cancer. Thelogistic regression analysis
results were strongly validated by the outstanding performance
of the HTGA in breast cancer SNP barcode identification. The
SNP barcodes detected by the proposed HTGA are simply
associations between a barcode and disease, and this type of
analysis does not support the inference of causality.

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€16886 | p.68
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS Chuang et a

Table 3. Estimation of the best protection single-nucleotide polymorphism barcodes for the occurrence of breast cancer as determined by particle
swarm optimization, chaotic particle swarm optimization, the genetic algorithm, and the hybrid Taguchi-genetic a gorithm.

Order and method Combined SNP? SNPgenotypes Control ~ Case Difference OR 95% Cl P value
number  number

2-SNP
psoP 18 13 941 816 125 0.841 0.76-0.93 .001
PSO N/AC Other 4059 4184 N/A N/A N/A N/A
cpsot 18 1-3 941 816 125 0841  0.76-0.93 .001
CPSO N/A Other 4059 4184 N/A N/A N/A N/A
GA® 110 12 1926 1823 103 0.916 0.85-0.99 .03
GA N/A Other 3074 3177 N/A N/A N/A N/A
HTGAS 10,17 2-1 1309 1179 1309 0.870 0.79-0.95 .003
HTGA N/A Other 3691 3821 N/A N/A N/A N/A

3-SNP
PSO 8,9,22 3-1-2 269 225 44 0.829 0.69-0.99 043
PSO N/A Other 4731 4775 N/A N/A N/A N/A
CPSO 3,89 1-3-1 371 319 52 0.850 0.73-0.99 .04
CPSO N/A Other 4629 4681 N/A N/A N/A N/A
GA 18,15 1-3-1 624 527 97 0.826 0.73-0.94 .002
GA N/A Other 4376 4473 N/A N/A N/A N/A
HTGA 110,17 1-2-1 1158 1035 1239 0.866 0.79-0.95 .003
HTGA N/A Other 3842 3965 N/A N/A N/A N/A

4-SNP
PSO 4,8,14,22 2-3-1-2 99 76 23 0.764 0.57-1.03 .08
PSO N/A Other 4901 4924 N/A N/A N/A N/A
CPSO 10,17,21,23 2-1-1-1 268 223 45 0.824 0.69-0.99 .04
CPSO N/A Other 4732 4777 N/A N/A N/A N/A
GA 110,17,21 1-2-1-1 795 692 1039 0.850 0.76-0.95 .004
GA N/A Other 4205 4308 N/A N/A N/A N/A
HTGA 1,10,17,21 1-2-11 795 692 1039 0850  0.76-0.95 004
HTGA N/A Other 4205 4308 N/A N/A N/A N/A

5-SNP
PSO 5,6,8,9,26 1-1-3-2-1 91 75 16 0.821 0.60-1.12 21
PSO N/A Other 4909 4925 N/A N/A N/A N/A
CPSO 2,4,8,11,18 1-2-3-1-2 44 32 12 0.726 0.46-1.15 17
CPSO N/A Other 4956 4968 N/A N/A N/A N/A
GA 1,4,15,17,21 1-1-1-1-1 657 585 72 0.876 0.78-0.99 .03
GA N/A Other 4343 4415 N/A N/A N/A N/A
HTGA 1,10,17,21,26 1-2-1-1-1 603 520 839 0.846 0.75-0.96 .009
HTGA N/A Other 4397 4480 N/A N/A N/A N/A

6-SNP
PSO 4,8,15,19,22,24 1-3-2-2-1-3 2 0 2 0.333 0.04-3.20 34
PSO N/A Other 4998 5000 N/A N/A N/A N/A
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Order and method Combined SNP? SNP genotypes Control ~ Case Difference OR 95% Cl P value
number  number

CPSO 3,4,12,16,20,24 1-1-1-2-2-3 28 21 7 0.749 0.43-1.32 32
CPSO N/A Other 4972 4979 N/A N/A N/A N/A
GA 1,2,4,6,15,18 1-1-1-1-1-2 276 247 29 0.900 0.75-1.06 19
GA N/A Other 4724 4753 N/A N/A N/A N/A
HTGA 1,10,15,17,21,26 1-2-1-1-1-1 394 327 679 0.818 0.70-0.95 01
HTGA N/A Other 4606 4673 N/A N/A N/A N/A

7-SNP
PSO 5,8,11,13,14,24,25 1-1-3-1-1-2-1 6 3 3 0.500 0.13-2.00 .33
PSO N/A Other 4994 4997 N/A N/A N/A N/A
CPSO 10,12,16,17,19,22,26  2-2-2-1-2-2-1 27 20 7 0.740 0.41-1.32 31
CPSO N/A Other 4973 4980 N/A N/A N/A N/A
GA 1,2,6,7,10,14,15 1-1-1-3-2-1-1 38 25 13 0.656 0.40-1.09 10
GA N/A Other 4962 4975 N/A N/A N/A N/A
HTGA 1,10,13,1517,21,26  1-2-2-1-1-1-1 185 141 449 0.755 0.60-0.94 .01
HTGA N/A Other 4815 4859 N/A N/A N/A N/A

8SNIP: single-nucleotide polymorphism.
bpsO; particle swarm optimization.

°N/A: not applicable.

dcPsO: chaotic particle swarm optimization.
€GA: genetic algorithm.

"HTGA: hybrid Taguchi-genetic algorithm.
9The best results in the n-SNP barcodes.

Discussion

Principal Findings

Many breast cancer studies have identified the associations
among the effects of important related genes[36-42], including
genes related to DNA repair [43,44] and estrogen-response
genes[45]. Inthis study, we introduced aHTGA to identify the
SNP barcodes among 26 breast cancer—elated SNPs. The
HTGA-generated SNP barcodes were examined to determine
their protective effects against breast cancer. The results suggest
that nonrelevant SNPs might cumulatively reduce the risk of
breast cancer, asindicated by the HTGA-generated preventive
SNP barcodes. A search space consisting of SNP barcode
combinations can generate numerous local optimain multiple
regions. These local optima raise challenges for optimization
algorithm search operations, because the heuristic and stochastic
properties of such optimization algorithms can easily cause
searches to become trapped in local optima. A GA population
can be updated by referring to other chromosomesto determine
the next position in the search space. However, GA operations
can result in stagnation if the chromosomes are similar; points
of stagnation in a search space are referred to as local optima.
The computational processes and comparisons are shown in
Figure 2. A Taguchi system is a nonlinear system with
deterministic dynamic behavior owing to its ergodic and
stochastic properties. Taguchi methods are used to enhance GA
crossover operations, and these methods can be remarkably

https://medinform.jmir.org/2020/6/€16886

helpful for avoiding population entrapment in local optima
because improved solutions can be found through
experimentation. Because the population |earns from experience,
it can be said to exhibit populationintelligence. The HTGA can
converge quickly to excellent fitness values for SNP barcodes,
whereas the GA is very slow to converge and the results are
worse than those of the HTGA (Figure 2), indicating that the
GA can very easily result in stagnation in regions that may not
include any global optima. However, the population is
effectively improved inthe HTGA, and Figure 2 shows that the
fitness values of chromosomes clearly increase over time,
proving that the proposed Taguchi method can be used to
improve GA performanceto identify SNP barcodes. Moreover,
our results prove the ability of this Taguchi-based GA to solve
SNP barcode identification problems. The optimal parameters
of the HTGA could be further analyzed for enhancing the
detection ability of SNP barcodes. Our HTGA includes the
probability of crossover and mutation. A further investigation
with more data sets is required to determine the optimal
parameters. Moreover, selection, crossover, mutation, and
replacement operations can be analyzed to determine the
superior operation strategy for enhancing the ability of our
HTGA to detect potential SNP barcodes. If the HTGA isapplied
for clinical data, we suggest considering permutation testing to
examine the relevance of the results obtained. For each trial in
permutation testing, the case/control |abelswould be scrambled,
and the algorithm would then search for an optimal solution.
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After numeroustrials, wewould be able to determine the number
of times a solution at least as good as the one from the original

Chuang et al

data is found and then determine if the algorithm is simply

fitting the data or identifying underlying associations.

Figure 2. Comparison of improvements to fitness values between the genetic algorithm (GA) and hybrid Taguchi-genetic algorithm (HTGA).The
images on the left compare GA and HTGA search results for 1000 iterations. The images on the right present the fitness values of an HTGA population

at specific iterations. SNP: single-nucleotide polymorphism.
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Conclusions

An HTGA was proposed to effectively identify relevant SNP
barcodes among genesrelated to breast cancer. The study results
demonstrated that the HTGA could effectively detect SNP
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barcodes for problems with numerous high-order SNP barcode
combinations. The proposed Taguchi method can improve the
GA via the identification of high-dimensional SNP barcodes,
and hence, it is integrated following GA crossover operations
to systemati cally optimize chromosomes and thus enhance their
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values. Moreover, the HTGA can effectively converge to a CPSO, andthe HTGA, and theresultsindicated that the HTGA
promising region within the problem space and provideexcellent  can effectively identify relevant high-order SNP barcodes in
SNP barcode identification. In this study, large data sets were  breast cancer.

used to eval uate and compare the performances of the GA, PSO,
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Abstract

Background: Drug development isstill acostly and time-consuming process with alow rate of success. Drug repurposing (DR)
has attracted significant attention because of its significant advantages over traditional approachesin terms of development time,
cost, and safety. Entitymetrics, defined as bibliometric indicators based on biomedical entities (eg, diseases, drugs, and genes)
studied in the biomedical literature, make it possible for researchers to measure knowledge evolution and the transfer of drug
research.

Objective: The purpose of this study was to understand DR from the perspective of biomedical entities (diseases, drugs, and
genes) and their evolution.

Methods: Inthework reportedinthis paper, we extended the bibliometric indicators of biomedical entitiesmentioned in PubMed
to detect potential patterns of biomedical entities in various phases of drug research and investigate the factors driving DR. We
used aspirin (acetylsalicylic acid) asthe subject of the study sinceit can be repurposed for many applications. We propose 4 easy,
transparent measures based on entitymetrics to investigate DR for aspirin: Popularity Index (P;), Promising Index (P,), Prestige
Index (P5), and Collaboration Index (Cl).

Results:  We found that the maxima of Py, P5, and Cl are closely associated with the different repurposing phases of aspirin.

These metrics enabled us to observe the way in which biomedical entities interacted with the drug during the various phases of
DR and to analyze the potential driving factors for DR at the entity level. P, and Cl were indicative of the dynamic trends of a
specific biomedical entity over along time period, while P, was more sensitive to immediate changes. P; reflected the early signs
of the practical value of biomedical entities and could be valuable for tracking the research frontiers of a drug.

Conclusions: In-depth studies of side effects and mechanisms, fierce market competition, and advanced life science technol ogies

aredriving factorsfor DR. This study showcasesthe way in which researchers can examine the evolution of DR using entitymetrics,
an approach that can be valuable for enhancing decision making in the field of drug discovery and devel opment.

(JMIR Med Inform 2020;8(6):€16739) doi:10.2196/16739
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Introduction

Background

Despite recent advances in life sciences and technology, drug
development is still a costly and time-consuming process with
alow rate of success[1]. Discovering anew drug usually takes
more than 10 years and costs around $2 billion on average [2].
The number of targetable human genesis approximately 3000,
and the identification of serious and even deadly drug side
effects is ongoing [3,4]. To overcome these difficulties, many
researchers have turned to drug repurposing, which is the
practice of identifying novel clinical indicators for existing
marketed drugs [5-7].

The past few decades have produced a few successful cases of
drug repurposing. For example, sildendfil, originally devel oped
totreat cardiovascular disease, was unexpectedly discovered to
be effective against erectile dysfunction [8]. Thalidomide, once
used for morning sickness, has been repurposed for the treatment
of multiple myeloma[9], and metformin, originally atreatment
for type 2 diabetes, has been studied for the treatment of
depression, aging, obesity, and even cancer [10,11]. Beta
blockers, initially indicated for hypertension, and topiramate,
originaly used as an antiepileptic, are both repurposed for
migraineurs[12,13]. Because of its significant advantages over
traditional approaches, in terms of development time, cost, and
previous clinical studies, drug repurposing has attracted
significant attention from pharmaceutical firms, scientists, and
governments in recent years[7,14].

Methodologies for drug repurposing and their successful
applications have been widely discussed. Chen et a [15]
designed a system-based algorithm called the reverse gene
expression score based on severd large-scale publicly accessible
datasets and demonstrated the potency and efficacy of vorinostat,
geldanamycin, and gemcitabine for the treatment of liver
cancers. Xu et a [16] found that emricasan had an inhibitory
effect on the Zika virus by screening more than 6000
compounds. With the rapid development of natural language
processing and deep learning techniques, robust solutions have
recently been proposed and have demonstrated potential.
Researchers haveintegrated more than 20 different datasetsinto
a knowledge graph to predict potential drug and target pairs
[17-19]. Hamilton et a [20] queried drug-gene-drug interactions
within alow-dimensional embedding of biomedical knowledge
graphs to predict missing or unobserved links for drug
repurposing. Chang et al [21] proposed a novel deep learning
model called “CDRscan” that can successfully predict the
feasibility of drug repurposing and recommend the most
effective anticancer agents for an individual patient. Oztiirk et
a [22] represented drugs and protein sequences using
convolutional neural networks to predict the binding affinities
of drug-target interactions.

Academic publications are produced at high volume, with
around 3000 new articles currently published per day [23]. No
researcher nor clinician can read and comprehend all the relevant
articlesintheir domain [24]. The“known” knowledge hasturned
into “unknown known” knowledge, with hidden information
and patterns waiting to be discovered. This growing body of

https://medinform.jmir.org/2020/6/€16739

Lietd

scholarly data opens a new era of exploiting literature and data
to enable data-driven discovery [24)]. Literature-based discovery,
which connects disconnected entities in literature in PubMed,
has been successful in identifying several cases of drug
repurposing, such as fish oil for Raynaud's syndrome,
magnesium for migraine headaches, and proton pump inhibitors
for atrial fibrillation [25-27]. Swanson [26] demonstrated that
bibliometrics can be auseful approach to knowledge discovery
and recommended that his method could be extended to other
disconnected sets of scientific literature to enable
cross-disciplinary innovation [28]. With entitymetrics —
bibliometric indicators based on entities studied in the medical
literature — researchers without domain knowledge can
understand the medical function of adrug [29], identify complex
undiscovered biological relationships between drugs and targets
[30], and detect implicit gene-generelationships using literature
in PubMed [31]. This research demonstrates the potential of
applying bibliometrics to medicine to support data-driven
discovery. It represents the next generation of bibliometric
studies [32] and aready shows great promise [33].

Objectives

In this research, we extended bibliometric indicators for
biomedical entities mentioned in the PubMed literature to
investigate drug repurposing. We used aspirin (salicylic acid)
as the target drug. Aspirin is one of the most well-recognized
and well-studied drugs with a history dating back to 1500 BC
[34]. It was originally used as an analgesic to treat mild to
moderate pain. It has been used clinically for the treatment of
at least 10 diseases, including coronary artery disease,
cerebrovascular  disease, peripheral arterial  disease,
preeclampsia, diabetes, colorectal cancer, Kawasaki disease,
Alzheimer’'s disease, and arthritis [34,35]. New indications for
aspirin are still being reported [36-38]. Aspirin hasaremarkably
wide range of effects and therefore provides anideal case with
which to study drug repurposing. The work described in this
paper primarily aimed to identify patterns in the different
repurposing phases of aspirin by analyzing the diseases, drugs,
and genes related to aspirin. We propose 4 measures based on
entitymetricsto identify the characteristics and patterns of drug
repurposing for aspirin: Popularity Index (P;), Promising Index
(P,), Prestige Index (P5), and Collaboration Index (Cl).

Related Work

Drug Repurposing

Drug repurposing has become adynamic emerging field of drug
discovery and development. According to Baker et a [39], in
2018 nearly two-thirds of 35,000 drugs or compounds described
in MEDLINE were investigated as potentia treatments for
diseases other than those for which they were originally
indicated. Nearly 200 drugs have been investigated for
repurposing for more than 300 diseases. Many successfully
repurposed drugs were discovered accidentally, such as the
application of thalidomide for multiple myeloma [9] and
sildenafil for erectile dysfunction [8].

Approaches have been proposed for the generation of hypotheses
about novel drug-target interactions and have been used to
develop promising directions for subsequent validation of drug
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repurposing. In polypharmacology, researchers have proposed
2 types of hypotheses: (1) two drugs could be indicated for the
same condition when they produce a similar gene expression
profile, and (2) a disease could be one of the indications for a
given drug when it has an opposite gene expression profile to
that produced by the drug. The Connectivity Map (CMap; Broad
Ingtitute, Cambridge, MA), a database for more than 7000
gene-expression profiles of 1309 compounds, has been widely
used in this context in previous work. Using a systematic
analysistool, L1000FWD [40], and CMap, Liu et al [41] found
that the anticancer drugs KM-00927 and BRD-K 75081836 can
be used to inhibit histone deacetylase. Kidnapillai et al [42]
used gene expression signature data and CMap to identify 10
drugs, including camptothecin, nimesulide, and rescinnamine,
that could be effective against bipolar disorder.

Inthefield of genetics, association analysis has been extensively
applied to the interactions between drug targets and diseasesto
increase the efficiency of drug repurposing. One of the most
successful casesin the field of drug repurposing was based on
a genome-wide association study (GWAS) [43]. Using
GWA S-driven methods, Sanseau et a [44] concluded that 15.6%
of genes are the targets of marketed drugs. They found that
GWA S traits can be matched with the indications of drugs and
genesinvolved in pathogenesis have a high probability of being
targets for drug repurposing. Based on a strong association
between the gene TNFSF11 and Crohn's disease, the authors
inferred, and subsequently confirmed, that dishubzumab,
originally developed for the treatment of osteoporosis, can be
used against Crohn’s disease [44]. Ferrero and Agarwal [45]
combined a CMap-based approach with perturbation of
transcriptional profiles and disease data from GWAS for target
prioritization and drug repurposing. These researchers pointed
out that genetic evidenceisimportant in maximizing the success
rate of drug repurposing.

These methods in polypharmacology and genetics usually rely
on the high-throughput screening of massive amounts of data
related to compounds and targets. As knowledge about drug
targets accumulates and computational chemistry rapidly
develops, simulations of the interactions between drugs and
proteins have shown the potential to replace traditional
high-throughput screening. Dakshanamurthy et al [46] proposed
a proteochemometric method called “train, match, fit,
streamling” to conduct molecular docking of over 3000
FDA -approved compounds acrossthe crystal structures of more
than 2000 human targets. They found that mebendazole could
be used for theinhibition of VEGFR2 kinase and that celecoxib
was a promising therapy for malignancies because it binds an
adhesion molecule, cadherin-11. Li et al [47] designed a
standalone approach to dock over 30 crystal structures of
MAPK,, and BIM-8 with al drugs from DrugBank and found
that nilotinib, as a potentia inhibitor of MAPK,,, could be a

cure for inflammatory diseases.

Another significant source of drug repurposing is drug side
effects. Typical instances of side effect—based drug repurposing
include the use of sildenafil for erectile dysfunction [8] and the
application of exenatide acetate for obesity [48], both of which
were “happy accidents” Recently, Yang and Agarwal [49]
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generated human phenotypic profiles for drugs based on over
3000 side-effect relationships extracted from PharmGKB and
employed naive Bayes methods to identify new indications for
drugs according to their side effects. This study also suggested
that the use of side effectsisatype of clinical phenotypic assay
and side effects should be rationally investigated to predict
repurposing opportunities for drugs. Ye et al [50] contend that
drugswith similar side effects could share the sameindications
because they may have the same or similar mechanisms of
action. Using aside effect similarity—based drug-drug network,
they transformed drug repurposing into an information retrieval
issue and successfully obtained the top 5 indications of 1234
drugs approved by the FDA.

With the rise of machinelearning and deep learning in computer
science and bioinformatics, the problem of drug repurposing
has been addressed using approaches such as classification
[51,52], link prediction [53,54], entity prediction [53], and path
prediction [18,55]. Liang et a [53] represented biomedical
entitiesand their relationshipsin aheterogeneous network using
graph2vec and knowledge2?vec [56] and employed a cascade
learning model to find potential interactions between drugs,
genes, diseases, and treatments. They found that vitamin D
could be a treatment for prostate cancer. Fu et al [55] treated
drug repurposing as a binary classification problem and
combined the metapath-based topol ogical features of biomedical
entitiesin Chem2Bio2RDF and a supervised machine learning
model to predict links between drugs and targets. They found
that theintrinsic feature sel ection Random Forest algorithm can
be valuablefor selecting significant topological featuresfor the
prediction of links between drugs and genes.

Big Scholarly Data for Medical Knowledge Discovery

Traditionally, knowledge discovery in medical domains has
relied on first-hand observation such as epidemiological
statistics, follow-ups, and laboratory-generated experimental
data[24]. A large number of research papersare published daily,
posing significant challenges for scientists wishing to have a
comprehensive understanding of their domain [24]. The
“known” knowledge has turned into “undiscovered public
knowledge,” with patterns and information waiting to be
uncovered. Thislarge body of literature and data a so provides
rich opportunities for researchers to undertake data-driven
knowledge discovery. The usefulness of literature-based
discovery has been demonstrated in many previous research
projects. For instance, the “ABC” model proposed by Swanson
in 1986 [25] was used to discover relationships between
biomedical entities, such as Raynaud's syndrome and fish oil
[25], migraine headaches and magnesium [26], and atrial
fibrillation and proton pump inhibitors[27]. The“*ABC” model
is co-occurrence-based and is based upon the premise that
seemingly unrelated concepts A and C could be related when
there is a concept B related to both A and C [27]. Since
Swanson’sresearch, various modifications of the“ABC” model
have been proposed to discover hidden relationships among
biomedical conceptsin PubMed, such as ontology-based entity
mapping [57], network-based entity extraction [58], and
semantic path—based storytelling [59]. The “ABC” model and
itsvariantsindicate that bibliometrics can be aval uable method
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for medical knowledge discovery in the era of big scholarly
data

Knowledge graphs of big scholarly data can contain nodes
representing biomedical entities such as diseases, drugs, genes,
pathways, and cell lines and non-biomedical entities such as
authors, institutions, articles, journals, conferences, and
keywords. Edges in the graph can represent the relationships
between the biomedical entities in the literature. Lv et a [60]
established a therapeutic knowledge graph for autism using
drug entities and MeSH terms extracted from about 20,000
articles relating to autism published between 1946 and 2015.
They proposed a novel topology-driven method incorporating
various graph-analytical techniques for drug discovery and
concluded that tocilizumab, sulfisoxazole, tacrolimus, and
prednisone were promising for the treatment of autism. Ding
et al [29] constructed an entity-entity citation graph to highlight
the significance of biomedical entities embedded in literature
for future knowledge discovery. Researchers have also
integrated big scholarly data with other publicly accessible
biomedical datasets, such as DrugBank [61], Gene Ontology
[62], and SIDER [63], to form a comprehensive knowledge
graph for medical knowledge discovery. A typical example is
the Chem2Bi02RDF database, created by integrating morethan
20 chemogenomic datasets with PubMed. Wang et a [30]
proposed a novel algorithm called Bio-LDA to automatically
extract latent topicsin life sciences and identified rel ationships
and patterns among compounds, genes, and diseases from
Chem2Bio2RDF. He et a [64] designed a graph-mining
algorithm to predict potential relationships between different
biomedical entities. The case they studied demonstrated that
the antidiabetic drug rosiglitazone has cardiovascular-related
side effects.

Entitymetrics, an entity-driven bibliometric method, and the
next generation of citation analysis[29,32] makeit possiblefor
researchers without domain knowledge to measure the impact,
usage, and transfer of knowledge entities embedded in the
academic literature for further knowledge discovery [32]. Ding
et a [29] built an entity-entity citation graph based on articles
related to metformin and detected most of the known interactions
of metformin with biomedical entities. Williams et a [65]
recognized and quantified relationships between academic
discoveries and major advancesin the domain of two new drugs,
ipilimumab and ivacaftor, to enhance government support and
public understanding. Zhu et al [66] established paper-entity,
entity-entity co-occurrence, and entity-specific networks based

Textbox 1. Search query used for retrieving aspirin-related publications.

Lietd

onthescientific literatureto investigate the evol ution of hepatic
carcinoma at a granular level. Lv et al [60] discovered new
indications for drugs using topology-driven trend analysis of
drug-drug and drug-indication networks. These studies
demonstrate the potential of the application of bibliometric
methods to data-driven discovery in medical domains.

Drug repurposing, as one of the most significant issues in the
field of medical knowledge discovery, has been extensively
investigated [17,23,24,27,28,55-57,64]. In this research, we
extended the bibliometric indicators for biomedical entities
described in the PubMed literature to understand the process of
drug repurposing.

Methods

Data Collection

Papers on aspirin-related research published between 1951 and
2018 were collected from PubMed. Since aspirin is known by
many names, the search terms were chosen from DrugBank,
RxNorm, and MeSH terms [33,61]. The final search query is
shown in Textbox 1. Non-journal articles, non-English articles,
letters, and editorial commentaries were excluded. In total,
63,387 publications from PubMed were downloaded in XML
format.

To better understand the drug repurposing process of aspirin,
the relevant research was divided into 4 phases based on
previous studies[34,35] and expert suggestions: (1) 1951-1960,
the originad use; (2) 1961-1990, in-depth studies of
pharmacological mechanisms and side effects; (3) 1991-2000,
repurposing for cardiovascular diseases; and (4) 2001-2018,
repurposing for other diseases, such as colorectal cancer and
breast cancer. These phases can also be observed from the
evolution and trends of the publications, as shown in Figure 1
and Table 1.

Before extracting biomedical entities, all articles were parsed
to obtain PMIDs, publication years, titles, abstracts, authors,
journds, and institutions using adomd4j XML parser written in
Java. Then, we used spaCy for preprocessing (such asremoving
the punctuation and stop words) of titles and abstracts in the
natural language processing pipeline. In addition, a novel and
reliable method of author name disambiguation proposed by
Lerchenmueller and Sorenson [67] was used to count distinct
authors.

(((aspirin) OR ( acetylsalicylic acid) OR (acid, acetylsalicylic) OR (*2-(acetyloxy)benzoic aci”) OR (acylpyrin) OR (aloxiprimum) OR (colfarit) OR
(dispril) OR (easprin) OR (ecotrin) OR (endosprin) OR (magnecyl) OR (micristin) OR (polopiri) OR (polopiryna) OR (solprin) OR (solupsan) OR
(zorprin) OR (acetysal) OR (2-acetoxybenzenecarboxylic acid) OR (2-acetoxybenzoic acid) OR (acetylsalicylate) OR (acetylsalicylsdure) OR (“acide
2-(acétyloxy)benzoiqu”) OR (acide acétylsalicylique) OR (acido acetilsalicilico) OR (acidum acetylsalicylicum) OR (aspirind) OR (azetylsalizylsaure)
OR (0-acetoxybenzoic acid) OR (o-acetylsdlicylic acid) OR (o-carboxyphenyl acetate) OR (salicylic acid acetate) ) AND (“1951"[PDAT] :

“2018’[PDAT]))

https://medinform.jmir.org/2020/6/€16739
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Figure 1. Number of aspirin-related studiesin PubMed over time. The background colors indicate the 4 phases of aspirin research.
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Table 1. Descriptive statistics of the 4 phases of aspirin research.
Phases, Time span Number of publications Number of authors Average number of authors  Number of journals
1. Original use
1951-1955 208 318 1.76 117
1956-1960 299 498 1.88 159
1951-1960 507 794 1.83 218
2. In-depth studies of phar macological mechanisms and side effects
1961-1965 748 1310 2.01 301
1966-1970 1268 2167 212 418
1971-1975 2766 4880 2.40 696
1976-1980 3797 7419 271 895
1981-1985 4395 10,011 3.16 1033
1986-1990 4470 11,600 3.50 1101
1961-1990 17,444 31,787 2.90 2153
3. Repurposing for cardiovascular diseases
1991-1995 5164 14,044 3.69 1256
1996-2000 6353 17,694 4.10 1314
1991-2000 11,517 28,818 391 1798
4. Repurposing for other diseases
2001-2005 8099 27,784 4.22 1719
2006-2010 9366 35,313 4.94 1974
2011-2015 10,436 44,603 5.78 2410
2016-2018 6018 30,796 6.73 1881
2001-2018 33,919 118,857 533 3865
Total 63,387 171,559 4.39 5443
https://medinform.jmir.org/2020/6/€16739 JMIR Med Inform 2020 | vol. 8 | iss. 6 [e16739 | p.79

(page number not for citation purposes)

XSL-FO

RenderX


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

JMIR MEDICAL INFORMATICS

Biomedical Entity Extraction

The biomedical entity extraction module provided by the
biomedical entity search tool (BEST) [68], a dictionary-based
biomedical information extraction tool based on sophisticated
information retrieval approaches, was deployed to extract
entities such as diseases, drugs, and genes. The BEST dictionary

Lietd

isbuilt from 12 different public sources, including NCBI Entrez
Gene, DrugBank, T3DB, Animal TFDB, Therapeutic Target
DataBase, PubChem, and MeSH [68]. We abtained 1472 unique
disease names, 1640 unique drug names, and 3184 unique gene
names from the titles and abstracts. Table 2 shows the top 10
biomedical entities of 3 different types and their frequency of
appearance in PubMed articles.

Table 2. Top 10 biomedical entities in aspirin-related publications during 1951-2018.

Rank  Diseases Frequency of diseases Drugs Frequency of drugs Genes Fregquency of genes
1 Coronary disease 2707 Clopidogrel 6223 COX-2 3957
2 Asthma 2277 Ticlopidine 5433 CD143 1495
3 Diabetes 1840 Heparin 4391 COX-1 1179
4 Hypersensitivities, drug 1342 Indomethacin 3462 Plasminogen 1131
5 Ulcer, gastric 1146 Warfarin 3457 LDLCQ3 1081
6 Cerebra ischemia 1135 Vitamin F 2760 LPLA2 1047
7 Intracranial vascular disorder 1133 Dipyridamole 2232 GPIlb 1017
8 Ischemic heart disease 1090 Adenosine 2188 P2Y 1o 855
9 Carcinomas, colorectal 1085 Acetaminophen 2099 tPA 748
10 Rheumatoid arthritis 832 Prostacyclin 1498 TNF-a 629

Entitymetric Indicatorsfor Biomedical Entities (P3C)

In order to quantify and visualize the academic importance of
individual biomedical entities, 4 transparent and easy
entitymetric indexes (P3C) were developed: Popularity Index
(Py), Promising Index (P,), Prestige Index (P;), and
Collaboration Index (Cl). These indicators can be considered
asthe extensions of theindicators proposed by Kissinand Edwin
[33] and Kissin [69] for measuring the academic interest of a
drug or technique at the article level. In this study, we adapted
the indicators from the perspective of biomedical entities with
the goa of understanding drug repurposing. Different from
Kissin'sindicators, our indicators not only focus on the articles
on a given drug but also consider the changes in indicators of
biomedical entities (eg, diseases, drugs, and genes) and
non-biomedical entities (eg, authors) that are related to the given
drug. Detailed explanations of these measures are provided in
the following sections.

Popularity I ndex (P,)

The P; of acertain biomedical entity reflects the percentage of
publications discussing that biomedical entity among all
publicationsin aresearch field during a specific period, usually
5 years. The popularity of abiomedical entity i, P; (i), isgiven
by:
P; (i) = (N; / Ny) * 100% (1)

where N; isthe number of publications relating to an entity i in
aperiod, and N represents the total number of publicationsin
the research field during the same period. An increase in P;
indicates growing academic interest ini in the field.

https://medinform.jmir.org/2020/6/€16739

Promising I ndex (P,)

The P, of abiomedical entity is the change in the popularity of
an entity i in aresearch field between two continuous periods.
The promising index of a specific biomedical entity i, P, (i), is
expressed as:

P, (i) = (Ni / Nt) = (N / Npr) (2)
where (N, / Npr) refers to the popularity of the entity i in the
research field during a previous period of the same length as
N;. P, reflects the change in the academic interest in a
biomedical entity in aresearch field in two time periods. When
P, (i) > 0, it means the academic interest in i hasincreased and
vice versa

Prestige Index (P,)

P; isdefined as the ratio of the number of publications about a
specific biomedical entity published in the top journas
compared to the number of publications about the same entity
in al journas that were indexed by PubMed during the same
time period. The prestige of a biomedica entity i, P; (i), is
calculated as:
P3 (i) = (Nh2o / N;) * 100% (3)

where Ny, represents the number of publications on i in the
top 20 journals during the same period as N;. In this study, the
top 20 journalswere sel ected based on thejournal impact factor
and speciaty areas. These journals can be divided into two
categories. multidisciplinary journals and specialty journals.
Fourteen multidisciplinary journals, including JAMA, The
Lancet, BMJ, and similar publications, are common for all
diseases, drugs, and genes that were studied in this paper. The

other 6 journals, such as Circulation, Blood, and The European
Heart Journal, are highly associated with aspirin-related
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specialty areas. The full list of the top 20 journalsis shown in
Multimedia Appendix 1. P; reflects the potential significance
of aspecific biomedical entity. Continuing high prestige scores
could be an early signal of the success of entity-related drug
discovery or repurposing [69]. We employed athreshold of 5%
to indicate that P; was of interest [69].

Collaboration Index (Cl)

The CI of a biomedical entity reflects the percentage of the
number of distinct authors of articles discussing this entity out
of all the distinct authors in the research domain over a period
of time. The Cl of abiomedical entity i, Cl (i), iscalculated by:

Cl (i) =(Np; / Nap) * 100% (4)
where N,, isthe number of distinct authors of the publications
relating toi in aperiod, and N7 represents the total number of
distinct authorsin the field in the same period. The CI reflects

the research strength of entity i in a research field, and a
threshold of 5% indicates alevel of interest [69].

Results

Overview of Aspirin-Related Studies

Figure 1 shows an overview of aspirin-related research in
PubMed from 1951 to 2018. The red and blue lines represent
the percentage and absolute numbers, respectively, of articles
in PubMed per year. The details of the publications, authors,
and journals are shown in Table 1. During the evolution of
aspirin, Phase 1 (1951-1960) produced 507 articles, most of
which were published in journals covering pharmacy-related
or general medicine—related topics (Table 1 and Multimedia
Appendix 2). Research in Phase | focused on the
anti-inflammatory and antipyretic uses of aspirin, and this phase
marks the original use of aspirin.

In Phase 2 (1961-1990), a turning point can be identified in
1967, after which the number of relevant papers per year grew
dramatically until 1986. Severa significant pharmacological
discoveries related to aspirin occurred during this period,
including the antiplatelet effect [70], mechanism of inhibition
of prostaglandin synthesis [71], and acetylation of the
cyclo-oxygenase enzyme[72]. The percentage of aspirin-related
articles in PubMed reached its peak in 1981, at about 0.32%,
and then decreased. Kune et al [73] reported that aspirin could
effectively reducetheincidence of colorectal cancer, after which
the percentage began to rise again. After 1975, articles began
to occur frequently in journals covering speciaty areas, such
as Circulation and Thrombosi s Research. Weidentify this phase
asthein-depth investigation of the pharmacol ogical mechanisms
and side effects of aspirin.

In Phase 3 (1991-2000), there was a steady and stable growth
inthe number and percentage of aspirin-related articles per year
in PubMed (Figure 1). Compared to the first 10 years
(1951-1960), there was a >22-fold increase in the number of
articlesaswell asa>36-fold increase in the number of distinct
authors. As shown in Multimedia Appendix 2, in both
1991-1995 and 1996-2000, 4 of the top 5 journas were
cardiovascular-related journals. We thus identify this phase as
repurposing for cardiovascular diseases.

https://medinform.jmir.org/2020/6/€16739
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In Phase 4 (2001-2018), the number of articles per year grew
continuously and reached its peak (2164) in 2015, but the
percentage significantly reduced (Figure 1). From the
information presented in Table 1, we note that the numbers of
articles, distinct authors, and journalsin Phase 4 were all higher
than those in the previous 3 periods. The average number of
authors in this period had exceeded the total average (4.39).
Journals covering other topics, for example Cancer Management
and Research, Drugs & Aging, and World Neurosurgery, were
increasingly  represented  (Multimedia Appendix  2),
demonstrating that aspirin had been experimentally applied to
many other diseases. We thus mark this phase as repurposing
for other diseases.

To analyze drug repurposing through al 4 phases from the
biomedical entity perspective, we first computed the P3C
indicators of the top 10 diseases, drugs, and genesin the cohort
of aspirin articlesduring the period 1951-2018. The results show
that there are distinct patterns of these indicators in different
repurposing phases. To describe these patterns in detail, we
reorganized the 30 biomedical entities (the top 10 diseases, top
10 drugs, and top 10 genes) into the 4 phases of aspirin research,
according to when each achieved its maximum P;, which
indicates the focus of research in the field of aspirin. In each
phase, we further analyzed the change patterns of the P3C
indicators for the most popular biomedical entities, toinvestigate
thefeatures of different phases of drug repurposing, association
between entitiesand P3C indicators, and possible factorsdriving
drug repurposing at the biomedical entity level.

Before Repurposing

Only “rheumatoid arthritis” (RA) reached its maximum P; in
Phase 1, at 9.36%, as shown in Figure 2A and then exhibited a
downhill trend for the rest of the 3 phases, reaching a low of
0.63% in 2016-2018. As shown in Figure 2B, for the P, of RA,
there is only one significant increase of more than 0 in al 4
phases: 0.06 in 1951-1955 (Phase 1). This observation indicates
that the popularity of RA in 1951-1955 increased by 6%
compared to that in 1945-1950. It can aso be observed from
Figure 2C that the P; of RA was more than 5% during
1951-1980 and reached its maximum in Phase 1 (25%,
1960-1965), indicating that one quarter of the papers studying
RA were published in the top 20 journalsin the aspirin domain
in Phase 1. In the next 3 phases, the P; peaked twice, in Phase
2 (1971-1975) and Phase 3 (2001-2005), possibly relating to
the discovery of the mechanism of anti-inflammatory and
RA-induced cardiovascular diseases. Similar to P;, as shown
inFigure 2D, the Cl of RA peaked in 1956-1960 (40.44%), then
declined to 1.02% in 2016-2018, indi cating that around 40% of
authors in Phase 1 were studying RA, but only about 1.02%
authors still worked on the same disease in Phase 4.

In summary, in Phase 1, the P;, P,, P;, and Cl of RA reached
their maxima, or showed a significant increase, indicating that
RA was the disease upon which most research was focused in
the aspirin domain at this time. However, the value of these
indicators showed profound declinesin the next 3 phases, which
means that aspirin was studied in relation to other diseases and
isthus an ideal example of drug repurposing.
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Figure 2. The4 entitymetric indexes of the biomedical entity “ Rheumatoid Arthritis’ over time. The background colorsindicate the 4 phases of aspirin

research.
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Scientific Basisfor Repurposing

Asshown in Figure 3, there are 9 top biomedical entitiesin the
aspirin domain that reached their maximum P; in Phase 2,
including 3 diseases (“asthma’; “hypersensitivities, drug”; and
“ulcer, gastric”) and 6 drugs (indomethacin, acetaminophen,
dipyridamole, vitamin F, adenosine, and prostacyclin). The 3
diseases can all be side effects of aspirin, while the 6 drugs can
be divided into 3 categories: (1) competitors of aspirin, that is,
indomethacin and acetaminophen, which are analgesic and

https://medinform.jmir.org/2020/6/€16739
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antipyretic drugs, respectively, with fewer side effects; (2) the
antiplatelet drug dipyridamole; and (3) precursor substancesin
the pathway of the mechanism of action of aspirin (vitamin F,
adenosine, and prostacyclin). In contrast with RA, the P; of
these biomedical entities increased from Phase 1, peaked in
Phase 2, and then decreased, indicating that the side effects and
mechanisms of aspirin were studied in detail in Phase 2. The
P, of indomethacin in 1976-1980 (16.75%) was the highest
among these 9 entitiesin Phase 2, and vitamin F in 1981-1985
(11.19%) ranked second.
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Figure 3. The Popularity Index (Py) of the biomedical entities on the pharmacol ogical mechanismsand side effects of aspirin over time. The background

colors show the 4 phases of aspirin research.
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Figure 4 shows the P, of these 9 biomedical entities in the
aspirin domain over time. The P, of the 3 side effects had a
significant increase of more than zero in Phase 2, indicating
that interest in the side effects of aspirin increased sharply:
1961-1965 and 1976-1980, for “asthma’; 1961-1965 for
“hypersensitivities, drug”; and 1961-1965 for “ulcer, gastric.”
The time periods in which the P, of the 6 drugs showed
significant increases are generally later than those for the side
effects, such as 1971-1975 for indomethacin and 1981-1985 for
prostacyclin. This observation indicates that the discovery and
in-depth study of side effects may have positive effects on the
discovery of the mechanism of action of aspirin as well asthe
development of alternatives with fewer side effects.

Figure 5 shows the P; of these 9 biomedical entities in the
aspirin domain, demonstrating afeature commonto all 9 entities:

https://medinform.jmir.org/2020/6/€16739
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a gradual decline with a fluctuation in P; after reaching a
maximum in Phase 1 or Phase 2. The highest initial P; values
of “hypersensitivities, drug” and “ulcer, gastric” occurred in
Phase 1, revealing that both side effects had been taken serioudly
by researchersin Phase 1. The P; of “hypersensitivities, drug”
in 1956-1960 (33.33%) was higher than that of RA in 1956-1960
(25.00%). In 2011-2015, the P; of only 2 entities are over the
5% threshold: 5.82% for adenosine and 10.00% for prostacyclin.
In the aspirin domain, papers studying these 2 entities published
in the top 20 journals comprised more than 5% of papers
published in all of the journals indexed by the PubMed in
2011-2015. This observation indicates that the 2 entities were
still important foci of research in the aspirin domain.

It can be observed from Figure 3, Figure 5, and Table 3 that P,
on average, achieved its maxima 10.7 years earlier than P;. In

JMIR Med Inform 2020 | vol. 8| iss. 6 |€16739 | p.83
(page number not for citation purposes)


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

Lietd

JMIR MEDICAL INFORMATICS

into biomedical entities, aphenomenon that could be potentially

valuable for tracking the research frontiers of adrug.

particular, for “hypersensitivities, drug” and “ulcer, gastric,’
the intervals can be as long as 20 years. This observation

indicates that P; can reflect an early sign of academic interest

Figure4. The Promising Index (P5) of the biomedical entities on the pharmacol ogical mechanismsand side effects of aspirin over time. The background

colors show the 4 phases of aspirin research.
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Figure5. The Prestige Index (P3) of the biomedical entities on the pharmacol ogical mechanisms and side effects of aspirin over time. The background
colors show the 4 phases of aspirin research.
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Table 3. Intervals between the time periods of the maxima of P; and Ps.
Biomedical entity Time period of the maximum of Py (T1) Time period of the maximum of P3 (T2) T1-T2 (years)
Asthma 1986-1990 1966-1970 20
Hypersensitivities, drug 1966-1970 1956-1960 10
Ulcer, gastric 1976-1980 1956-1960 20
Indomethacin 1976-1980 1961-1965 15
Acetaminophen 1981-1985 1971-1975 10
Dipyridamole 1981-1985 1966-1970 15
Vitamin F 1981-1985 1971-1975 10
Adenosine 1971-1975 1966-1970 5
Prostacyclin 1981-1985 1976-1980 5

Theresultsof the Cl of these 9 biomedical entitiesintheaspirin  time. Among al 9 biomedical entities during 1951-2018,
domain are presented in Figure 6, which showsthat the Cisfor  indomethacin achieved the highest maximum Cl in 1976-1980
these biomedical entities have similar trendsto those of P, over  (19.79%), indicating that it became astrong competitor to aspirin

as an analgesic agent in Phase 2. This result also demonstrates
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that during the last 5-year period (2011-2015), the Cls of only
2 of the 9 entities were >5%, indicating that the 2 entities were
gtill the subject of research by a considerable number of
scientists (>2230) in the aspirin research community in
2011-2015. The 2 biomedical entitiesinclude*asthma’ (6.21%)
and adenosine (5.50%).

Based on the observation of P3C in Phase 2 and previous studies
on aspirin [34,35], we can conclude that, on one hand, the

Figure6. Collaboration Index (Cl) of the biomedical entitieson the pharm
colors show the 4 phases of aspirin research.

Lietd

in-depth investigation of the side effects and mechanism of
action of aspirin provided the knowledge basis and research
direction for drug repurposing. On the other hand, due to the
market competition from other drugs, aswell asthe seriousside
effects, pharmaceutical companies attempted to discover new
indicators for aspirin, in order to maintain the sales volume of

aspirin.

acol ogical mechanisms and side effects of aspirin over time. The background
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Repurposing Aspirin for Cardiovascular-Related
Diseases

In Phase 3, 5 top biomedical entities comprising 4 diseases and
1 drug reached their maximum P,, as shown in Figure 7A. The

4 diseases were al cardiovascular-related, including “ coronary
disease” (P; of 18.88% in 1996-2000), “ cerebral ischemia” (P;

of 2.57% in 1996-2000), “intracranial vascular disorder” (P; of
5.73%in 1991-1995), and “ischemic heart disease” (P, of 3.01%
in 1996-2000). Compared with Figures 2 and 3, the P; of the

https://medinform.jmir.org/2020/6/€16739
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previous 10 biomedical entities that peaked in the Phase 1 or
Phase 2 were considerably lower than that of coronary disease,
indicating that cardiovascular-related disease was the focus of
the aspirin domain in that time. Coronary disease is often
referred as ischemic heart disease and is the most common
cardiovascular-related disease worldwide; similarly, cerebral
ischemia and intracranial vascular disorder represent the same
condition, commonly known as stroke. These conditions were
reportedly the first and second most common causes of death
worldwide in the early 21st century [74]. The demand for the
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prevention and treatment of such fatal diseases could be one of
the factors driving the repurposing of aspirin for
cardiovascul ar-related diseases.

Theonly drug that reached its maximum P; in Phase 3isheparin
(11.92% in 1996-2000). As one of the most common
anticoagul ant drugs, heparin has always been the reference drug
for repurposing aspirin to treat cardiovascul ar-rel ated diseases,
which could be the reason for the increase in the academic
interest in heparin in the aspirin domain. There was another
peak of heparin in Phase 2 (5.03%, 1971-1975), which could
berelated to an increase in research into the mechanisms of the
antiplatelet effect of aspirin in Phase 2.

Figure 7B showsthe changesin P, of these 5 biomedical entities
over time. All 5 biomedical entities demonstrated a significant
increasein Phase 3. “ Coronary disease” and “ cerebral ischemia’
increased in 1991-1995, and “intracranial vascular disorder”,
“ischemic heart disease,” and heparin increased in 1991-1995.
The P, of the 2 entities also showed significant increases in
Phase 2, consistent with the fact that aspirin was clinically used
for coronary disease before the discovery of its antiplatelet
effect: 0.02 in 1976-1980 for “coronary disease” and 0.10 in
1971-1975 for heparin.

Lietd

The pattern of P for these 5 entities over timeis displayed in
Figure 7C. All 5 biomedical entities reached their maxima in
Phase 2, earlier than the maximum of P;. “Coronary disease’
reached a maximum in 1971-1975, and heparin reached a
maximum in 1961-1965. The difference from the previous
phasesisthat the P; of these 5 biomedical entities peaked again
in Phase 3. For instance, “coronary disease” peaked in
1991-1995, and heparin peaked in 1991-1995, indicating that
these biomedical entities were important topics of research in
both Phase 1 and Phase 3.

Figure 7D shows the Cl of the 5 biomedical entities during
1951-2018, in which the CI demonstrated a dynamic trajectory
very similar to that of P;. The maximum of “coronary disease”
in Phase 3 is highest at 22.91% in 1996-2000, indicating that
“coronary disease” attracted the greatest share of the authorsin
theaspirindomain. “Coronary disease” and “ cerebral ischemia”
in Phase 4 and heparinin Phases 2 and 4 surpassed the threshold
value of 5%. The ClI of “cerebral ischemia’ steadily grew after
Phase 3, showing a different trend from the other 4 biomedical
entities, which increased in Phase 1 and Phase 2, peaked in
Phase 3, and then dramatically decreased. This observation may
illustrate that “ cerebral ischemia,” unlike the other biomedical
entities, is still increasing in popularity and collaboration, so
additional increases are till expected.

Figure 7. The 4 entitymetric indexes of the biomedical entities on cardiovascular diseases in the aspirin domain over time. The background colors

show the 4 phases of aspirin research.
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Repurposing Aspirin for Other Diseases

In Figure 8, there are 15 biomedical entities that reached their
maximum P; in Phase 4. Unlike the previous phases, most of
the biomedical entities were genes and can be divided into 3
categories according to the diseases to which they are related:
(1) inflammatory-related genes (eg, COX-2, LPLA2, and
TNF-a), (2) cardiovascular-related genes (eg, COX-1, CD143,
plasminogen, LDLCQ3, GPllb, P2Y,,, and tPA), and (3)
cancer-related genes (eg, TNFa, COX-2, COX-1, and LPLA2).
These observations indicate that aspirin was actively studied
for these 3 aspects of diseases from the perspective of genesin
Phase 4. In particular, the maximum P; of COX-2 was the
highest among these 15 biomedical entities at 21.97% in
2001-2005, revealing that COX-2 was considered to be very
important in the aspirin domain at that time.

Figure 8 also shows that the P; of 2 diseases peaked in Phase
4. One is “diabetes” whose P; in 2006-2010 was 6.83%. In
fact, as early as 1875, Ebstein and Miiller [75] discovered that

Lietd

aspirin had the effect of lowering blood glucose levels. Inspired
by this observation, scientists have since been trying to use
aspirin for the treatment of diabetes [75]. There are several
peaks in the P; of “diabetes’ in previous phases. In the 21st
century, it has been recommended that patients with diabetes
who have anincreased risk of cardiovascular diseasetake aspirin
as a primary preventative [5,76]; this could be the reason why
the academic interest in “diabetes’ in the aspirin domain
increased again. The other disease is“ carcinomas, colorectal”
Its P, peaked in 2001-2005 and then increased significantly
after a small decline in 2006-2010, a pattern which is very
different from other diseasesin the aspirin domain. Repurposing
aspirin for the treatment of colorectal carcinomas appearsto be
a focus of research in the aspirin domain today. The P, of 3
drugs also peaked in Phase 4, including the antiplatelet drugs
clopidogrel and ticlopidine, which are competitors of aspirin as
antiplatelet drugs[35], and warfarin, which isan anticoagul ation
drug that issimilar to heparin and has been found to be superior
to aspirin for secondary prevention of ischemic stroke with
nonvalvular atrial fibrillation [77,78].

Figure 8. The Popularity Index (Py) of the biomedical entities on repurposing aspirin for other diseases over time. The background colors show the 4

phases of aspirin research.

L3
T
3
3
4
3
2
1

Diabetes Carcinomas, Colorectal Clopidogrel Ticlopidine Warfarin

4 20 5
35 18 7

: . : s :
15 15 12 |
] 10 4
15 1o b 3
/\ ‘ : // i

o : :
(] 2 1
(1) o / L] L]
-

Py (%)

= = m W & oW @

17 62018

ZZZZZIEZZEZRAEREA

........

..............

Figure 9 presents the changes in P, of these 15 biomedical
entities over time. All of the genes demonstrate an increase of
more than 0 in Phase 4. Unlike these genes, the diseases and
drugs showed several significant increases of more than 0 in
different phases, which reflects alonger history of research in
the aspirin domain. For example, the increases occurred in
1956-1960, 1996-2000, and 2001-2005 for “diabetes’;
1996-2000, 2001-2005, and 2006-2010 for clopidogrel; and
1971-1975 and 1991-1995 for warfarin.
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The changesin P; of these 15 biomedical entities over time are
shownin Figure 10, from which we can maketwo observations.
First, the P; of these biomedical entities demonstrated that the
time period of the maximum of P; was much earlier than that
of the maximum of P;. Second, unlike the biomedical entities
noted in previous sections, the diseases and drugs had =2
significant peaks in different phases. For instance, “diabetes’
had peaks of 42.86% in 1956-1960, 25.00% in 1971-1975, and
14.22% in 1996-2000, and “carcinomas, colorectal” had peaks
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of 33.33%1in 1981-1985, 15.91% in 1991-1995, and 14.15%in
2006-2010. These numbersindicate that these entities attracted
considerable interest in the field of aspirin research and
high-impact papers on these conditions were published.
However, the genes usually had only one peak in P; in Phase 3
or 4, illustrating that these genes are relatively new topics in
the aspirin domain.

The CI data for these 15 biomedical entities are presented in
Figure 11, which shows that the maximum CI for COX-2 isthe

Lietd

highest, at 34.37%, in 2001-2015, denoting that COX-2 was
the focus of aspirin research in Phase 4; the research and
development of Vioxx, a selective COX-2 inhibitor with fewer
side effects, may be one of the reasons[79]. The Cl of 2 drugs,
clopidogrel (25.54% in 2001-2015) and ticlopidine (20.74%in
2006-2010), reveals fierce competition between aspirin and
these alternative antiplatel et drugs. This competition could have
driven the repurposing of aspirin for other diseases, especially
cancers, that have an urgent demand for effective treatment.

Figure 9. The Promising Index (P,) of the biomedical entities on repurposing aspirin for other diseases over time. The background colors show the 4

phases of aspirin research.
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Figure 10. The Prestige Index (P3) of the biomedical entities on repurposing aspirin for other diseases over time. The background colors show the 4

phases of aspirin research.
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Figure 11. The Collaboration Index (Cl) of the biomedical entities on repurposing aspirin for other diseases over time. The background colors show

the 4 phases of aspirin research.
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Discussion

Principal Findings

This study examines drug repurposing from the perspective of
the evolution of biomedical entities, using aspirin as the study
subject. It is of paramount importance for drug discovery to
identify the factors that drive repurposing as well as potential
patterns among biomedical entitiesin various phases of the drug
research timeline. The main contribution of this paper istwofold.
First, we proposed 4 entitymetric indices (P3C) to quantify
changesin academic interest in biomedical entitiesand to reveal
the granular process of drug repurposing. Second, we divided
aspirin research into 4 phases, including origina use
(1951-1960), in-depth studies of pharmacol ogical mechanisms
and side effects (1961-1990), repurposing for
cardiovascular-related diseases (1991-2000), and repurposing
for other diseases (2001-2018), taking into consideration 3
granular perspectives—disease, drug, and gene—that contribute
to a comprehensive understanding of the features of the
repurposing process.

Our entitymetric results indicate that aspirin is representative
of the process of drug repurposing. The research findings can
be summarized as follows. In Phase 1, aspirin was routinely
used to ease pain, fever, and inflammation and was often used
in the treatment of RA [34], with a P3C that peaked in
1951-1960. Despite the widespread use of aspirin, at this stage,
its mechanism of action was not well understood [34]. In Phase
2, the side effects and mechanisms of actions of aspirin were
studied extensively, as shown by the maxima of P; and Cl, as
well as asignificant increase in P, for the relevant biomedical
entities in 1961-1990. The anti-platelet effect [70], inhibition
of prostaglandin synthesis [71], and acetylation effect on the
enzyme cyclo-oxygenase [72] were uncovered. These
discoveries provided a solid knowledge foundation for the
successful repurposing of aspirin. The highest P; in 1961-1990
was for indomethacin (16.75%), denoting fierce competition
with aspirin for itsoriginal use. Thiscould be one of the factors
contributing to the repurposing of aspirin.

In Phase 3, aspirin was successfully used for severa
cardiovascular-rel ated diseases because of its antiplatel et effects
[80]. The related diseases and drugs achieved their highest
values of P, and Cl as well as significant increases in P, in
1991-2000. As these diseases are the most common diseases
worldwide, according to data from the World Heath
Organization [ 74], the demand for the prevention and treatment
of fatal diseases is also another potential factor driving drug
repurposing. In the last phase, there was a large number of
studies suggesting the use of aspirin for other diseases,
especialy colorectal cancer [36]. The greatest difference from
previous phasesis that aspirin was studied at the genetic level.
Ten genes reached their maxima of P; and Cl as well as an
apparent increase in P, in 2001-2018. This observation could
indicate that the devel opment of modern science and technol ogy,
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such as gene sequencing, molecular simulation, and deep
learning, accel eratesthe process of drug repurposing of aspirin.
Meanwhile, 2 fatal diseases— diabetesand colorectal carcinoma
— aswell as 3 competitive drugs of aspirin as an antiplatel et
agent — clopidogrel, ticlopidine, and warfarin (an anticoagul ant
and competitor with aspirin for stroke prevention) — also had
peak P; and Cl values and agreat increase in P,.

Methodologically, in this study, we developed 4 entitymetrics
and demonstrated how to use them to investigate the process
of drug repurposing. The results demonstrate that the maxima
of Py, P;, and Cl areclosely associated with the different phases
of research of aspirin repurposing. The P; and Cl metrics can
indicate dynamic trends in academic interest in a given
biomedical entity over a long time period. For instance,
long-lasting increasesin P, and CI signal interest in repurposing,
while P, is more sensitive to immediate changes in academic
interest in a specific biomedical entity, since it takes into
consideration datafrom the two most recent periods. Moreover,
P; can reflect aresearch focusfar earlier than the other 3indices,
which means that a continuously high P; may bevaluable asan
early signal of the emergence and transfer of research topicsin
drug research. If P; doesindeed have predictive power, it could
be due to the involvement of top domain experts in the peer
review of manuscriptsin top journals with high impact factors
[81,82]. Additionally, due to their easy implementation and
interpretability, these indices can be applied in multiple domains,
such as drug assessment, drug discovery, and
pharmacovigilance.

Limitations and Future Directions

There are several limitationsin the current paper. First, the data
included in our analysis are limited to articles indexed in
PubMed. Some real-world data, such as electronic health
records, clinical trials, and social media, in which aspirin and
its related biomedical entities were mentioned, should be
included. In our future work, we will use different types of data
sources for studying drug repurposing and take into account
other entities related to drugs, including other biomedical
entities, such as pathways, proteins, and cells, and
non-biomedical entities, such as authors, institutions, and
countries. The landscape of collaborations between academic
ingtitutions and pharmaceutical companies could affect the drug
repurposing process. Second, there are several ways of
measuring theimpact of ajournal, such astheimpact factor and
relative citation ratio. Third, this study mainly focused on
investigating the repurposing journey of aspirin, but we did not
test whether it can be used to predict future drug repurposing.
In future studies, wewill evaluate the different impact measures
of ajourna and choose a proper measure better fitted to the
chosen drug. Furthermore, wewill also aim to test the proposed
metricson other drugsto understand their repurposing journeys
(eg, metformin) to see whether generalized patterns exist in
different repurposing processes.
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Abstract

Background: Itisimportant but challenging to understand the interactions of multiple chronic conditions (M CC) and how they
develop over time in patients and populations. Clinical data on MCC can now be represented using graphical models to study
their interaction and identify the path toward the devel opment of MCC. However, the current graphical models representing MCC
are often complex and difficult to analyze. Therefore, it is necessary to develop improved methods for generating these models.

Objective: This study aimed to summarize the complex graphical models of MCC interactions to improve comprehension and
aid andysis.

Methods: We examined the emergence of 5 chronic medical conditions (ie, traumatic brain injury [TBI], posttraumatic stress
disorder [PTSD], depression [Depr], substance abuse [ SuAb], and back pain [BaPd]) over 5 years among 257,633 veteran patients.
We devel oped 3 algorithms that utilize the second eigenval ue of the graph L aplacian to summarize the complex graphical models
of MCC by removing less significant edges. Thefirst algorithm learns a sparse probabilistic graphical model of MCC interactions
directly from the data. The second algorithm summarizes an existing probabilistic graphical model of MCC interactions when a
supporting dataset isavailable. Thethird algorithm, which isavariation of the second algorithm, summarizesthe existing graphical
model of MCC interactions with no supporting data. Finally, we examined the coappearance of the 100 most common terms in
the literature of MCC to validate the performance of the proposed model.

Results. The proposed summarization algorithms demonstrate consi derabl e performance in extracting major connections among
MCC without reducing the predictive accuracy of the resulting graphical models. For the model learned directly from the data,
the area under the curve (AUC) performance for predicting TBI, PTSD, BaPa, SuAb, and Depr, respectively, during the next 4
years is as follows—year 2: 79.91%, 84.04%, 78.83%, 82.50%, and 81.47%; year 3: 76.23%, 80.61%, 73.51%, 79.84%, and
77.13%; year 4. 72.38%, 78.22%, 72.96%, 77.92%, and 72.65%; and year 5: 69.51%, 76.15%, 73.04%, 76.72%, and 69.99%,
respectively. Thisdemonstrates an overall 12.07% increasein the cumulative sum of AUC in comparison with the classic multilevel
temporal Bayesian network.

Conclusions: Using graph summarization can improve the interpretability and the predictive power of the complex graphical
models of MCC.
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Introduction

Background

Clinical data on multiple chronic conditions (MCC) are often
complex [1-4] and large [5-8]. These challenging data sets can
be effectively represented in terms of graphical models [4,9].
A graphical model expresses the conditional dependencies
among variables (MCC) using graph structures, where the
dependencies are represented by directed or undirected edges
and the variables are represented by nodes [10,11]. Analyzing
these graph structures enables us to get an insight into the
interactions among different chronic conditions as well as the
path toward developing MCC [12]. Graphical models can aso
be used for the (quantitative) prediction of the occurrence versus
nonoccurrence of new chronic conditions over time, based on
the existing conditions, sociodemographic factors, and so on
[4,13-15]. With the advancement of medical technology, the
amount of data collected from different electronic medical
records systems is increasing. Thus, such disease interaction
graphs are becoming larger and more complex. For example, a
graphical model to characterize the interaction among 30 MCC
over time requires more than 1 billion edges to investigate, or
atemporal graphical model to represent the relationship among
5 MCC over 5 years (time stages) requires over 400 edges to
explore. There are d so numerous examples of complex networks
in gene expression and molecular analysis[8,16,17]. However,

a large graph may have less significant edges or noisy
connections, which will affect the accuracy of analysisand slow
down the learning and prediction process in big data settings.
Such an unsummarized graph is shownin Figure 1 (and Figure
2). Meanwhile, medical practitioners often need more concise
representation to interpret the results, such asunderstanding the
major evolution paths of MCC for planning proper intervention
[9,18].

Thus, instead of using a fully/densely connected network for
analysis, choosing a network with fewer but more informative
connections can improve the training and querying process.
However, the main questions are as follows: (1) What are the
least/most informative parts of the graphical models? (2) How
can such information be leveraged to summarize graphical
models without losing considerable predictive/inference
accuracy? and (3) How can an algorithm of thistype be applied
to learn a compact graph directly from the data? Effective
summarization algorithms are the ones that preserve the most
important structures of the original graphical model, focus on
major patterns/aspects of the data, and maintain the original
graph distribution (the conditional probability distribution of
the original graph). They should also be capable of querying or
identifying substructures/patternsin aspecific set of nodes/triads
(local queries) of the graph structures as well as the complete
graph (global queries) to study the globa influence of
conditioned states.

Figure 1. Learning sparse graphical models directly from emergence data on multiple chronic conditions using (&) the unsummarized graphical model
(A=0) and (b) the summarized graphical model using the EAGL structure learning algorithm (A=1000) in which each node is a binary (0,1) variable
representing the status (presence or absence) of a chronic condition in a particular year, that is, TBI'Y 1 denotes the status of traumatic brain injury at
year-1 (base year) and BaPaY 5 denotes the status of back pain in year-5. BaPa: back pain; TBI: traumatic brain injury; PTSD: posttraumatic stress
disorder; SuAb: substance abuse; MCC: multiple chronic conditions; EAGL : eigenvalue analysis of the graph Laplacian.
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Figure 2. (a) Unsummarized probabilistic graphical model of the emergence of MCCs. (b) The summarized probabilistic graphical model using the
EAGL summarization algorithm at a 20% summarization rate. Each node is a binary (0,1) variable representing the status (presence or absence) of a

chronic condition in a particular year, that is, TBIY 1 denotes the status of TBI at year-1 (base year), and BaPaY 5 denotes the status of BaPain year-5.
BaPa, back pain. In the figure, BaPa: back pain; TBI: traumatic brain injury, PTSD: posttraumatic stress disorder and SuAb: substance abuse, MCC:

multiple chronic condition, EAGL: eigen analysis of graph Laplacian.
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Graph summarization is aso affected by factors such as data Objective

volume and complexity (structure, heterogeneity, and
abstraction), dynamic/static nature of the graph, efficiency of
the inference procedure, and computational complexity of the
summarization approach [19]. Existing graph summarization
approaches can be divided into 5 major categories:

1. Clustering-based approaches, which aggregate nodes into
super-nodes and connect them using super-edges, including
spectral  clustering [20-22], coclustering [23], cross
association [24], shingle ordering [25,26], GraSS[27], and
COARSENET [28].

2. Community-based approaches, which aggregate all the
nodesthat belong to the same community and superimpose
edge weights by summing up the weights of the original
edges [29-32].

3. Simplification-based approaches, which remove less
important nodes/edges, including OntoVis[33], EgoCentric
[34], and MDL -based approaches [35-39].

4. Pattern set mining approaches, which create subgraphs
based on the extracted patterns, including VNM [39],
SUBDUE [40], VoG [35], Oddball [41], and Pegasus [42].

5. Node/edgeimmunization/del etion approaches, which select
the best flow of the information from the source to the
destination node, including MIOBI [43] and NetMelt [44].
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In this work, we propose a graph summarization approach that
utilizes the second eigenvalue analysis of the graph Laplacian
(EAGL) to identify and prune less informative edges of the
complex graphical models of MCC interactions. The intuition
behind the proposed EAGL criterion is that the eigenvalue of
the graph Laplacian of agraphical model isan effective measure
of the connectivity and information flow [45,46]. Theeigenvalue
of the graph Laplacian also captures graph robustness, clustering
coefficient, node importance, and several other properties
[47,48]. The proposed simplification method can be utilized to
(2) learn asparse graphical model of MCC interactions directly
from the data by adding a regularization term to an existing
score-hased structure learning algorithm to achieve a desired
level of sparsity or (2) summarize a given graph of MCC
interactions by removing less significant edges (with or without
supporting data set) to speed up the inference process without
sacrificing the predictive accuracy considerably (Figure 3). We
applied the proposed approach to study conditional relationships
(dependencies) among 5 multiple chronic medical conditions,
including posttraumatic stressdisorder (PTSD), traumatic brain
injury (TBI), depression (Depr), back pain (BaPa), and substance
abuse (SuAb), aswell as most commonly related (coappeared)
termsin the literature of MCC.
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Figure 3. Visual representation of the proposed EAGL Algorithm for summarizing a directed probabilistic graphical model based on an available

dataset.
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Methods according to the dependencies represented in the graph, resulting
in the decomposition property of the BN:
Praobabilistic Graphical M odels |7E|

A probabilistic graphical model is specified as a tuple, B =

(G,P), where G denotes a graph that may be directed acyclic The decomposition property makes the Bayesian inference
(in Bayesian networks, BN) or undirected (inaMarkov random ~ Process simple. This model is also known as the recursive
field), and P(X,Xo,... ... X)) denotes the joint probability ~Model. Here, we use binary variables (nodes) representing
distribution defined by conditional probabilitiesof theform P(x ~&ving or not having a chronic condition (TBI, PTSD, BaPa,
= xJPa(X = x,_1)), where X (upper case) denotesthe conditional Depr, and SUADb) for the probabilistic graphical models.

variables, x (lower case) denotes the associated values of the  Graph Laplacian
conditional variables, and Pa(X = X, ;) denotes the parents of - e graoh | aplacianisamatrix representation of agraph, which
aX[9-11,49-52]. G (VE) consists of vertices (V), that is, MCC  ¢an be used to study various properties of agraph. Thefirst and

conditions, and arcsledges (E), that is, MCC  gsecond smallest eigenvalue of the graph Laplacian can be used
interactions/connections, corresponding to therandom variables g extract useful information such as graph communities (first

of consideration. The network represents the joint distribution  gmgj|est eigenvalue) and sparsest cut in agraph (second smallest
over the random variables/nodes, which can be factored
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eigenvalue) [45,53]. For an undirected graph, G (V,E), thegraph
Laplacian L(G) isdefined asL = D-A, where A isthe adjacency
matrix, D isthe degree matrix, and the elementsof L are defined

asfollows[45,54]:
@]

For a directed graph, we can consider both in- and out-degree
to form the degree matrix [55,56]. In this work, we used the
algorithm proposed by Fan et a [56] for deriving the graph
Laplacian of directed graphica models, which is one of the
most prominent methodsin the literature and is straightforward
to implement.

Summarizing While L ear ning the Structure of the
Praobabilistic Graphical Models Directly From Data

Figure 4 presents the maor steps of the proposed EAGL
algorithm for learning the sparse probabilistic graphical model
structure directly from the data. The algorithm utilizes an
iterative score-based method (K2, min-max hill-climbing, etc)

Faruqui et al

to learn the edges (relationship) between nodes [49,57] while
incorporating an active learning regularization term based on
the second eigenvalue of the Laplacian of the adjacency matrix
(graph Laplacian) of the graph from its previous iteration to
penalize for the inclusion of less informative edges. The size
of the regularization term is controlled by changing the tuning
parameter A to achievethedesired level of sparsity. In this paper,
we considered the maximum weight spanning tree (MWST) +
K2 agorithm as the base learning algorithm along with the
second eigenvalue of the graph Laplacian to learn a sparse
structure for the probabilistic graphical model from the data.
For agiven data set, the MWST algorithm [50] isused to learn
the initial node ordering [58]. Utilizing the ordered nodes, a
greedy search method such as K2 algorithm incrementally learns
the directed acyclic graph (DAG) structure from the data [52].
The regularization term is added to the K2 score function to
learn the sparse representation of the DAG structure. The
analysis of the computation complexity of the EAGL algorithm
is provided in the Computational Complexity subsection.

Figure 4. Algorithm for summarizing while learning the structure of the probabilistic graphical models directly from data.

Input: Data, 7 = X, X5, X3,...
Tuning parameter, A

v v v, Xy, (1 1S the number of nodes/variables)

Learning the Node Ordering
0l.fori=1to(n—1)do

02. for j=2tondo

s Plaixjly) : .
03. Erli,j] < Xiy, =, P(xi,xj, i) log P(i-,-)g(li'j; # Mutual information
04.

05. Order + TopologicalSort(Er) [58];

Learning the Structure [52]

06. for i in Order do

07. i) + 0

08. Pa g(iq m‘)

09. OkToProceed:=TRUE

10. while OkToProceed & |7[i]| < n do

11. let, z be node in Pred(x[i]) - x[i] that maximizes g(i, x[i], )z)

12. P(B_,.:ﬁﬁ) (_‘D(Bs) ;’—ll_[(;Ll (

=D 4 o eig(Laplacian(m;))

13. Pnew + P(B;, %)

14. if Pyoy > Py then

15. Ford < Poew

16. rli] « mli] U{z}

17. else OkToProceed:=FALSE
18. DAG]i] + x[1]

Output: DAG

Summarizing an Existing Probabilistic Graphical
Model With Supporting Data

Figure 5 presents the major steps of the proposed EAGL
algorithm for summarizing probabilistic graphical modelswhen
a supporting data set is available. The algorithm starts with a
given probabilistic graphical model and drops edges one at a
time while monitoring the changes in the second eigenval ue of
the graph Laplacian. Then, it prunes the edge/s with minimum
changes (removal) in the second eigenvalue of the graph
Laplacian. Thereare 2 possible strategies for pruning the edges:

http://medinform.jmir.org/2020/6/€16372/
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(1) single edge removal—where at each stageit prunesthe edge
with the minimum change in the second eigenvalue—and (2)
multiple edge removal—where at each stage it prunes al the
edges whose change in second eigenvalue is less than a preset
value (eg, 0.05). The algorithm then stopswhen further pruning
the remaining edges change will result in a significant change
inthe second eigenvalue (ie, >0.05). Onceall the noninformative
edges have been pruned, the conditional dependencies are
updated based on the supporting data. The analysis of the
computation complexity of the algorithm is provided in the
Computational Complexity subsection.
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Figure5. Algorithm for summarizing an existing probabilistic graphical model with supporting data.

Input: DAG : Unweighted Directed Acyclic Graph; G.
Iteration : Number of Iteration to run
Ratio : Desired Compression Ratio
GroupSummarization : Group Elimination of Edges or One Edge at a time (TRUE or FALSE)
01. G + DAG
02. for i = 1 to Iteration do
03. Trav_Tree< Trav_Tree _Extraction(G)
04. LDAG+Graph_Laplacian(G)
05. Top_K_Eigen + Eigen_Top_K(LDAG)
06. Store_Index [j,k] for all ”1” in DAG
07. for (j, k) in Store_Index do
08. TDAG <+ DAG[j.k] (— 0)
09. T_LDAG 4 Graph_Laplacian(TDAG)
10. T_Top_K_Eigen < Eigen_Top_K(T_LDAG)
1. EigenChange «+ Get_Absolute_EigenChange (Top_K_Eigen.T_Top_K_Eigen)
12. DiffEigenChange[j k] + EigenChange
13. for Each cell in DiffEigenChange do
14, if GroupSummarization := TRUE:
15. if DiffEigenChange[j.k]>0 && DiffEigenChange[j.k]>(Ratiox Top_K_Eigen)
16. CDAG(j.k]+ 1
17. elseif Trav_Tree[j.k] :=1
18. CDAG[j.k]+ 1
19. elseif:
20. if DiffEigenChange[j.k] >0 && DiffEigenChange[j.k]>minimum(EigenChange)
21. CDAG([],k]+ 1
22. elseif Trav_Tree[j.k] :=1
23, CDAG[j.k]+ 1
24, if DAG==CDAG:
25. break;
26. else:
27. DAG=CDAG

Output: DAG (Updated Compressed)

Summarizing an Existing Graphical M odel Without
Supporting Data

Excluding the step/s to update the remaining conditional
dependenciesin Figure 5 (after dropping each edge) will result
in the summarization algorithm with no supporting data (see
the subsection Summarizing a Graphical Model of Multiple
Chronic Conditions Terms Wth No Supporting Data for results).

Structural Constraints

To avoid creating isolated nodes or islands (cluster of isolated
nodes) that affect the accuracy of inference and prediction
(especially intemporal graphical models), we use graph traversal
methods, specifically depth-first search (DFS) [59] to preserve
apath between theroot and leaf nodes (for information passing
between nodes). The path attained from the graph traversal is
considered as a constraint in the EAGL algorithm.

Dynamic Graph

Considering the consecutive time instances of the dynamic
graph, that is, t and t + 1, as a static graph, and applying
appropriate structural constraints as discussed above, that is,

DFS, the EAGL algorithm can be used to summarize dynamic
graphical models aswell.
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Results

Study Population

Therelationship among the emergence of MCC can be expressed
effectively using probabilistic graphical models, where nodes
represent the emergence of chronic conditions, that is, BaPa,
Depr, and so on, and edges show the statistical relationship
(conditional dependency) between them (BaPaand Depr). Here,
we are interested in sparse learning of the structure and
parameters of the probabilistic graphical model using the EAGL
algorithm based on an available data set of the emergence of
MCC. Our deidentified datawere collected from alarge national
cohort of US military veteran patients (N=608,503), who were
deployed in support of the wars in Afghanistan and Irag and
began receiving care in the Veterans Health Administration
(VA) between 2002 and 2011. For the purpose of thisanalysis,
we have only considered patients who received care each year
for thefirst 5 years after entering VA care (N=257,633). Dropout
may result from not requiring care, dropping out of VA care,
or death. Thisstudy received institutional review board approval
from the University of Texas Health Science Center at San
Antonio and the Bedford VA Hospital, with a waiver of
informed consent. A summary of the study population is shown
in Table 1.
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Table 1. Demographics of the patients included in the study.

Faruqui et al

Demographics Serial number
1 2 3 4 5 6
Race White Black Hispanic Asian Native Unknown
Gender, n (%)
Male 148,355 (57.58) 35,758 (13.88) 25,373 (9.85) 5639 (2.19) 3081 (1.20) 2135(0.83)
Female 19,183 (7.45) 11,828 (4.59) 4232 (1.64) 981 (0.38) 707 (0.27) 361 (0.14)
Marital status, n (%)
Married 74,487 (28.91) 23,308 (9.05) 14,523 (5.64) 3067 (1.19) 1747 (0.68) 1346 (0.52)
Unmarried 93,051 (36.12) 24,278 (9.42) 15,082 (5.85) 3553 (1.38) 2041 (0.79) 1150 (0.45)
Agegroup (years), n (%)
18-30 96,799 (37.57) 20,047 (7.78) 17,016 (6.60) 3235 (1.26) 2115 (0.82) 1062 (0.41)
31-40 36,003 (13.97) 12,468 (4.84) 6606 (2.56) 1361 (0.53) 925 (0.36) 625 (0.24)
41-50 26,167 (10.16) 12,710 (4.93) 4758 (1.85) 1564 (0.61) 564 (0.22) 673 (0.26)
251 8569 (3.33) 2361 (0.92) 1225 (0.48) 460 (0.18) 184 (0.07) 136 (0.05)
Education, n (%)
Unknown 2334 (0.91) 658 (0.26) 386 (0.15) 131 (0.05) 60 (0.02) 51 (0.02)
Lessthan high school 2037 (0.79) 504 (0.20) 360 (0.14) 60 (0.02) 60 (0.02) 22(0.01)
High school graduate 129,921 (50.43) 37,506 (14.56) 23,592 (9.16) 4732 (1.84) 3004 (1.17) 1808 (0.70)
Some college 16,743 (6.50) 4819 (1.87) 2933 (1.14) 598 (0.23) 376 (0.15) 287 (0.11)
College graduate 12,024 (4.67) 3160 (1.23) 1893 (0.73) 879 (0.34) 217 (0.08) 223 (0.09)
Post collegeeducation 4479 (1.74) 939 (0.36) 441 (0.17) 220 (0.09) 71(0.03) 105 (0.04)

L earning Spar se Probabilistic Graphical M odels
Directly From Data

The EAGL algorithm begins with a DAG structure provided
by ascore-based algorithm [9,49], that is, MWST + K2. It then
calculates the second eigenval ue of the graph Laplacian for the
obtained DAG. Next, it multiplies the second eigenvalue with
a tuning parameter. It adds it as a penaty term to the main
scoring function to determine which edges to remove for the
next iteration. The last 2 steps are repeated until a stopping
criterion is met.

Figure 1 illustrates 2 graphical models, which have been
estimated with different choices of the tuning parameter (A) to
control the sparsity in the EAGL algorithm: (1) the
unsummarized graphical model without apenalty (A=0) and (2)
a summarized graphical model with a large tuning parameter
(A=1000). Thetuning parameter was set at A=0 (Figure 4), which
results in an unsummarized graphical model [9] that provides
ayear 2 predictive accuracy of TBI=75.69%, PTSD=78.97%,
BaPa=63.16%, SuAb=72.93%, and Depr=68.24%, compared
with 72.34% reduction in the number of edges, and year 2
predictive accuracy of TBI=79.91%, PTSD=84.04%,
BaPa=78.83%, SuAb=82.50%, and Depr=81.47% for the
summarized graphical model (A=1000; Figure 1, summarized
graph; Table 2).

http://medinform.jmir.org/2020/6/€16372/

To evaluate the model, the area under the curve (AUC) of the
receiver operating characteristic (ROC) curve [60] was
considered. ROC curvesaretoolsused toillustrate the diagnostic
ability of a binary classifier at different threshold values. The
curves are created by plotting the true positive rate (probability
of detection) against the fal se positive rate (fal se detection ratio)
at the threshold settings. This plot can be summarized into a
single metric by calculating the area under the ROC curve. The
AUC identifies how much amodel is capable of distinguishing
between different classes. AUC values range between 0 and 1,
with higher values representing better classification accuracy.
Table 2 illustrates the predictive accuracy of the learned
graphical model under different choices of tuning parameters
A=0,102,10%,...,10° (\=0 represents the classi cal/unsummarized
graphical model) using the AUC metrics based on 10-fold
cross-validation. It also shows the predictive performance of
the learned graphica model using the popular Akaike
information criterion (AIC). The superior predictive accuracy
of the sparse graphical model by the EAGL agorithm can be
attributed to the removal of spurious (less significant edges)
edgesin the graph, which improvestheinformation propagation
through high-confidence paths on the graph. Table 2 also
compares the performance of the EAGL with another popular
approach, AIC, which achieves 66.67% edge removal and year
2 predictive accuracy of TBI=59.49%, PTSD=63.45%,
BaPa=78.51%, SuAb=61.32%, and Depr=59.05%.
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Table 2. The area under the curve performance of the sparse probabilistic graphical model learned by the eigenvalue analysis of the graph Laplacian

algorithm directly from the data with different choices of tuning parameters ()\=O,10‘2,10_1,...,105) for predicting future comorbidities (year 2 to year
5), given the comorbidity information of the past year (year 1), along with the area under the curve performance of a comparing agorithm, namely,
Akaike information criterion (AIC) as well as the associated summarization ratios.

Predictionyear ~ Lambda
0.00 0.01 0.10 1.00 10.00 100.00 1000.00 10000.00  100000.00 AIC
Year 2 (%)
TBI2 75.69 75.69 75.69 75.88 76.69 79.57 79.91 79.88 79.88 59.49
PTSDP 78.97 78.97 79.08 79.53 81.31 83.11 84.04 83.70 83.70 63.45
BaPsC 63.16 63.16 63.16 63.63 4857 78.29 78.83 78.82 78.82 78.51
SuAbd 72.93 72.93 73.04 73.33 75.22 74.58 82.50 85.00 85.00 61.32
Depr® 68.24 68.24 68.27 68.45 71.02 74.26 81.47 81.61 81.61 59.05
Year 3 (%)
TBI 72.22 72.22 72.19 72.63 74.82 76.28 76.23 76.11 76.11 62.28
PTSD 76.01 76.01 76.02 76.84 78.71 80.11 80.61 80.35 80.35 61.95
BaPa 60.92 60.92 60.98 61.82 70.07 73.15 7351 73.84 73.84 73.27
SuAb 70.80 70.80 70.82 71.02 73.62 68.51 79.84 81.13 81.13 61.83
Depr 65.16 65.16 65.18 65.93 69.01 70.48 77.13 77.10 77.10 56.09
Year 4 (%)
TBI 70.86 70.86 70.81 71.11 72.96 73.20 72.38 72.39 72.39 60.71
PTSD 73.21 73.21 73.35 74.11 75.97 78.00 78.22 77.84 77.84 61.97
BaPa 61.81 61.81 61.82 62.50 69.96 72.98 72.96 72.61 72.61 72.84
SuAb 68.97 68.97 68.82 68.34 70.88 74.96 77.92 79.64 79.64 60.72
Depr 64.73 64.73 64.79 65.09 67.29 68.00 72.65 73.54 73.54 56.23
Year 5 (%)
TBI 70.88 70.88 70.92 71.78 72.50 73.47 69.51 69.38 69.38 59.70
PTSD 72.72 72.72 72.88 73.43 75.21 76.50 76.15 74.86 74.86 60.59
BaPa 53.46 53.46 5341 54.09 69.63 72.64 73.04 68.52 68.52 72.30
SuAb 63.73 63.73 63.74 61.34 63.46 73.65 76.72 77.26 77.26 61.46
Depr 64.01 64.01 64.11 64.87 66.58 67.89 69.99 71.37 71.37 56.07
Edge details
Edges, n 141 140 139 128 107 73 39 24 24 47
Edgeremoval 0.00 0.71 142 9.22 2411 48.23 72.34 82.98 82.98 66.67

(%)

8TBI: traumatic brain injury.

bpTSD: posttraumatic stress disorder.
“BaPa: back pain.

dSuADb: substance abuse.

®Depr: depression.

Figure 6 studies the relationship between the changes in the
tuning parameters and the second eigenvalue of the graph
Laplacian, which shows no change (in the second eigenvalue)
over very small/large choices of the tuning parameters and
logarithmic growth over other (midrange) choices of the tuning
parameter. From Figure 7, we observed asimilar pattern between
changes in the tuning parameters and model sparsity and
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predictive accuracy, where very small (<0.01) or very large

(>10% changesin the tuning parameter did not improve the edge
remova rate and/or predictive accuracy. Meanwhile, other
choices of tuning parameters generally improve both sparsity
and predictive accuracy. Therefore, the change in the second
eigenvalue of the graph Laplacian can be used as a stopping
criterionfor EAGL agorithm; specifically, whenincreasing the
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tuning parameter does not change the second eigenvalue of the
graph Laplacian, the algorithm shall stop (the analysis of first

Faruqui et a

eigenvalue is provided in Multimedia Appendix 1).

Figure 6. The relationship between the change in the tuning parameter (M) and the second eigenvalue.
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Figure 7. The relationship between the change in the tuning parameters (A) and the area under the curve: (a) year-2; (b) year-3; (c) year-4; (d) year-5
of the study. BaPa: back pain; TBI: traumatic brain injury, PTSD: posttraumatic stress disorder and SuAb: substance abuse, MCC: multiple chronic

conditions, EAGL : eigen analysis of graph Laplacian.
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Summarizing an Existing Prababilistic Graphical
Modd With Supporting Data

In many real-life situations, we are given agraphical model that
could potentially be simplified. The EAGL algorithm, whichis
based on the second eigenvalue of the graph Laplacian, can be
used to identify and prune insignificant edges of the graph to
achieve the desired level of summarization. The EAGL
algorithm begins by calculating the second eigenvalue of the
graph Laplacian of the given graphical model. It then extracts
the DFS tree to determine the edges to avoid isolated nodes.
Next, from the set of edges that is not lying on the DFS tree,
the algorithm (temporarily) removes edges one at a time and
cal cul ates the percentage of the change in the second eigenvalue
of the remaning graph Laplacian. Subsequently, it
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(permanently) removesthe edge, resulting in aminimum change
inthe second eigenvalue of the graph Laplacian. Thelast 2 steps
are repeated until a stopping criterion is met. Once the
summarized network structure is attained, the weight S of the
edges (conditional probabilities) are estimated using a standard
parameter estimation algorithm [10,50]. Figure 3 provides a
visual representation of the proposed algorithm. An example
of this step-by-step processis provided in Multimedia A ppendix
2.

Here, we areinterested in summarizing an existing probabilistic
graphicadl model of MCC relationships attained using a
score-based method [9] based on the MCC data set discussed
above (Figure 2, original graph). The summarized graph in
Figure 2 illustrates the structure of the summarized graphical
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model based on removing less significant edges/paths of the
original graphical model using the EAGL algorithm at a 20%
summarization rate (removing 20% of existing edges).

Table 3 presents the AUC performance of the summarized
graphical models at different summarization ratios of 0%, 1%,
5%, 10%, and 20% (0% represents the classi cal/unsummarized
graphical model) for predicting future comorbidities (year 2 to
year 5), given the year 1 comorbidity using 10-fold
cross-validation. It also shows the predictive performance of
the learned graphical model using the MIOBI [43] algorithm
and the CHEETAH [61] agorithm at different summarization
ratios. As shown in the table, the proposed EAGL algorithm
generaly provides the most competitive predictive accuracy

http://medinform.jmir.org/2020/6/€16372/
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among the comparing methods across different summarization
ratios. This is while the EAGL algorithm also prevents the
creations of island nodes, which helps with the interpretation
of theresults.

Although increasing the summarization ratio generally results
in a sparser graphica model, for mild summarization ratios
(<10%), using EAGL can also improve the predictive
performance of the graphical model by preserving more
informative edges/paths as it should. However, a large choice
of summarization ratios (>10%) can decrease the predictive
performance, depending on thetopological location of the node
(chronic conditions) and the associated edges that have been
pruned (Table 3).
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Table 3. The area under the curve performance of the original and summarized probabilistic graphical models at different summarization ratios (1%,
5%, 10%, and 20%) for predicting future comorbidities (year 2 to year 5), given the comorbidity information of the past year (year 1).

Prediction  pagL? MIOBI [33] CHEETAH [62]
year
Origina  1.00 500 10.00 20.00 Origina 100 500 10.00 2000 Origina 100 500 10.00 20.00
Year 2 (%)
TBIP 75.69 7563 7553 75.09 63.34 75.69 7578 7563 6399 56.08 75.69 7570 6525 63.95 61.80
PTSD® 78.97 7894 8020 80.87 8151 7897 7932 8057 70.86 71.04 7897 7912 7954 8019 71.15
Bapd 63.16 6318 6105 61.37 6553 63.16 6299 6314 6244 6325 63.16 6320 6343 64.16 64.80
SUAbE 72.93 7295 7574 7059 6826 7293 7293 7288 7354 69.99 7293 7310 7378 7396 74.29
D eprf 68.24 6823 7048 62.88 59.27 68.24 6824 6803 66.20 5550 68.24 6836 6851 68.74 70.22
Year 3 (%)
TBI 72.22 7225 7215 7213 7178 7222 7224 7236 70.20 59.82 7222 7222 6462 6354 61.33
PTSD 76.01 7597 7137 7781 7857 76.01 7640 7789 7534 76.60 76.01 7615 7690 76.78 69.36
BaPa 60.92 6098 5932 5949 61.88 60.92 6096 6112 61.34 5844 60.92 6104 6129 6149 61.80
SuAb 70.80 7081 7249 7054 6758 70.80 70.73 7072 70.70 71.08 70.80 7083 7153 7173 7197
Depr 65.16 6520 6695 6829 5828 65.16 6513 6516 6445 6424 6516 6537 6584 65.99 66.85
Year 4 (%)
TBI 70.86 7078 7110 70.76 70.48 70.86 7082 7082 6941 6820 70.86 7027 6485 64.08 61.94
PTSD 73.21 7318 7429 7495 76.02 7321 7352 7499 7292 7451 7321 7334 7388 7411 67.64
BaPa 61.81 6181 6024 60.38 63.01 6181 6176 6201 62.62 59.29 6181 6193 6214 6243 63.03
SuAb 68.97 6900 7028 69.13 6824 6897 6897 6873 69.28 7099 6897 69.14 6953 69.78 70.24
Depr 64.73 6471 6548 6553 6155 64.73 6473 6463 63.97 6403 64.73 6488 6509 65.25 65.68
Year 5 (%)
TBI 70.88 7091 715 7163 70.74 70.88 7082 7091 70.53 69.14 70.88 7052 6602 65.25 63.35
PTSD 72.72 7270 7355 7375 7434 7271 7295 7391 7224 7361 7271 7285 7319 7339 67.30
BaPa 53.46 5349 5120 50.58 50.67 53.46 5321 5311 53.03 4926 53.46 5351 5350 53.73 53.01
SuAb 63.73 6376 6435 6259 59.70 63.73 6361 6346 63.07 6147 63.73 6390 6399 63.87 64.12
Depr 64.01 6399 6478 6450 6123 64.01 6396 6374 63.38 6332 6401 6419 6450 64.70 65.19

3EAGL: Eigenvalue analysis of the graph Laplacian.
bTBI: traumatic brain injury.

°PTSD: posttraumatic stress disorder.

dBaPa: back pain.

€SuAb: substance abuse.

fDepr: depression.

Figure 8 presents the relationship between the various choices
of compression ratio and the changes in the second eigenvalue
of the graph Laplacian. Asshowninthefigure, for compression
ratio values of >10%, therate of changein the second eigenvalue
increases. Moreover, Figure 9 provides the predictive accuracy
of the summarized graph for the 5 chronic conditions in the
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study at different years (year 2 to year 5), which shows a
reductioninthe AUC for larger choices of summarization ratios
(>10%). Therefore, asharp increasein the changesin the second
EAGL can be used as a stopping criterion for EAGL. (The
analysis of the first eigenvalue is provided in Multimedia
Appendix 1.)
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Figure 8. Decrease in the second eigenvalue with reduction in the number of edges.
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Figure 9. The relationship between the changesin the tuning parameters (A) and the area under the curve in the second eigenvalue (A) over (a) year-2,
(b) year-3, (c) year-4, and (d) year-5 of the study. BaPa: back pain; TBI: traumatic brain injury; PTSD: posttraumatic stress disorder; SuAb: substance
abuse; MCC: multiple chronic conditions; EAGL: eigenvalue analysis of the graph Laplacian.
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Summarizing a Graphical Model of Multiple Chronic
Conditions Terms With No Supporting Data

A lexicon graph contains a list of stems and affixes, together
with basic information about them in the form of a graphical
model. Thisis generally used to represent interconnected word
pairsand their frequenciesin natural language processing. Here,
we are interested in exploring the opportunity to summarize a
graphical model of MCC-related terms (Lexicon graph) with
no supporting data using the EAGL algorithm. The graphical
model was devel oped based on alexicon graph from acollection
of medical journals. The journals were extracted using the
following keywords: Veterans, Traumatic Brain Injury, Back
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Pain, Post-Traumatic Stress Disorder, Depression, Substance
Abuse, Chronic Diseases, Comorbidity, Multimorbidity, chronic
conditions, chronic illness, and chronic pain. A total of 20
peer-reviewed journal papers were collected based on Google
Scholar ranking (without expert opinion). Multimedia A ppendix
3 lists the journal papers used for the creation of the lexicon
graph. From the collected papers, the term and their frequencies
are extracted and turned into a data set [41,62-81]. The 200
most frequent word pairs are then selected to build the lexicon
graph, where the strength of the edges (connections) represents
the co-occurrence of the word pairs in the same sentence
(original lexicon graph in Figure 10).
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Figure 10. (a) Lexicon graph of the top 200 most frequent word pairs attained from text mining of 20 medical journa papers; (b) lexicon graph after
summarization algorithm (70% summarization) was performed in the graph. OEF: operation enduring freedom; OIF: operation Iragi freedom.
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(b) Summarized lexicon graph

Summarized lexicon graph in Figure 10 illustrates the
summarized graphical model using the EAGL algorithm at a
70% summarization rate (edge removal) without utilizing any
supporting data set. The summarized graph presents a cluster
of strong relationships among chronic conditions such as<Depr,
anxiety, TBI, symptoms, and treatment>. It also shows
meaningful connections among <study, design, observe,
population, control, and trial> and <healthcare, ill manage,
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service, and medicare>. There are also other interesting groups
of highly connected terms such as <veteran care, military,
suicide, and Operation Iragi Freedom (OIF)> or <deep, stress,
and increased risk>. Multimedia A ppendix 3 showsan enlarged
version of the lexicon graph and its compressed form using the
EAGL agorithm. It isworth noting that the algorithm here does
not estimate/update the weight of (remaining) edges at each
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iteration (removal of edges); therefore, it is very efficient in
summarizing large lexical graphs.

Computational Complexity

In this section, we derive the time complexity of algorithms
shown in Figures 4 and 5, which is presented earlier. Let n
denote the number of nodelvariables/vertices (chronic
conditions), e denote the number of edges (relationship between
pair of chronic conditions), m denote the number of
observations/cases (patient observations), and r denote the
number of possible values/instances for each variable (in our
study r=2, which represents having/not having a condition).
Figure 4 consists of 5 components with the following (known)
computational complexities: (1) MWST for node ordering: 0

(n?); (2) topological sorting: 0 (n + €); (3) graph Laplacian: 0
(n); (4) eigenvalue calculation: 0 (n?); and (5) K2 structure
learning with regularization: 0 (mnr). Integrating the
complexities of the 5 components with some algebraic
simplification, the overall complexity of Figure 4 can be derived

as 0 (mn’r).

Figure 5 also consists of 3 components with the following
(known) computational complexities: (1) depth-first tree
extraction: 0 (n + €); (2) graph Laplacian: 0 (n); and (3)
eigenvalue calculation: 0 (n?). Let p denote the number of edges

to beremoved (the desired amount of edge removal). After some
algebraic operations (to account for the loops), the overall

complexity of Figure 5 can be derived as 0 (en’p)

Discussion

Principal Findings

Graphical models are increasingly being used for descriptive,
predictive, and prescriptive analytics in various applications,
including socia media, computer networks, genetics, and disease
prognosis [7,8,82-84]. The effectiveness of a graphical model
depends on the quality of the information propagating through
nodes, which is affected by the topology of the network. Graph
topology aso affects other properties of a graphical model,
including complexity, robustness, and scalability [85]. A fully
connected network can be considered the most robust in terms
of information dissemination but may cause overfitting, slow
training, and memory allocation issues. Graph summarization
can be performed to identify the important structures, major
patterns, and dissemination of information in complex graphical
models of MCC interaction.

In this study, we have addressed the problem of summarizing
complex graphical models and identifying their important
patterns by modifying the edges of the graph. These types of
graphical frameworks are useful for analyzing plausible
interactions between disease states [4]. The eigenvalue of the
graph Laplacian reveals the characteristics of a graph. For a
large graph, the second eigenvalue of the graph Laplacian
determines the amount of information that is being distributed
by the graph. Thus, by analyzing the second eigenvalue of the
graph Laplacian, we attain ameasure (EAGL) of sparse cutoff.
The proposed EAGL algorithm can be used asan activelearning
unsupervised method to directly learn a sparse probabilistic
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graphical model from an available data set or summarize an
existing graphical model with or without a supporting data set.

The first approach (using direct learning) results in a refined
model where network analysis can be performed by an end user
with specific needs and expertise. Our direct learning model
(Figure 4) demonstrates very good performance when data are
available, and the algorithmisableto learn de novo. Thisresults
in a graph (Figure 1) with predictive abilities that can be
interpreted by clinicians and medical researchers with an
understanding of the medical conditions of interest.

The second approach (Figure 5) summarizes an existing
graphical model with or without a supporting data set. The
EAGL agorithm, which isbased on asimplification-based rule
edge removal strategy, can also be used to reveal important
patterns within a given graphical model by removing the edges
with a marginal contribution to the leading eigenvalue of the
graph Laplacian.

Our findings revealed that the proposed summarization
algorithm can indeed improve the predictive accuracy of the
summarized graphical model while reducing its size and
increasing the inference efficiency. We used 2 data sets of (1)
257,633 veteran patients who have been monitored for the
emergence of 5 multiple conditions (TBI, PTSD, BaPa, Dep,
and SuADb) over 5 years and (2) the coappearance of the 200
most frequent word pairs in the literature of MCC to validate
the performance of the proposed EAGL approach.

Although the statistical details of the proposed model might be
complex for some practitioners to understand, the resulting
algorithm can be seen as a step toward creating more
interpretable analytical models for understanding the evolution
of MCC, by removing less informative edges in complex
networks of MCC (resulting in a sparser network), without
losing predictive accuracy. In fact, practitioners do not need to
know the details of the proposed algorithm to utilize it. They
can use a simple tuning parameter (A) to control the level of
resulting network sparsity (number of remaining edges), that
is, setting ahigh valuefor the tuning parameter resultsin avery
sparse network (with few edges), which is easy to understand
(Figures 1 and 2). Such a (sparse) graphical representation
provides a straightforward visualization of how the presence of
one condition can affect the emergence of another condition
without complex statistics. It also hel psinterpret the probabilistic
results from statistical analysis.

Finaly, the proposed EAGL approach can help medical
practitioners and health care analysts not only in terms of
developing apredictive tool to analyze the probability of anew
chronic condition development, given the existing conditions
(Figures 6-9), but also by using atuning parameter (A) to identify
major interaction patterns among MCC. The model can also be
used asavisualizing tool to inspect theinteraction among MCC
(Figures 1 and 2).

Limitations

Although the proposed EAGL algorithm successfully extracts
important connections and controls the level of sparsity, it has
afew limitations and potential problems. Algorithm presented
in Figure 4 needsto be built on top of astructure learning model.
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In this study, we utilized the MWST + K2 method [9]. Thisis
a heuristic-based structure learning model, where the initial
node order hasto be known or learned using the MWST method.
Algorithm presented in Figure 5 requires an appropriate tree
extraction method to ensure that there will be no island node
(or set of nodes), which can limit the level of summarization.
In addition, for a high summarization ratio, the summarization
algorithm can decrease the prediction accuracy. Finaly, both
algorithms (Figures 4 and 5) primarily target acyclic graphs,
but their usefulness to depict complex webs of causation in
chronic conditions, which can involve loops (particularly of
reinforcing types), islimited.

Conclusions

In this work, we propose a graph summarization approach that
utilizesthe second eigenval ue of the graph Laplacian to identify
and prune less informative edges of the complex graphical
models of MCC interaction. We developed 3 algorithms based
on the proposed approach to deal with different scenarios with
respect to the availability of dataand/or agraphical model. The
first agorithm learns a sparse graphica model of MCC
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Abstract

Background: A distributed data network approach combined with distributed regression analysis (DRA) can reduce the risk
of disclosing sensitiveindividual and institutional information in multicenter studies. However, software that facilitateslarge-scale
and efficient implementation of DRA is limited.

Objective: Thisstudy aimed to assessthe precision and operational performance of a DRA application comprising a SAS-based
DRA package and a file transfer workflow developed within the open-source distributed networking software PopMedNet in a
horizontally partitioned distributed data network.

Methods: We executed the SAS-based DRA package to perform distributed linear, logistic, and Cox proportional hazards
regression analysis on areal-world test case with 3 data partners. We used PopMedNet to iteratively and automatically transfer
highly summarized information between the data partners and the analysis center. We compared the DRA results with the results
from standard SA'S procedures executed on the pooled individual-level dataset to evaluate the precision of the SAS-based DRA
package. We computed the execution time of each step in the workflow to evaluate the operational performance of the
PopM edNet-driven file transfer workflow.

—12

Results: All DRA results were precise (<10 ), and DRA model fit curves were identical or similar to those obtained from the
corresponding pooled individual-level dataanalyses. All regression modelsrequired lessthan 20 min for full end-to-end execution.

Conclusions: We integrated a SAS-based DRA package with PopMedNet and successfully tested the new capability within an

active distributed data network. The study demonstrated the validity and feasibility of using DRA to enable more privacy-protecting
analysisin multicenter studies.

(IMIR Med Inform 2020;8(6):€15073) doi:10.2196/15073
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distributed regression analysis; distributed data networks; privacy-protecting analytics, pharmacoepidemiology; PopMedNet
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Introduction

Background and Significance

Distributed regression analysis (DRA) isasuite of methodsthat
perform multivariable regression analysisin multicenter studies
without the need for pooling individua-level data[1,2]. Data
partners compute highly summarized intermediate statistics (eg,
sums of sguares and cross products matrices) of their
individual-level data and share these statistics with a trusted

Figure 1. Distributed regression analysis with horizontally partitioned data.
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third-party or analysis center (Figure 1). The analysis center
aggregates the intermediate dtatistics, assesses model
convergence, and computesthe regression parameter estimates.
DRA ismathematically equivalent to the conventional regression
analysis of pooled individual-level data. It achieves the same
level of statistical sophistication using only summary-level
information, thereby offering better protection for individual
and ingtitutional privacy without jeopardizing the scientific rigor
of the analysis.
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Iterative process

However, DRA is not widely used in practice due to the
operationa challenges in implementing the approach [3]. The
modeling process of common regression analyses (eg, logistic
regression, Cox proportional hazardsregression) isiterative and
requires multiple exchanges of highly summarized intermediate
statistics between the data partners and the analysis center.
Manual execution of DRA is labor-intensive and highly
susceptible to human errors (eg, transfer of incorrect files).
There have been efforts to develop capabilities that coordinate
and automate the iterative computation and file transfer process
of DRA to make it a more practica analytical option in
real-world multicenter studies[4-11]. These efforts have focused
primarily on the programming language R and specialy
designed applications (eg, Java applets) to facilitate
semiautomated or fully automated file transfers between the
data partners and the analysis center [7-11]. The performance
of these capabilities has largely been tested in simulated or
relatively well-controlled environments [4-8], and no DRA
application hasbeen developedin SAS, another commonly used
statistical software.

https://medinform.jmir.org/2020/6/€15073
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In our previouswork, we enhanced PopM edNet, an open-source
distributed networking software currently used by several large
national distributed data networks (DDNSs), to enable an
automatable and iterative file transfer workflow for routine
implementation of DRA [3]. This workflow coordinates and
automatestheiterative transfer of files between the data partners
and the analysis center. We aso created a SAS-based DRA
package to conduct distributed linear, logistic, and Cox
proportional hazards regression analysis in horizontally
partitioned DDN [12,13], environmentswhere each data partner
holds information about distinct individuals [14,15]. We
integrated the PopMedNet workflow with the SAS-based DRA
package to create a DRA application.

Objectives

Despite the appealing theoretical properties of DRA,
applications designed to perform the analysis can still be
inoperable or produce biased results in real-world settings due
to unappreciated factors (eg, human errors in execution,
incompatible or different software versions, network or firewall
restrictions, and network conditions). Evaluating the precision
of DRA applications compared with the pooled individual-level
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data analysis and the feasibility of performing the analysisin
reasonable execution times in real-world settings is needed to
demonstrate DRA as a practical and valid analytical method.
In this study, we demonstrate the feasibility of using the
SAS-based DRA package and PopM edNet-driven file transfer
workflow to perform DRA in a real-world horizontaly
partitioned DDN. Specifically, we quantify the precision of the
SAS-based DRA package and the operational performance of
the PopMedNet-driven file transfer workflow.

Methods

Study Setting: The Sentinel System

Funded by the US Food and Drug Administration, the Sentinel
System is an active surveillance system designed to monitor
the safety of approved medical products using longitudinal,
regularly updated electronic health data from a network of 18
health plans and health care delivery systems[16,17]. Sentinel
data partners transform their data into a common data model
[18], which enablesanalytical programsand toolsto be centrally
developed and executed across data partners with minimal
modifications. Over the years, the system has developed asuite
of version-controlled, customizable, and freely available
modular programsto rapidly query the transformed data across
the DDN [19]. Among thetoolsisthe Cohort | dentification and
Descriptive Analysis (CIDA) tool, a SAS program that
assembles cohorts of individuals according to user-specified
study parameters (eg, exposures, outcomes, inclusion and
exclusion criteria) using established coding systems (eg,
International Classification of Diseases, Ninth or Tenth
Revision, Clinical Modification; National Drug Codes). The
CIDA tool can generate a harmonized (ie, with the same
covariatesand covariate names) individual-level dataset at each
datapartner. Users can employ other tools (eg, Propensity Score
Analysis Tool) or develop ad hoc analytical programsto query
these datasets behind the data partner’s firewall for complex
inferential analyses.

Sentinel uses PopM edNet to facilitatefile transfers between the
data partners and the Sentinel Operations Center [20]. The
Sentinel Operations Center, which serves asthe analysis center
for al Sentinel queries, uses a Web-based portal to create and
securely distribute queriesto data partnersvia PopMedNet. The
data partners use a locally installed Microsoft Windows
application, known asthe DataM art Client, to retrieve the query
and return the requested dataset, usually in aggregate-level
format, to the Sentinel Operations Center. All file transfers
between data partners and the Sentinel Operations Center are
accomplished through secure HTTPS, secure sockets layer, or
transport layer security connections. PopMedNet security and
authentication requirements ensure that only approved queries
are submitted to and responses returned by prespecified and
approved data partners. In addition, the PopMedNet workflow
is agnostic to query types, file formats (RData, sas, .docx, etc)
and can transfer individual file sizesup to 2 GB.

https://medinform.jmir.org/2020/6/€15073
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SAS-Based Distributed Regression Analysis
Application

There are numerous algorithms (eg, secure data integration,
secure summation) for DRA in horizontally partitioned DDNs,
environments where each data partner holds information about
distinct patient cohorts[21,22]. In our previouswork, we created
a SAS-based DRA package comprising 2 interlinked SAS
packages (one executed at the data partners and the other at the
analysis center) using 2 algorithms: (1) distributed iteratively
reweighted least squares to perform distributed linear and
logistic regression anaysis [12], and (2) distributed
Newton-Raphson algorithm to perform distributed Cox
proportional hazards regression analysis using the Efron or
Breslow approximation for tied event times [13]. Both
algorithms utilize asemitrusted third-party asthe analysis center
to aggregate the highly summarized intermediate statistics (eg,
sums of sguares and cross products matrices) and compute
regression parameter estimates and SEs. We define asemitrusted
third-party as a party that data partners trust with their
summary-level information but not with their individual-level
data. This party does not share data from any data partner with
other data partners without consent, does not attempt to derive
the individual-level data from the intermediate statistics, does
not collude with data partners to derive any information about
other data partners’ individual-level data, and followsthe DRA
algorithms [23].

We provide a brief overview of the distributed iteratively
reweighted least squares and the Newton-Raphson a gorithms
used to implement the SA S-based DRA packagefor distributed
linear, logistic, and Cox proportional hazardsregression analysis
using the Sentinel Operations Center as the analysis center in
Multimedia Appendix 1. A detailed description of these
algorithmsis available elsawhere [12,13].

PopM edNet Enhancementsto Enable Automatable
Distributed Regression Analysis

Both the distributed iteratively reweighted least squares and
Newton-Raphson algorithms in the SAS-based DRA package
utilize amaster-worker process, wherethe analysis center directs
the iterative DRA computations and the data partners execute
these computations on their individual-level datawith input (eg,
updated regression parameter estimates) from the analysis
center. Thus, an iterative file transfer workflow is required to
transfer the highly summarized intermediate statistics and the
updated regression parameter estimates between the data
partners and the analysis center until the model converges or
the analysis reaches a prespecified maximum number of
iterations.

We previously enhanced PopMedNet to create an iterative and
automatable file transfer workflow to facilitate routine DRA
[3]. In brief, we built a back-end component, referred to asthe
DRA-adapter, into PopMedNet to allow the DataMart Client
to upload filesautomatically and iteratively from and download
filesto prespecified folders at the data partners and the analysis
center. We al so devel oped functionalities for folder monitoring
and trigger file creation and deletion in the DataMart Client to
integrate the PopMedNet workflow with the two interlinked
SAS packages of our SAS-based DRA package. A full

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€15073 | p.119
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

description of the PopM edNet workflow and itsintegration with
the SAS-based DRA package is available elsawhere [12,13].
We collectively refer to the integration of the SAS-based DRA
package and the PopMedNet-driven file transfer workflow as
the DRA application hereafter.

Distributed Regression Analysis. A 3-Step Process

A typical DRA includes 3 mgjor steps[3]. Step 1 involves the
assembly of aharmonized individual-level analytical dataset at

Her et a

each data partner. In step 2, the analysis center and each data
partner execute a DRA algorithm locally. Step 3 involves the
iterative transfer of the DRA algorithm outputs between the
data partners and the analysis center until the regression model
converges or the process reaches a prespecified maximum
number of iterations. We used this 3-step process to guide our
execution and evaluation of the DRA application with 3 Sentinel
data partners, with the Sentinel Operations Center serving as
the analysis center (Figure 2).

Figure 2. Three-step process to conduct distributed regression analysis with PopMedNet. CIDA: Cohort Identification and Descriptive Analysis Tool;

DRA: Distributed Regression Analysis; SOC: Sentinel Operations Center.

—
socC
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Step 1: Assemble a Harmonized | ndividual-Level
Analytical Dataset at Each Data Partner

We used the CIDA tool (version 3.3.6) to assemble a
harmonized individual-level analytical dataset of adult patients
aged 18-79 years who received sleeve gastrectomy or
Roux-en-Y gastric bypass in any care setting between January
1, 2010 and September 30, 2015 at 3 Sentinel data partners. To
be eligible for cohort inclusion, patients must be continuously
enrolled in a health plan with medical and drug coverage for at
least 1 year before the index bariatric surgery, have at least one
weight and height measurement that corresponded to a BMI
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>35 kg/m? in the year before surgery, and have at least one
height and weight measurement in the year after surgery. We
excluded patientswith any bariatric procedure during the 1-year
period before the index bariatric surgery. We also excluded
patientswith gastrointestinal cancer or arevised bariatric surgery
procedure on the day of surgery. For each regression analysis,
follow-up started on the day of the index bariatric surgery and
continued until the occurrence of the outcome of interest (see
below), death, end of health plan enrollment, or end of the study
period. For distributed linear regression analysis, the outcome
was a change in BMI within 1-year postsurgery, defined by
subtracting the BMI measurement closest to the end of the
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1-year postsurgery date from the last BM| measurement before
surgery. For logistic regression, we created a binary outcome
variableindicating 1 if the patient had weight 10ss>20% within

Table 1. Analytical datasets and variables.

Her et a

1-year postsurgery, and O if otherwise. For Cox regression
analysis, we computed the time to weight 10oss 220% within the
1-year post-surgery period (Table 1).

Regression model type
1-year postsurgery)

Outcomevariable (within  Variables (exposure and confounders)

Bariatric surgery exposure, age at surgery, sex, race and ethnicity, combined Charlson-

Elixhauser comorbidity score, number of ambulatory visits, number of other ambulatory
visits, number of inpatient stays, number of nonacuteinstitutional stays, number of emergency
department visits, BMI before bariatric surgery, number of days between last weight and
height measurement and bariatric surgery, and data partner

Linear Changein BMI
Logistic Weight |oss 220% Same as above
Cox Time to weight loss Same as above

220%

Step 2: Locally Execute the Distributed Regression
Analysis Application at Each Data Partner and the
Analysis Center

We assembl ed 3 separate SA S-based DRA packagesto perform
distributed linear, logistic, or Cox regression analyses and
assessed the association between bariatric procedure (sleeve
gastrectomy vs Roux-en-Y gastric bypass) and weight loss
within  1-year postsurgery, adjusting for prespecified
confounders (Table 1). For Cox regression analysis, we used
the Efron approximation to handle tied event times. To be
consistent with the standard SAS regression procedures, we
prespecified a convergence criterion of <0.01 and a maximum
of 25 iterations for distributed logistic and Cox regression
analyses.

We distributed each SAS-based DRA package to the 3 data
partners through PopMedNet (version 6.7). We instructed the
datapartnersto (1) initiate the automated PopM edNet workflow,
allowing the DataMart Client (version 6.7) to automatically
download and unzip the SAS-based DRA package to a
prespecified local directory, (2) manualy place the
individual-level analytical dataset created in step 1 in a
prespecified local folder, (3) specify the file path to the
SAS-based DRA package, and (4) execute the SAS-based DRA
package in batch mode. Similarly, we instructed the Sentinel
Operations Center to (1) initiate the automated PopMedNet
workflow, (2) manually place the SAS-based DRA packagefor
the analysis center in a prespecified local directory, (3) specify
the file path to the SAS-based DRA package, and (4) execute
the SAS-based DRA package in batch mode. Full details of
these packages and examples of their execution have been
previously described [12,13].

Step 3: Iteratively Transfer Distributed Regression
Analysis Files Between the Data Partners and the
Analysis Center

Once the data partners and the analysis center executed their
SAS-based DRA package, the package ran continuously,
awaiting input files (eg, updated regression parameter estimates
or intermediate statistics) and DRA computation directions (eg,
compute intermediate statistics, residuals, and SEs) from the
Sentinel Operations Center. We used the PopMedNet workflow

https://medinform.jmir.org/2020/6/€15073

totransfer input files and computation directionsiteratively and
automatically between the data partners and the Sentinel
Operations Center.

Evaluation of Precision and Operational Performance

We requested all data partners to securely transfer their
deidentified individual-level analytical datasets to the Sentinel
Operations Center. We assessed the precision of the SAS-based
DRA package by comparing the DRA parameter estimates and
SEs to those obtained from the pooled individual-level data
analyses using standard SA'S procedures. For distributed linear

regression, we compared the model fit statistics R?, Akaike
information criterion (AIC), Sawa's Bayesian information
criterion (BIC), and Schwarz BIC to the statistics obtained from
a PROC REG run with the pooled individual-level data. For
distributed logistic regression, we compared the model fit
statistics log-likelihood, AIC, and Sawa's BIC to the statistics
obtained from a PROC LOGISTIC run with the pooled
individual-level data. For distributed Cox proportional hazards
regression, we compared the model fit statistics|og-likelihood,
AIC, and Schwarz BIC to the statistics obtained from a PROC
PHREG run with the pooled individua-level data. We
considered the integration successful if the DRA parameter
estimates and SEs and model fit statistics were precise to the
results from the corresponding pooled individual-level data

analyses (10°°).

For distributed logistic regression, we al so compared the receiver
operating characteristic (ROC) curve and the area under the
ROC curve with the corresponding curve and area obtained
from a PROC LOGISTIC run with the pooled individual-level
data. We considered the integration successful if the ROC curves
weresimilar inlikelinessand if the areas under the curveswere
comparable. To offer better privacy protection, we summarized
individual-level predicted values for the distributed logistic
regression analysis in bins of 6. Full details of this
approximation method can be found elsewhere [12]. For
distributed Cox proportiona hazardsanalysis, we also compared
the survival function curve with the curve obtained from a
PROC PHREG run with the pooled individual-level data. We
considered the integration successful if the survival function
curves were similar in likeliness and if the median times to
weight loss >20% were equivalent.
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We extracted time stamps of status changes from PopMedNet
and computed the average download, upload, SAS execution,
and transfer time at the data partners and the analysis center to
evaluate the operational performance of the DRA application.
We al so reported the average iteration time for each regression
model type, and the time required to perform an end-to-end
DRA in our test case.

We executed all SAS-based DRA packages in SAS versions
9.3 or 9.4, on a Windows desktop or server routinely used to
perform Sentinel queries. All machines used to execute the
SAS-based DRA packages and DataMart Client instance
operated on a Windows 7 platform, with multiple Intel core
processors ranging from 2.3 to 3.4 GHz, and 8 to 16 GB of
RAM (Multimedia Appendix 2).

Results

Overview

We identified 5452 eligible patients among the 3 participating
data partners (n;=1706, n,=2728, and n;=1018). Of these, 981
patients received sleeve gastrectomy, whereas 4471 patients
received Roux-en-Y gastric bypass during the study period.
Within 1-year postsurgery, the BMI decreased on average by

9.8 kg/m? in sleeve gastrectomy patients and 18.7 kg/m? in

https://medinform.jmir.org/2020/6/€15073
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Roux-en-Y gastric bypass patients. Five-hundred eighty-two of
the 981 (59.3%) patients who had undergone sl eeve gastrectomy
and 3617 of the 4471 (80.10%) patients who had undergone
Roux-en-Y gastric bypass had a weight loss >20% within the
1-year postsurgery period. The median time to a weight loss
>20% was 223.9 days for patients who had undergone sleeve
gastrectomy and 196.2 days for patients who had undergone
Roux-en-Y gastric bypass.

Precision

Tables 2-4 summarize the precision of distributed linear, logistic,
and Cox proportional hazards regression analyses. Table 5 shows
the modd fit statistics of the 3 regression models. All DRA
parameter estimates, SEs, and model fit statistics were highly
comparable to the estimates obtained from the pooled
individual-level analyses that used standard SAS regression
procedures. The ROC curve in distributed logistic regression
(Figure 3) and the survival functionin distributed Cox regression
(Figure 4) were similar to those obtained from the pooled
individual-level data analyses. The DRA application reported
an areaunder the curve (AUC) of 0.6591 for logistic regression
(vs 0.6592 from the pooled individual-level data analysis) and
184 days for Cox proportional hazards analysis (vs 184 days
from the pooled individual-level data analysis) as the median
time to weight loss >20%.
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Table 2. Distributed linear regression vs pooled individual-level linear regression.

Covariates Distributed regression Pooled individual-level Differenceinpa-  Differencein
andysis analysis rameter estimate ~ SE
Parameter SE Parameter SE
estimate estimate
Intercept 34.03935 0.61075 34.03935 0.61075 3.66x 1072 -9.14x 10713
Exposure 2.04714 0.28723 2.04714 0.28723 -415x 10713 -430x 10713
Age -0.03334 0.00837 -0.03334 0.00837 -368x 107+ -1.25x 1074
Preindex BMI -0.99983 0.00050 -0.99983 0.00050 -6.00x 1071 -7.44x 10716
Combined comorbidity score 0.04388 0.06949 0.04388 0.06949 359x 1071° -1.04x 10713
Number of ambulatory visits -0.03068 0.01008 -0.03068 0.01008 -6.59x 107/ -151x 10714
Number of emergency department visits 0.10329 0.08749 0.10329 0.08749 -279x 107 -1.31x 10713
Number of inpatient visits 0.88725 0.25976 0.88725 0.25976 -651x 10713 -3.89x 10713
Number of nonacute institutional stay 1.32338 1.79056 1.32338 1.79056 421x10°%3 -2.68x 1072
Number of other ambulatory visits 0.02159 0.00873 0.02159 0.00873 1.22x 107 -131x 1074
Days between BMI measurement and index
procedure 0.01207 0.00567 0.01207 0.00567 3.92x 1071 -8.48x 107 1°
Race?
Unknown 0.94212 0.26841 0.94212 0.26841 -416x 1071 -4.02x 10713
American Indian or Alaska Native -0.30948 0.69817 -0.30948 0.69817 -2.39x 1013 -1.04x 10712
Asian -0.16853 0.63001 -0.16853 0.63001 -452x 10713 -9.42x 10713
Black or African American 151961 0.29206 151961 0.29206 -9.95x 10714 -437x107%3
Native Hawaiian or other PacificISlander ~1.22315 1.04973 -1.22315 1.04973 -411x 10713 -1.57x 10712
Female ~1.22366 0.23205 -1.22366 0.23205 -533x 10713 -347x10° 13
Surgery year?®
2011 0.15150 0.30361 0.15150 0.30361 -5.94x 1013 -454x 10713
2012 ~0.24904 0.30372 -0.24904 0.30372 -6.47x 10713 -454% 10713
2013 -0.02308 0.30223 -0.02308 0.30223 -6.08x 10713 -452x 10713
2014 0.32767 0.30609 0.32767 0.30609 -5.93x 1013 -458x 10713
2015 -0.25767 0.33352 -0.25767 0.33352 -6.18x 10713 -499x 10713

Data partner site®
2 -1.10559 0.31373 -1.10559 0.31373 289x 1071 -469x 10713

3 -0.10990 0.30341 -0.10990 0.30341 -207x10°13 -454x 10713

8Reference groups: race (white), surgery year (2010), and data partner site (1).
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Table 3. Distributed logistic regression vs pooled individual-level logistic regression.
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Covariates Distributed regression analysis Pooled individual-level anadlysis Differenceinpa-  Differencein
rameter estimate  SE
Parameter SE Parameter SE
estimate estimate

Intercept 2.11573 0.22833 2.11573 0.22833 -6.22x 1071 -1.00x 107
Exposure 1.06711 0.09895 -1.06711 0.09895 -2.00x 1071 -1.80x 1076
Age -0.01606 0.00316 -0.01607 0.00316 -451x 107V -1.57x 1076
Preindex BMI 0.00003 0.00020 0.00003 0.00020 6.51x 1070 2.44x 10719
Combined comorbidity score -0.02623 0.02561 -0.02623 0.02561 -6.97x 10716 -3.12x 107
Number of ambulatory visits 0.01155 0.00447 0.01155 0.00447 6.25x 107/ 1.13x 107
Number of emergency department visits  —0.06230 0.03132 -0.06230 0.03133 3.05x 10716 1.39x 107
Number of inpatient visits -0.12098 0.08940 -0.12098 0.08940 1.75x 1075 -2.36x 10716
Number of nonacute institutional stay ~ 0.42510 0.78809 0.42510 0.78809 -200x 1071 -333x 10716
Number of other ambulatory visits 0.00381 0.00340 0.00381 0.00340 3.17x 107V -291x 107
Days between BM| measurement and
index procedure -0.00266 0.00201 -0.00266 0.00201 3.90x 107 -4.77x 10718
Race?

Unknown -0.39685 0.09485 -0.39685 0.09485 0.00 x 10" -2.50x 10716

American Indian or AlaskaNative -0.13938 0.26230 -0.13938 0.26230 -1.11x 1076 555x 107

Asian -0.37257 0.22341 -0.37257 0.22341 -3.04x 1071 2.78x 107

Black or African American -0.29617 0.10507 -0.29617 0.10507 -333x10716 -9.71x 107/

Native Hawaiian or Other Pacific

Islander -0.02910 0.40543 -0.02910 0.40543 -6.14x 10716 0.00 x 10*®
Female 0.19993 0.08422 0.19993 0.08422 -1.80x 1071 -361x 10716
Surgery year?

2011 -0.10269 0.11683 -0.10269 0.11684 6.37x 107 -555x 107/

2012 0.05547 0.11897 0.05547 0.11897 5.45x 107 -1.67x 10716

2013 -0.11956 0.11382 -0.11956 0.11382 6.80 x 107 -1.94x 10716

2014 ~0.10956 0.11617 -0.10956 0.11617 436x 1071 -1.80x 1076

2015 0.03701 0.12798 0.03701 0.12798 6.47x 1071 -2.50x 1076
Data partner site?

2 -0.10433 0.11751 -0.10433 0.11751 451x107% -9.99x 10716

3 0.75506 0.12577 0.75506 0.12577 211x 1075 -2.50 x 10716

8Reference groups: Race (white), surgery year (2010), and data partner site (1).
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Table 4. Distributed Cox proportional hazards regression vs pooled individual-level Cox proportional hazards regression.
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Covariates Distributed regression analysis  Pooled individual-level analysis  Differencein pa- Differencein
rameter estimate SE
Parameter SE Parameter SE
estimate estimate

Exposure ~0.58160 0.05275 -0.58160 0.05275 6.66 x 10726 -8.33x 107/
Age -0.01107 0.00146 -0.01107 0.00146 1.39x 107 -9.11x 10718
Preindex BMI ~0.00006 0.00009 ~0.00006 0.00009 285x 1071 -1.49x 10719
Combined comorbidity score -0.00787 0.01205 -0.00787 0.01205 -364x10°Y  -104x107Y
Number of ambulatory visits 0.00584 0.00158 0.00584 0.00158 -295x10°Y  108x107'8
Number of emergency department visits -0.01873 0.01679 -0.01873 0.00158 1.56 x 10716 -2.43x 107
Number of inpatient visits -0.08587 0.04580 -0.08587 0.04580 -958x 1071  -1.25x107%6
Number of nonacute institutional stay ~ 0.06626 0.29266 0.06626 0.29266 375x 10716 -3.33x107%6
Number of other ambulatory visits 0.00279 0.00134 0.00279 0.00134 403x 107 -1.52x 10718
Days between BM| measurement and
index procedure -0.00221 0.00096 -0.00221 0.00096 2.39x 107 -217x10718
Race?

Unknown -0.18898 0.04765 -0.18898 0.04765 5.27x 10726 0.00 x 10*®

American Indian or AlaskaNative ~-0.07476 0.12019 -0.07476 0.12019 1.25x 10716 278x 107

Asian -0.22309 0.10933 -0.22309 0.10933 -278x10Y  694x107V

Black or African American -0.18457 0.05116 -0.18457 0.05116 1.94x 10716 -1.39x 107/

Native Hawaiian or Other Pacific

Islander -0.19748 0.17333 -0.19748 0.17333 1.42x 1071 2.78x 107
Female -0.00887 0.04052 -0.00887 0.04052 -1.24x107°  -347x107Y
Surgery year?

2011 ~0.08021 0.05176 ~-0.08021 0.05176 8.60x 10716 1.11x107%6

2012 -0.02547 0.05136 -0.02547 0.05136 461x 10716 7.63x 107

2013 -0.09519 0.05195 -0.09519 0.05195 117x 1075 486x 107

2014 -0.16866 0.05235 -0.16866 0.05235 8.60x 10716 1.18x 10716

2015 0.24763 0.05640 0.24763 0.05640 3.89x 10716 1.04x 10716
Data partner site?

2 -0.15270 0.05188 -0.15270 0.05188 211x1075 -6.94x 10718

3 0.33440 0.05161 0.33440 0.05161 8.33x 10716 2.08x 1077

@Reference groups: race (white), surgery year (2010), and data partner site (1).
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Table 5. Comparison of model fit statistics between distributed regression and pooled individual-level data analysis.

Regression model type and statistic or test

Distributed regression
analysis

Pooled individual-level data
analysis

Difference in model fit statistics

Linear

R2
Akaike information criterion
Sawa's Bayesian information criterion

Schwarz's Bayesian information criterion

Logistic

-2 log-likelihood

Akaike information criterion

Sawa's Bayesian information criterion
Areaunder the ROC? curve
Hosmer-Lemeshow (chi-square statistics)

Hosmer-Lemeshow, P value (df)

Cox

-2 log-likelihood
Akaike information criterion

Schwarz's Bayesian information criterion

Median time to event (days)

0.9987
20089.6538
20091.8710

20247.5868

5423.2491
5471.2491
5629.5265
0.6591
1.3405

995 (8)

66217.7270
66263.7270

66409.6070
184

0.9987
20089.6538
20091.8710

20247.5868

5423.2491
5471.2491
5629.5265
0.6592
1.5596

991 (8)

66217.7270
66263.7270

66409.6070
184

389x 1071
-159x 1078
-1.59x 1078

-159x 10°%

1.36x 107
1.36x 1071
1.36x 1071
-1.00x 107%
-219x 107

3.38x 1079

146x 1071
146x 1071

146x 1071
0

8ROC: receiver operating characteristic.

Figure 3. Comparison of receiver operating characteristic curves between distributed logistic regression (left) and pooled individual-level logistic
regression (right). To offer better privacy-protecting, individual-level predicted values were summarized in bins of 6 and transferred to the analysis
center for aggregation in the distributed logistic regression analysis. The size of the bin is user-specified. ROC: receiver operating characteristic.
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Figure4. Comparison of survival functions between distributed cox proportional hazards regression (left) and pooled individual -level cox proportional
hazards regression (right). The survival curves were evaluated at the mean value of covariates for patients with events.
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Operational Performance

As expected, the closed-form solution of distributed linear
regression analysis required only two iterations, one for
computing the regression parameter estimates and SEs and the
other for computing the model fit statistics. Both logistic and
Cox proportional hazards regression analyses required 6
iterations for model convergence in our test case. Each file
transfer process transferred between 3 and 10 files with sizes
of 1to 800 KB.

We extracted 111, 271, and 271 time stamps of status changes
from PopMedNet for distributed linear, logistic, and Cox
analysis, respectively. Table 6 summarizes the operational
performance of the DRA application. It took an average of 102.4
s to complete one DRA iteration across all regression model
types. The file transfer workflow (file upload, download, and
transfer to the reciprocal party) accounted for 89% of the
iteration time. Downloading and uploading the DRA filesat the

T
200
Follow-up time (days)

300

Sentinel Operations Center required an average of 28.6 and 9.8
s, respectively. Filetransfer from the Sentinel Operations Center
to the data partners took on average 9.4 s. Downloading and
uploading the DRA files at the data partnersrequired an average
of 10.1 and 15.5 s, respectively. File transfer from the data
partnersto the Sentinel Operations Center took an average 22.1
s. Computing the intermediate statistics at the data partners
required an average of 8.0 s, whereas computing the updated
regression parameters took an average of 3.8 s at the Sentinel
Operations Center.

The distributed Cox regression required the greatest amount of
iteration time (113.5 ), followed by logistic regression (95.0
s) and linear regression (91.5 s). Overdl, distributed linear
regression analysiswith our bariatric surgery test case required
440.7 s to complete, whereas logistic and Cox proportional
hazards regression analysis required 925.5 and 1016.0 s,
respectively.

Table 6. Operational performance of the distributed regression analysis application.

Performance metric Linear Logistic Cox Overall
Required number of iterations for model convergence 2 6 6 —a
Total runtime 440.7 925.5 1,016.0 —
Average iteration time, mean (SE) 91.5 (10.5) 95 (3.1) 1135 (5.2) 102.4 (3.8)
Sentinel operations center (analysis center)
Average download time, mean (SE) 20.5(5.4) 20.6 (1.3) 39.4 (4) 28.6 (3.2
Average computation time, mean (SE) 4.3 (2.6) 3(1.1) 4.4 (0.4) 3.8(0.6)
Average upload time, mean (SE) 84(11) 10.2 (0.7) 9.9 (0.6) 9.8 (0.4)
Average file transfer time (to data partners), mean (SE) 10.5(0.4) 9.1(0.5) 9.4 (0.5) 9.4 (0.3)
Data partners
Average download time, mean (SE) 8.6 (1.2) 10.3(0.6) 10.3(0.8) 10.1 (0.4)
Average computation time, mean (SE) 8.2(0.8) 7.9(0.4) 8(0.3) 8(0.2)
Average upload time, mean (SE) 15.6 (1.2) 15.9 (0.6) 15.1(0.3) 15.5(0.3)
Average file transfer time (to analysis center), mean (SE) 20(0.8) 21.8(1.9) 23.1(1.2) 22.1(1.0)

3N/A: not applicable.
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Discussion

Principal Findings

We have successfully integrated a SAS-based DRA package
with PopMedNet, an open-source distributed networking
software, and performed DRA in select data partners within a
real-world DDN. Our application was able to computeregression
parameters, SEs, model fit statistics, and mode! fit graphics of
3 regression model types (linear, logistic, and Cox proportional
hazards) that were within machine precision or similar in
likeliness to those produced using standard SAS regression
procedures, without the need to share any individual-level data,
in under 20 min. The study demonstrated the feasibility and
validity of performing multivariable regression analysis in a
multicenter setting whilelimiting therisk of disclosing sensitive
individual or institutional information.

Previous Studies

Previous studies have used simulated or relatively
well-controlled distributed environments to demonstrate the
ability to perform DRA with only summary-level information
[4-8]. These studies have consistently reported that DRA

produced precise (generally <10™') results compared with the
resultsfrom the pooled individual-level dataanalysis. However,
information on the operational performance (computation and
file transfer time) of DRA agorithms or workflows is scarce.
The closest experience to our DRA application is a Web-based
DRA software developed by the SCAlable National Network
for Effectiveness Research (SCANNER) [11]. This softwareis
composed of a network portal with a set of Web services and
virtual machinesthat host data from data-contributing sites and
severa libraries of analytical programs. At the time of our
analysis, 3 method libraries were available in the SCANNER
software: a cohort discovery tool, an agorithm to perform
meta-analyseswith distributed data, and an algorithm to perform
distributed logistic regression analysis (Grid Binary LOgistic
Regression, GLORE) [6]. The authors reported that GLORE
produced results equivalent to those from the pooled
individual-level data analysis, and software response times of
0.015 s with a dataset of 580 records (with a binary outcome
variable, atreatment indicator variable, and 24 covariates) and
27.02 swith adataset of 10,000 records (with abinary outcome
variable and 5 covariates) partitioned among 3 different
institutions.

Our DRA application required significantly moretimefor model
convergence than the SCANNER software. However, this
additional time for model convergence may be considered
marginal in practice, where other aspects of amulticenter study
are typically more time-consuming. For example, developing
a study protocol and analysis plan or assembling an analytical
dataset at each participating data partner for DRA may require
considerably moretime than thetime required to perform DRA.
There are also several key differences between our application
and the SCANNER software that may explain the differencein
operational performance. Specifically, the SCANNER software
requires usersto install avirtual machine and open portsto the
master node hosting the SCANNER hub. This design may have
shorter file upload, transfer, and download times between the

https://medinform.jmir.org/2020/6/€15073
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execution nodes, as files are only transferred between
homogeneous virtual machines on the server and not subject to
impediments such as firewall security protocols, additional
workload, and upload, transfer, and download speeds.

Theoperational performance of the SCANNER software makes
it adesirable option for DRA in networks that are amenable to
installing the required software and applications. We previously
found that most Sentinel data partners were unwilling to install
new software or make modificationsto their existing hardware
configurations to perform DRA [3]. We chose to develop the
DRA application using SAS and PopMedNet because all
Sentinel data partners have both software in their systems. In
addition, severa other large DDNs, including the National
Patient-Centered Clinical Research Network [24] and the
National Institutes of Health’s Health Care Systems Research
Collaboratory [25], use PopMedNet as their file transfer
software. In other words, our DRA application requires no new
software installation or modifications to existing hardware
configurations in DDNSs that employ SAS as their statistical
software and PopMedNet as their file transfer software. The 3
data partners that participated in this project are also members
of numerous PopMedNet-based DDNSs. Therefore, the successful
integration of our SAS-based DRA package with PopMedNet
and execution of DRA with these data partners have the potential
to extend DRA beyond the Sentinel System.

Limitations

Our study is not without limitations. First, DRA requires
infrastructure and processes beyond the agorithms and
technology described in this paper. For example, DRA with our
application requires harmonized individual-level datasets. Since
its inception, Sentinel has continuously enhanced its common
data model, routine analytical tools, and data quality assurance
processes. Thus, Sentinel data partners can rapidly create
harmonized analytical datasets for DRA. Research networks
and investigators without the same infrastructure may not be
ableto perform DRA with our application aseasily, evenif data
partners are willing to use PopMedNet as their data-sharing
software.

Second, we tested the DRA application with only 3 Sentinel
datapartners, and all testswere completed in aWindowsversion
of SAS (desktop or server). It ispossiblethat different hardware
configurations not found at these data partners or different
versions of SAS (Linux or Unix) could change the precision
and operational performance or even inhibit the execution of
our DRA application. However, we previously found only 3
different configurations of the required hardware components
(DataMart Client, SAS software, and the common folder
structure) among Sentinel data partners [3]. All 3 hardware
configurations were represented among the 3 data partnersin
this study. We also found the reconfiguration of these
components to be relatively straightforward. Therefore, it may
be possible to have data partners with other configurations make
minor changes to implement our DRA application. During the
development of the DRA application, we were able to
successfully execute our application on a Linux server with a
fourth data partner, by placing the application on aLinux server
directory accessible to the DataMart Client as a mapped
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Windows network drive. This allowed the DataMart Client to
access the same file system as the DRA application. Overall,
additional testing with more data partners with different
hardware configurations and different versions of SASisneeded
to fully ensure that our DRA application is operable across
different DDNs, research networks, operation systems, and
environments.

Third, our precision and operational performances were based
on a small sample of successful end-to-end executions of our
DRA application. These executions were limited to regression
models with 23 variables and analytical datasets ranging from
1000 to 3000 patients distributed among 3 data partners. Future
work should include more end-to-end executions, regression
models with more variables, datasets of larger sample sizes,
and more data partners. However, we found that 89% of the
iteration time was attributed to file transfer time, which was
largely driven by the number of files, size of thefilestransferred,
and network conditions (upload, download, and transfer speeds,
firewall security protocols, and workload). Because the files
contain highly summarized information, increasing the number
of variables or patients will not increase the number of files or
substantially increase the size of the files to be transferred. In
this study, each file transfer process transferred files that were
less than 1 MB. Our internal testing of analyses with more
variables, patients, and data partners did not result in file sizes
larger than afew MBs or increased theiteration time. Thus, we
do not anticipate DRA with more variables, patients, and data
partners in a real-world setting to have a considerable impact
on the operational performance of our DRA application. In
addition, network conditions at each data partner can vary
depending on the workload. We could not vary network
conditions at each data partner to formally analyze its impact
on the operational performance. However, we did complete our
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experiments with 3 Sentinel data partners, with machines that
are routinely used to fulfill Sentinel query requests. Thus, our
resultson precision and operational performancelikely represent
what potential users of DRA will experiencein practice.

Fourth, our bariatric surgery test case was relatively simplistic
and not as sophisticated as an actual clinical or epidemiologic
study. For example, we did not include all the potential
confounders. Therefore, the results of our analysis did not have
any causal interpretation.

Finally, although DRA uses the intermediate statistics at each
data partner to perform multivariable regression analysis, the
risk of reidentifying specific individualsis not 0. Under certain
conditions (eg, uncommon individual attributes coded with
indicator variables), there could be leakage of personal
information that could be used to infer or identify specific
individuals [26]. To further protect privacy, DRA can be
performed using more secure algorithms, such as encrypting or
perturbing the intermediate statistics. Future work should
explore the integration of these more secure DRA agorithms
into our DRA application.

Conclusions

We have successfully developed and integrated a SAS-based
DRA package with an iterative and automatable
PopMedNet-driven file transfer workflow to create a DRA
application and conduct DRA in select data partners within a
real-world DDN. The application produced results that were
within machine precision to the results from the pooled
individual-level data analyses using standard SAS regression
procedures. The end-to-end execution times were reasonable,
demonstrating that DRA can be apractical and valid analytical
method in real-world settings.
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Abstract

Background: The coronavirus disease (COVID-19) epidemic poses an enormous challenge to the global health system, and
governments have taken active preventive and control measures. The health informatics community in China has actively taken
action to leverage health information technologies for epidemic monitoring, detection, early warning, prevention and control,
and other tasks.

Objective: The aim of this study was to develop a technical framework to respond to the COVID-19 epidemic from a health
informatics perspective.

Methods: In this study, we collected health information technology—related information to understand the actions taken by the
health informatics community in Chinaduring the COVID-19 outbreak and devel oped ahea th information technology framework
for epidemic response based on health information technol ogy—related measures and methods.

Results: Based on the framework, we review specific health information technology practices for managing the outbreak in
China, describe the highlights of their application in detail, and discuss critical issues to consider when using health information
technology. Technologies employed include mobile and web-based services such as Internet hospitals and Wechat, big data
analyses (including digital contact tracing through QR codes or epidemic prediction), cloud computing, Internet of things, Artificial
Intelligence (including the use of drones, robots, and intelligent diagnoses), 5G telemedicine, and clinical information systems
to facilitate clinical management for COVID-19.

Conclusions: Practical experience in China shows that health information technologies play a pivotal rolein responding to the
COVID-19 epidemic.

(IMIR Med Inform 2020;8(6):€19515) doi:10.2196/19515

KEYWORDS
COVID-19; pandemic; health informatics; health information technology; technical framework; privacy protection

Wuhan, Ching, the government enacted comprehensive and
stringent preventive and control measuresto bring the outbreak
The coronavirus disease (COVID-19) epidemic hastaken ona  Under control quickly. The hedlth informatics community in
global pandemic trend, posing a serious challenge to global China, including clinical informatics, public hedth informatics,

health care systems [1]. During the outbreak of COVID-19 in consumer health informatics, and clinical research informatics,
has actively taken action to leverage heath information
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technology for epidemic monitoring, detection, early warning,
prevention and control, and other tasks [2,3]. The Internet of
Things (10T) has provided platforms such as Worldometer [4]
that enable people to access data to monitor the COVID-19
epidemic; integration of big data, such as transportation data
and location-based services data, isused to model viral activity
and provide guide for health care policy makers [5]; artificial
intelligence (Al) and deep learning can enhance the detection
and diagnosis of COVID-19 and facilitate the discovery of novel
drugs [6]. Clearly, health information technology has played
meritorious roles in the battle against COVID-19.

At present, asthe COV I D-19 epidemic has expanded worl dwide,
the task of epidemic prevention and control has become more
arduous, and the world is facing enormous challenges. To
provide theoretical and practical references to other counties
on how health information technology can be used to respond
to the COVID-19 epidemic as well as to various public health
emergencies and disasters, in this study, we devel op atechnical

Yeetd

framework responding to the COV1D-19 epidemic from ahealth
informatics perspective. Based on this framework, we also
review specific health information technology practices for
managing the outbreak in China, describe the highlights of these
applications in detail, and finally discuss critical issues to
consider when using health information technol ogy.

Methods

Information Gathering and Framewor k Development

In this study, we collected hedlth information technol ogy—rel ated
information released by government departments and
management agencies, medical institutions, health careindustry
associations, and public enterprises to understand the actions
taken by the health informatics community in Chinaduring the
COVID-19 outbreak and to develop a health information
technology framework for epidemic response based on health
information technol ogy—related measures and methods (Figure
1).

Figurel. Proposed health information technology framework for responding to the COV1D-19 epidemic. COVID-19: coronavirusdisease. |oT: Internet

of Things.
4 Source: The National Health
Sk Commission of China (NHCC)
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Wefirst defined and described the health information technol ogy
elements of response to an outbresk in terms of health
information technology participants, service recipients,
technol ogies, and application scenarios. Second, we constructed
acompl ete technical response solution by correlating the health
information technology elements with the different stages of
the epidemic. Through this framework, we provide clear
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understanding of how health information technology is being
applied to the epidemic response and how it functions at
different stages of the epidemic.

The most effective measures to control infectious diseases are
isolation and care; all activitiesto control the epidemic revolve
around these two objectives, as has been demonstrated in China
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[7,8]. This framework includes health information technology
participants, service recipients, technologies, and application
scenarios around the four main stages of the COVID-19
epidemic: detection, early response, intervention, and
postintervention.

Definition of the Four Main Stages of the COVID-19
Epidemic

Based on the timeline of the epidemic in China, we identified
four main stages (Figure 1): health information technology
participants, service recipients, technologies, and application
scenarios. Thisidentification is consistent with previous studies

[2].
Health Information Technology Participants

Health information technol ogy participantsinclude government
agencies, technology companies, medical facilities (Fangcang
shelter hospitals, which are designated hospitalsfor COVID-19),
and research institutions, who leverage information technol ogies
to respond to the epidemic in this national campaign [9], were
identified.

Service Recipients

These include confirmed patients, suspected patients, close
contacts, patientswith chronic diseases, and the public[7,10,11].

http://medinform.jmir.org/2020/6/€19515/
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Technologies

A variety of emerging technologies, such as cloud computing,
big data, the 10T, mobile internet, Al, and fifth-generation
mobile networks (5G), are being used for epidemic prevention
and control. The transition of “5G+ Hedth” from the
experimental to the clinical phase has been realized [12].

Application Scenarios

Application scenarios mainly includeinformation delivery, case
detection, screening, online services, risk assessment, and
intelligent diagnosis. These scenarios are concrete manifestations
of theintegrated application of variousinformation technologies
for surveillance as well as prevention and control services
[11,13-16].

Results

Health Information Technology Practicein China

Information technology has played a key role in Chinas
response to the COVID-19 outbreak. Information technology
was used at al stages of the epidemic, such as prediction of
epidemic trends, tracking of close contacts, and remote
diagnosis. Based on the hedth information technology
framework for responding to the epidemic described in the
Methods section, we present specific hedth information
technology practices for managing the COVID-19 outbreak in
China (Table 1) and describe severa heath information
technologies used to fight COVID-19 in detail.
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Table 1. Health information technology practices for managing the COVID-19 outbreak in China.

Technology Scenarios Application Examples References
Mobile internet Internet hospital, web-  Provide avariety of web-based services for the public ~ Chunyu Yisheng, Gong et al [11], Liu et
based services during the outbreak, including screening and consulta=  WeDoctor, China al [13], Zheng et a
tion servicesfor mental health disordersor other diseases Mobile [17], Sun et al [18]
Web-based informa-  Rejease official statisticsabout the COVID-19%epidemic  People's Daily, People’s Daily [19],
tion dissemination  ang keep the public correctly informed about the current - WeChat official ac- - NHCPRC [20]
platforms situation in atimely fashion count “Healthy Chi-
na’
Big data Contact tracing Record health status and activity trajectory, monitor Health QR codes, Diao et al [21], Wang
crowd movement, or locate close contacts the Close Contact et a [22], Bouloset a
Detector app [23], lencaet d [2],
Boulos et a [23]
Epidemic prediction ~ Apply predictivemodeling and turning point projection, Predictivemodel for Wang et a [22], Liu et
monitor crowd activity COVID-19 a [24]
Spread track Assist the development of epidemic prevention and Thedynamicinfor-  Zhou et al [25], Peng et

Cloud computing

Supercomputing

control strategies

Provide computing power

mation query system

Supercomputing for
big data anaytics,

a [26]

Ali Group [27], Liu et
al [24], Li et al [28]

vaccine develop-
ment, and drug devel-

opment
loTP Real timedatacollec- Intelligently manage information Intelligent Diagnosis  Bai et a [29]
tion and Trestment Assis-
tant Program
AlC Drones Deploy for fever detection and crowd activity monitor- DJI drones Liuet al [24]

ing
Intelligent diagnosis

Temperaturedetection  Rapidly measure body temperature

Robots

during the epidemic

5G 5G+ telemedicine
agnostics

Clinica information
systems

Comprehensive

Useintelligent robotsto perform simple operationssuch  Robots for disinfec-
as disinfection and delivering medications and food

Facilitate clinical management related to COVID-19

Assist doctorsin CT diagnosis, reduce work pressure, Deeplearning-based  Li et al [30], Gozes et
and improve diagnostic accuracy

computer-aideddiag-  a [15]
nostic system

Airport infrared
thermal cameras

Baidu [31]

Brickwood [32], Huber
tion, delivering [33], Yang et al [34]
medications, and

measuring vital

signs

Provide support for remote video consultationsand di- 5G telehealth system  Paul [35], Augenstein

[36], Li et al [37]

Electronic health Ren et al [38]

records

8COVID-19: coronavirus disease.
B16T: Internet of Things.

CAl: artificial intelligence.

deT: computed tomography.

Internet Hospitals

At present, the global COVID-19 epidemic situation is very
serious, and the task of epidemic prevention and control ishighly
challenging. In the early stages of the epidemic, fever clinics
for outpatient and hospital beds were severely overloaded in
someareasin China. Against thisbackdrop, local governments,
health care ingtitutions, and a range of companiesin Chinaare
taking full advantage of mobile internet and 5G technologies
to actively provide internet health care services by clinical
expertsfrom all over the country. I nternet hospital s have played

http://medinform.jmir.org/2020/6/€19515/
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an important role in the prevention and control of epidemicsin
China[11].

During the COVID-19 outbreak, government agencies
encouraged the provision of “Internet+” medical insurance
services, which has significantly promoted the public utilization
of Internet hospitals [39]. Due to the rapid increase in the
number of confirmed cases and deaths during the epidemic,
both medical staff and the public have experienced
psychological problems, including anxiety and depression. As
aresult, internet hospitals have started to offer several types of
online mental health services[40-42]. For patientswith chronic
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diseases, home delivery services provided by internet hospitals
are aso in great demand during the outbreak.

Health QR Codes

Health QR codes are a major innovation that have been used
during the COVID-19 epidemic for individual tracking at the
national level; this has played an important role in epidemic
prevention and control as well as in enabling people to return
towork [2,23]. People are required to show or scan their health
QR code when entering and leaving public places such as
communities, supermarkets, and subways. Therefore, abig data
system can track the travel routines of an individual based on
these records [23]. Health QR codes and big data technology
can identify whether a member of the public has been in direct

Yeetd

or indirect contact with a confirmed or suspected patient with
COVID-19. Through traceability, government agencies can
quickly locate potentially infected people and take timely
measures to prevent the spread of the virus.

Thereare currently three colors of health QR codes: red, yellow,
and green (Figure 2). These colorsindicate three states of health.
Different regions have different definitions and reguirements
for red and yellow codes, while green codes uniformly indicate
that a person currently has no symptoms of COVID-19; these
codes can be used to quickly judge an individual’s health status.
Health QR codes not only play a major role in epidemic
prevention and control but will also greatly enhance the digital
transformation of government and the efficiency of public
services.

Figure 2. Health QR codes used in China during the COVD-19 epidemic. COVID-19: coronavirus disease.

Red code

Intelligent Diagnosisfor Chest Computed Tomography
Images

Early in the COVID-19 outbreak, researchers and the clinical
informatics sector acted quickly to develop computer-assisted
diagnostic products for COVID-19 in collaboration with
radiologists[30]. These products have played an important role
in screening patients for COVID-19; two of thereasonsfor this
are outlined below.

First, real time reverse transcriptase—polymerase chain reaction
(RT-PCR) test results of some patientswill show fal se negative
results, as a result, suspected or confirmed patients with
COVID-19 are not detected, which is not conducive to disease
prevention or control of the epidemic [43,44]. Chest computed
tomography (CT) features combined with RT-PCR test results
enable more reliable diagnosisin clinical practice. It has been
suggested that in addition to RT-PCR results and
epidemiological information, special attention should be paid
to chest CT features and laboratory examination results [30].
Existing studies show that approximately 96% of patients with
COVID-19 present with chest CT abnormdlities; therefore, chest
CT features are essential for identifying COVID-19 [30].

Second, although RT-PCR serves as the gold standard method
for confirmation of COV1D-19, the procedure takes along time
(approximately two hours); however, an Al-based diagnostic
system can detect lesions of COVID-19 with high sensitivity
withintwo minutes[45]. Al-based diagnosis systems accelerate
the screening process for suspected patients, enable the triage
of suspected patients in a shorter time, reduce the risk of
cross-infection in health carefacilities, and relieve the shortage
of doctors during the COVID-19 epidemic.

http://medinform.jmir.org/2020/6/€19515/

Yellow code

Green code

Critical Issuesfor the Health I nfor matics Community
to Consider

Capabilities of Future Clinical | nformation Systems

During the COVID-19 epidemic, clinica informatics
professional s have al so actively participated in the provision of
technical support for the admission and treatment of patients
with COVID-19. China's experience demonstrates that the
design and development of future clinical information systems
should focus on the following capabilities to better respond to
public health emergencies.

Thefirst capability israpid deployment. Thefirst three Fangcang
shelter hospitals with 4000 beds in Wuhan were built in 29
hours [46]. Clinical information systems must be deployed
within the same short time frame to support the admission and
treatment of patients with mild to moderate COVID-19.

The second capability is information exchange [47]. In this
outbreak, it has frequently been necessary to exchange
information (eg, test results and patient referral information)
between medical institutions, the Chinese Center for Disease
Control and Prevention, the Fangcang shelter hospitals, and
designated hospitals for patients with COVID-19. Information
exchange capability should be the focus of future clinica
information system design to respond to public health
emergencies.

Thethird capability israpid response of electronic health records
(EHRs) to emergencies [3,38]. During this outbreak, clinical
informatics professionals have configured the EHR to
specifically respond to COVID-19. These configuration and
adaptation measures include screen and triage processes, order
tools, suspected case reports, and outbreak-related information
statistics. A standardized EHR configuration process should be
developed to quickly respond to public health emergencies.
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Emerging Technologiesfor Public Health Emergencies

Unlike the severe acute respiratory syndrome (SARS) outbreak
in 2003, theinternet has become the main information platform
during the COVID-19 outbreak, and the public can access
dynamic information on the epidemic through various platforms.
After nearly 20 years of development, China has made great
strides in many emerging technology areas. In the fight against
the COVID-19 epidemic, the Chinese government, medical
institutions, and arange of technology companies have actively
leveraged cloud computing, big data, the 10T, mobile internet,
Al, blockchain, 5G, and other digital technologies to improve
the efficiency of epidemic monitoring, virus tracking, disease
prevention, control, and treatment, resource allocation, etc.

The public can access epidemic situation dynamics and
prevention knowledge through the mobile internet. Big data
technologies can be used for epidemic situation analysis,
material allocation and monitoring of personnel movement. Al
has been leveraged in intelligent diagnosis of medical imaging
and temperature measurement technology based on computer
vision and infrared technology. Telemedicine based on 5G
technology has also played an important role in the treatment
of patients with severe COVID-19 and in international
cooperation in the battle against the outbreak. All these
technologies are supported by cloud computing.

Through the Chinese experience, we can clearly see that
emerging technologies have played very important roles in
epidemic prevention and control; however, we should also note
that substantial challenges remain to be faced. While many
countries worldwide have well-developed surveillance and
prevention systemsin place, the health information technology
community still has a lot of work to do in light of the global
pandemic of COVID-19.

Privacy Protection

Tracing human activity is an important method of identifying
the source of COVID-19 infection and controlling the spread
of the virus. Individual health information based on health QR
codesisan effective measure to monitor and limit the movement
of people. In addition, the exchange of health information
between different organizations and medical institutions is a
basic requirement for guaranteeing patient treatment and care.
Chinese practical experience has proven that under the premise
of protecting personal privacy, the collection, reasonable use,
and exchange of personal information canimprovethe efficiency
and effectiveness of epidemic prevention and control. However,
it is also required that persona information be used only with
the consent of the person from whom it is collected and that it
not be limited to key populations such as confirmed patients,
suspected patients, and close contacts.

In the future, the health informatics community should consider
establishing a unified framework for the exchange of
epidemiological data, subject to privacy protection—related laws,
to fully share information and facilitate the orderly flow of
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information between governments, agencies, and communities
to address the challenges posed by public health emergencies
and disasters [47].

Discussion

This study makes important theoretical and practica
contributions. First, this paper discusses informatics response
and experience in responding to the COVID-19 epidemic in
China through a health informatics lens. We may have made
oversightsin our case collection; however, that does not detract
from our demonstration of the efforts made by the Chinese
health information community and the results they have
achieved. Practical experience in China has demonstrated that
emerging technologies have unique advantages and can play
pivotal rolesin addressing major public health challenges. Other
countries facing a COVID-19 pandemic should consider using
health information technology as part of their public health
response. The COVID-19 epidemic is a common challenge
facing humanity, and asthe epidemic spreads, health information
professionals from all countries must share their experiences
and work together to explore acomplete information technology
response framework to improve the response to the current
COVID-19 pandemic and to future public health emergencies.

Second, future clinical information systems, personal health
records, and big datainfrastructures should be capable of rapid
adaptation to public health emergencies, such asgood interface
design and information sharing. If large amounts of personal
information are shared, care should be taken to protect user
privacy. Moreover, we must consider multiple effects of
information technology, such as the spread of “fake news’ and
rumors, aswell asthe ethical and privacy issuesinvolved in the
leverage of Al and big data technologies [48,49]. Due to the
popularity of the Internet and social media, “information
epidemics’ often occur along with disease outbreaks; therefore,
it is also very important to use information technology to
increase the transparency of information on epidemics, reduce
public panic, and enhance public confidence in the measures
taken to combat epidemics[50,51]. During epidemic prevention
and control periods, the technology side (technology companies)
should prevent technology abuse, while the regulatory side
(government agencies and platforms) should be careful to
promote technology for the good and benefit of the public.

The COVID-19 epidemic is currently showing a global
pandemic trend, and our understanding of the new coronavirus
isdeepening. Global health information technology practitioners
should be proactive and use their professional skillsto respond
to the COVID-19 epidemic. Practicein Chinashowsthat health
information technologies play a very important role in
responding to the COVID-19 epidemic. Therefore, we believe
that the health informatics communitiesin all countries should
react quickly and makefull use of health information technology
to respond to the epidemic.
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Abstract

Background: With the continuous expansion of available biomedical data, efficient and effective information retrieval has
become of utmost importance. Semantic expansion of queries using synonyms may improve information retrieval.

Objective: Theaim of this study was to automatically construct and eval uate expanded PubMed queries of the form * preferred
term’ [MH] OR* preferred term” [ TIAB] OR* synonym 1” [ TIAB] OR* synonym2” [ TIAB] OR ..., for each of the 28,313 Medical
Subject Heading (MeSH) descriptors, by using different semantic expansion strategies. We sought to propose an innovative
method that could automatically evaluate these strategies, based on the three main metrics used in information science (precision,
recall, and F-measure).

Methods: Three semantic expansion strategies were assessed. They differed by the synonyms used to build the queries as
follows: MeSH synonyms, Unified Medical Language System (UMLS) mappings, and custom mappings (Catalogue et Index des
Sites Médicaux de langue Francaise [CISMeF]). The precision, recall, and F-measure metrics were automatically computed for
the three strategies and for the standard automatic term mapping (ATM) of PubMed. The method to automatically compute the
metrics involved computing the number of all relevant citations (A), using National Library of Medicine indexing as the gold
standard (“ preferred term” [MH]), the number of citations retrieved by the added terms (" synonym 1“ [ TIAB] OR ” synonym
2'[TIAB] OR ... (B), and the number of relevant citations retrieved by the added terms (combining the previous two queries
with an“AND” operator) (C). It was possible to programmatically compute the metricsfor each strategy using each of the 28,313
MeSH descriptors as a “preferred term,” corresponding to 239,724 different queries built and sent to the PubMed application
program interface. The four search strategies were ranked and compared for each metric.

Results: ATM had the worst performance for all three metrics among the four strategies. The MeSH strategy had the best mean
precision (51%, SD 23%). The UML Sstrategy had the best recall and F-measure (41%, SD 31% and 36%, SD 24%, respectively).
CISMeF had the second best recall and F-measure (40%, SD 31% and 35%, SD 24%, respectively). However, considering a
cutoff of 5%, CISMeF had better precision than UMLSfor 1180 descriptors, better recall for 793 descriptors, and better F-measure
for 678 descriptors.

Conclusions: This study highlights the importance of using semantic expansion strategies to improve information retrieval.
However, the performances of a given strategy, relatively to another, varied greatly depending on the MeSH descriptor. These
results confirm there is no ideal search strategy for all descriptors. Different semantic expansions should be used depending on
the descriptor and the user’s objectives. Thus, we devel oped an interface that allows users to input a descriptor and then proposes
the best semantic expansion to maximize the three main metrics (precision, recall, and F-measure).
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Introduction

Background

With the continuous expansion of available biomedical data,
efficient and effective information retrieval has become
extremely important. The number of citations for biomedical
literature accessible through the PubMed search engine, aservice
of the US National Library of Medicine (NLM), was over 30
million in January 2019, and of these, more than 26 million
were from the MEDLINE database. The number of citations
added to MEDLINE each year now exceeds 1 million (1,178,360
citations added in 2016) [1]. PubMed is one of the most used
toolsto accessthese data, and its popularity is growing steadily
each year (from 2.5 billion searches performed in 2013 to 3.3
billionin 2017) [2].

However, numerous studi es have reported that userslack search
skills for the effective use of PubMed [3-5]. Although a basic
search using PubMed can berelatively straightforward, adeeper
understanding of its structure and underlying search algorithm
is needed to perform an effective search of the literature. In
order to improve the accuracy of information retrieval,
MEDLINE citations are indexed in the Medical Subject
Headings (MeSH) thesaurus [6], but most users do not know it
well enough and do not commonly use its descriptors to build
their queries[7,8]. The MeSH thesaurus, devel oped by the NLM,
isalist of descriptors covering the biomedical field. Moreover,
usersrarely employ search tagsand therefore do not fully exploit
the features of PubMed [9]. Consequently, the NLM has
devel oped an automatic processto modify users' explicit queries
called automatic term mapping (ATM). Entry terms are mapped
to their corresponding MeSH descriptors and compound words
are broken down and combined with the Boolean operators
“AND” and “OR" and searched with the tag [All fields] [10].

Comprehensive literature searching requires the use of both
bibliographic database searching and diverse supplementary
search methods [11,12]. The purpose of ATM is to improve
information retrieval in bibliographic database searching, but
severa studies have proposed alternative processes to enhance
users’ queriesthat have yielded better results. For instance, Kim
et al proposed the use of semantic techniques, such as document
similarity [13]. PubMed has dso implemented the
recommendation of a“related articles’ feature[14]. Thisfeature
uses the PubMed-related citations algorithm, which is a
probabilistic topic-based model developed by Lin and Wilbur
[15]. Wei et al proposed a strategy to enhance this feature[16].
Additionally, Afzal et a proposed methods for the automation
of query generation [17,18]. Other popular strategies propose
to perform semantic expansion with synonyms of the entry
terms. These strategies vary in the knowledge organization
system (KOS) they use to perform the expansions. Aronson et
al in 1997 [19] and Hersh et a in 2000 [20] proposed the use
of Unified Medical Language System (UMLS) mappings to

https://medinform.jmir.org/2020/6/€12799

perform query expansion. The UML S thesaurus maps terms of
different KOSs using concept uniqueidentifiers (CUIs). In 2009,
Thirion et al proposed the expansion of queries with MeSH
synonyms [21]. This strategy was aso explored in 2016 by
Wright et a [22]. In the MeSH thesaurus, each descriptor has
a preferred term and may have some synonyms. This
optimization led to a great improvement in the performance of
information retrieval. In 2012, Griffon et a proposed the use
of the UML S to perform the expansion [23], leading to aslight
increase in recall but a decrease in precision. Among other
strategies, Xu et a [24] proposed abiomedical query expansion
framework based on learning-to-rank methods, in which
term-ranking models are trained to refine the candidate
expansion terms by selecting the most relevant terms for
enriching the original query.

Prior Work

In order toimproveinformation retrieval, our team (physicians,
librarians, and terminology specialists) developed anew strategy
of semantic expansion using new mappings between various
KOSs, which was called CISMeF (French acronym, Catalogue
et Index des Sites Médicaux de langue Frangaise) mappings.
Health Terminology/Ontology Portal (HETOP) isacross-lingual
multi-terminology server also developed by the CISMeF team,
which contains 86 KOSs in 45 languages. The CISMeF
mappings are mappings between terms of these 86 KOSs. The
mappings were created in various ways. Some concepts were
mapped automatically, using UMLS CUIs. However, most of
the KOSs included in HETOP are not included in the UMLS
(65 out of the 86 KOSs). For these KOSs, the terms were
mapped automatically using natural language processing or
manually by librarians and KOS specialists. Moreover, some
of the automatically mapped terms were verified and manually
curated by librarians and KOS specidlists (supervised mappings).
Information on HETOP and Cl SM e mappings has been detailed
in a previous paper [25]. The performance of this new kind of
semantic expansion using CISMeF mappings was manually
assessed in a previous study by Massonnaud et al [26].

Although these different strategies have greatly improved the
effectiveness of information retrieval, there are limitations to
the assessment of their performances. Assessments were
performed manually, allowing only small samplesof descriptors
and citations. Moreover, al the studies revealed a great
variability in results depending on the descriptor used. This
behavior suggeststhat thereis no semantic expansion that would
be optimal for all descriptors and that the semantic expansion
to be used should be chosen according to the specific descriptor
and the user’ s objective (ie, when seeking either better precision
or recall or a harmonic mean view using F-measure).

Objective
The am of this study was to automatically construct and
evaluate expanded PubMed queries of the form “ preferred
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term’ [MH] OR *“preferred term’[TIAB] OR “synonym
1" [TIAB] OR" synonym2” [ TIAB] OR ..., for each of the 28,313
MeSH descriptors by using different semantic expansion
strategies. We sought to propose an innovative method that
could automatically evaluate these strategies, based on the three
main metrics used in information science (precision, recall, and
F-measure).

Methods

Semantic Expansion Strategies

Four strategies were assessed in this study, including the
standard ATM of PubMed and three kinds of queries enhanced
with semantic expansions (MeSH, UMLS, and CISMeF). The
three semantic expansion strategies differed in the set of
synonyms used to expand the query. For example, for the MeSH
descriptor " diabetes mellitus, type 2“[MH], the query built with
the ATM strategy was as follows: (" diabetes mellitus, type
2'[MeH Terms] OR " type 2 diabetes mellitus‘ [All Fields]
OR” diabetes mellitus, type 2“ [ All Fields]), and the query built
with the UMLS strategy was as follows: (" diabetes mellitus,

Massonnaud et al

type2* [MH] OR” adult onset diabetes’ [ TIAB] OR” adult onset
diabetes mellitus* [TIAB] OR " adult-onset diabetes' [ TIAB]
OR " adult-onset diabetes mellitus* [TIAB] OR ...). The four
strategieswere applied for each of the 28,313 MeSH descriptors,
and their respective performance was assessed by computing
standard metrics (precision, recall, and F-measure).

Automatic Metrics Computation

Figure 1 depicts how the metricswere computed. Precision was
defined asthe fraction of relevant citations among the retrieved
citations. Recall was defined as the fraction of relevant citations
retrieved from the total number of relevant citations. The
traditional F-measure (or F1 score) was defined asthe harmonic
mean of the precision and the recall, and the value is provided
by the following formula: 2 x (precision x recall) / (precision
+ recall). Therefore, in order to automatically estimate these
metrics for a given query and a given descriptor, it was
necessary to identify the set of all relevant citations for the
descriptor (A; ie, the gold standard), the set of all citations
retrieved by the query (B), and the set of citations retrieved by
the query that were relevant (C; ie, the intersection of A and
B).

Figure 1. Representation of the three sets of citations retrieved for each descriptor, and how they were used to compute the metrics. ATM: automatic
term mapping; CISMeF: Catalogue et Index des Sites Médicaux de langue Francaise; MeSH: Medical Subject Headings, UMLS: Unified Medical

Language System.
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The set of relevant citations (A) was defined using NLM’s
indexing asthe gold standard. For aquery built from aparticular
MeSH descriptor, a citation was considered relevant if it was
indexed with that same descriptor. Therefore, the total number
of relevant citations (A) was retrieved viathe following query:
“ preferred term” [ MH] . The queriesfor set (B) were constructed
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as follows: for the ATM strategy, the query was constructed
with “ preferred term” [TIAB]. For the other three strategies,
the query was constructed with the synonyms retrieved by the
expansion strategy (“synonym 1”[TIAB] OR *synonym
2"[TIAB] OR etc.). Conseguently, the number of relevant
citations retrieved (C) could be computed by combining the
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previous two queries with an “AND” operator as follows:
(“ preferred term” [MH] AND “ preferred term” [TIAB]) for
ATM and (“ preferred term” [MH] AND (*synonym 1” [ TIAB]
OR" synonym?2” [ TIAB] ORetc.)) for thethree other strategies.
Thetag [All fields] was replaced with [ TIAB] since[All fields]
also searches the indexation field of the citations, therefore

Massonnaud et al

conflicting with the[ MH] tag. M oreover, the scope of the search
was reduced to indexed citations by adding the tag medline[ sb]
so that al queries were performed on the same set of manually
indexed citations.Table 1 showsasummary of the syntax of the
resulting nine different queries.

Table 1. Summary of the syntax of the nine different queries used in this study.

Strategy Relevant citations (A) Retrieved citations (B) Relevant citations retrieved (C)
ATMR "pref. term“[MH] " pref. term“[TIAB] AND medling[sb] "pref. term“[MH] AND (" pref. term“[TIAB]) AND
medline[sh]
MeSsHP "pref. term“[MH] ("MeSH synonym 1“[TIAB] OR "MeSH synonym "pref. term“[MH] AND ("MeSH synonym
2*[TIAB] OR ...) AND medling[sh] 1[TIAB] OR”"MeSH synonym 2*[TIAB] OR ...)
AND medline[sb]
UMLS® "pref. term*[MH] ("UMLS synonym 1“[TIAB] OR"UMLS synonym  "pref. term“[MH] AND ("UMLS synonym
2“[TIAB] OR ...) AND medling[sb] 1“[TIAB] OR"UMLSsynonym 2“[TIAB] OR ...)
AND medline[sb]
cismerd  "pref. term*[MH] ("CISMeF synonym 1“[ TIAB] OR " CISMeF synonym " pref. term“[MH] AND (" CISMeF synonym

2°[TIAB] OR ...) AND medling[sb]

1“[TIAB] OR ”CISMeF synonym 2*[TIAB] OR
...) AND medline[sh]

8ATM: automatic term mapping.

BMeSH: Medical Subject Headings.

CUMLS: Unified Medical Language System.

dcisMer: Catl ogue et Index des Sites Médicaux de langue Francaise.

Data Collection

Initialy, the queries were built using the HeTOP terminology
server [25], which provides relations between multiple KOSs.
Given aparticular concept, it ispossibleto automatically gather
theMeSH preferred term of this concept and its synonymsfrom
the KOS of interest. Asthe 2018 version of the MeSH was not
released at the time of this study, the 2017 version containing
28,313 descriptors was used, and of these descriptors, 26,636
were used at least once for indexing citations. It was then
possible to programmatically build the nine different types of
queries (Table 1) for each of the 26,636 descriptors, resulting
in a total of 239,724 queries. ATM’s behavior regarding the
split of compound words was reproduced exactly. In order to
shorten thelength of the queries, the termswere set to lowercase
and multiple occurrences of the exact sameterm wereremoved.
Thereafter, the citation count for each of the 239,724 queries
was retrieved via PubMed' s application programming interface.
The processing time of these 239,724 queries on a
microcomputer was around 3 hours and 30 minutes. Therefore,
it is scalable and can be run frequently.

Statistical Analysis

The mean precision, recall, and F-measure were computed for
the 26,636 descriptors and for each of thefour search strategies.

https://medinform.jmir.org/2020/6/€12799

Thefour strategies were ranked, and the number of descriptors
for which the CISMeF strategy had better results than each of
thethree other strategies was computed, considering adifference
of at least 5% (arbitrary). The metrics were also computed with
stratification according to the MeSH category. Statistical
analysis was performed using R software (version 3.4.3; R
Foundation for Statistical Computing, Vienna, Austria). Asthe
analysis was performed on the entire set of MeSH descriptors,
confidenceintervalsand P valueswere not needed and therefore
not computed.

Results

Table 2 shows the mean precision, recall, and F-measure for
each of the four search srategies. ATM had the worst
performance for al three metrics among the four strategies.
MeSH had the best mean precision (51%, SD 23%). CISMeF
and UMLS had identical results for precision. UMLS had the
best recall and F-measure (41% and 36%, respectively). CISMeF
had the second best recall and F-measure.

Table 3 shows the number of descriptors for which two
strategies had equal precision, recall, or F-measure. Table 4
shows the number of descriptors for which the metric score of
astrategy was at least 5% better than another strategy.
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Table 2. Mean performances of the four search strategies for the 26,636 Medical Subject Heading descriptors.

KOS2 Precision (%), mean (SD) Recall (%), mean (SD) F-measure (%), mean (SD)
ATMP 44 (24) 31(29) 28 (23)
MeSHC 51 (23) 38(31) 35 (24)
ClSMeF? 49 (23) 40 (31) 35 (24)
UMLS® 49 (23) 46 (31) 36 (24)

3 0S: knowledge organization system.

BATM: automatic term mapping.

®MeSH: Medical Subject Headings.

dcisMeF: Catal ogue et Index des Sites Médicaux de langue Francaise.

€UMLS: Unified Medical Language System.

Table 3. Number of descriptors for which two strategies had equal precision, recall, or F-measure.
KOS2 Precision, n Recall, n F-measure, n
ATM b and M eSHC 3037 3959 2938
ATM and ClISMeF? 2551 3410 2459
ATM and UMLS® 2409 3265 2320
MeSH and CISMeF 19,261 20,232 19,001
MeSH and UMLS 17,176 18,394 16,917
CISMeF and UMLS 18,819 19,956 18,565

3 0S: knowledge organization system.

BATM: automatic term mapping.

®MeSH: Medical Subject Headings.

dcisMer: Catal ogue et Index des Sites Médicaux de langue Francaise.

€UMLS: Unified Medical Language System.

Table 4. Comparisons of the strategies for each metric.
Strategy comparison Metric, n?

Precision Recall F-measure

CISMerR? vs UMLSE 1180vs 1017 793 vs 1262 678 vs 1140
MeSHY vs UMLS 2285vs 215 9vs 2857 553 vs 1761
CISMeF vs MeSH 170 vs 2088 2372vs9 1403 vs 669
MeSH vs ATME 9650 vs 3299 8198 vs 3404 8150 vs 2446
CISMeF vs ATM 9112 vs 4557 9724 vs 2949 8895 vs 2628
ATM vsUMLS 4682 vs 9094 2852 vs 10,047 2448 vs 9217

#The numbers are the numbers of descriptors for which the metric score of a strategy was at least 5% better than another strategy.

bCISMeF: Catal ogue et Index des Sites Médicaux de langue Francaise.
CUMLS: Unified Medical Language System.

dMeSH: Medical Subject Headings.

€ATM: automatic term mapping.

The analysis stratified according to the category (tree) of the
MeSH descriptor revealed the same trends for all three metrics.
The best precision was obtained with category C (diseases) by
the MeSH strategy (58.16%). MeSH had the best precision for
all categories expect category B (organisms), for which ATM
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had the best precision (data not shown). The best recall was
obtained with category B by UMLS (64.28%), which had the
best results for 11 out of the 15 categories. CISMeF had the
best recall for the following remaining four categories: H
(disciplines and occupations), K (humanities), L (information
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science), and N (health care). ATM had the worst recall for all
categories (data not shown). Figure 2 shows the F-measure
scores for each of the four strategies depending on the MeSH
category of the descriptor. The best F-measure was obtained
with category B by UMLS (47.55%). UMLS had the best

Massonnaud et al

F-measure for all categories except category H, for which
CISMeF had the best score (19.82%), and category |
(anthropology, education, sociology, and socia phenomena),
for which MeSH had the best F-measure (22.38%).

Figure 2. F-measure scores of the four search strategies depending on the MeSH category of the descriptor. ATM: automatic term mapping; CISMeF:
Catalogue et Index des Sites Médicaux de langue Francaise; MeSH: Medica Subject Headings; UMLS: Unified Medical Language System.
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Discussion

Principal Findings

Of thefour strategies assessed in this study, PubMed's standard
ATM had the worst mean performances for the three metrics
measured (ie, precision, recall, and F-measure). These results
are consistent with the findings of previous studies [21,23,26].
The best precision was obtained with the MeSH strategy
(50.93%). The mean values of precision for both the CISMeF
and UMLS strategies were identical (49.20%). For recall and
F-measure, the best performance was obtained by the UMLS
strategy, followed by the CISMeF strategy and MeSH strategy.

Even though the differences between the mean performances
of the three enhanced strategies (ie, MeSH, CISMeF, and
UMLS) were small, with no difference at all for numerous
descriptors, the finding did not reflect the important variability
of the results. Indeed, for each metric, the ranking of the four
strategieswas grestly dependent on the descriptor. For instance,
although UMLS and CISMeF had identical performances for
mean precision, CISMeF had better precision than UMLS for
1180 descriptors. Likewise, the CISMeF strategy had better
recall for 793 descriptors and better F-measure for 678
descriptors. Even the ATM strategy, which had much lower
mean results for all three metrics, was ranked first for severa
descriptors (data not shown).
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The important variability of the performances found here is
consistent with the results of previous studies [21,23,26]. This
variability was an important limiting factor for these studies
since the assessments were performed manually and therefore
on arestricted set of descriptors. Consequently, theinterpretation
of the results was difficult and had important limitations. The
objective of thisstudy wasto implement and evaluate an original
approach for the automatic assessment of the three main metrics
of information science. This innovative method allowed us to
test the four different strategies of semantic expansion on the
entire set of MeSH preferred descriptors (n=28,313) rather than
on a small subset. The results found with this new method
conform to those of previous studies, with a similar ranking of
thefour search strategies. Working out the reasonsfor variability
would be acomplex endeavor, asthey differ from one descriptor
to another. The first obvious reason for aloss of precision, for
instance, is an increased number of synonyms used. A higher
number of termsin aquery isassociated with ahigher likelihood
of it having less precision. For example, the CISMeF expansion
for the term “kidney tubular necrosis, acute” had a precision of
97.4% asagainst 36.6% for the UM L S expansion. The CISMeF
expansion included eight terms, whereas the UMLS expansion
included 18 terms. Even with a comparable number of terms,
alossin precision could be caused by asingletermin the query,
for instance, an acronym or a broader synonym (hyperonym).
For example, the CISMeF expansion for the term “drug
interactions’ had a precision of 56.3% as against 5.1% for the
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UML Sexpansion. Both expansions are based on dight variations
of the combination of “drug” and “interactions,” but one term
in the UMLS expansion is simply “interactions,” which leads
to alot of noise and thus adecreasein the precision of the query.
For recall, the reasons for variation are somewhat reciprocal.
For instance, the CISMeF expansion for the term “chronic
disease” yieldsarecall of 73.8% asagainst 7.8% for the UMLS
expansion. Both expansions use variations of the combination
of “chronic” and “disease,” but the CISMeF expansion uses an
additional “chronic” term alone. However, thisgaininrecall is
at the cost of alossin precision (13.1% 10ss).

Theranking of thefour strategieswas similar after stratification
according to the descriptor’s category in the MeSH tree. The
exact same eval uation was performed with different tagsin the
gueries[14]. The assessment was also performed over different
time intervals. The tag *[majr] was tested instead of *[mh],
and all strategies were tested with and without the explosion
behavior. The explosion is activated by default in PubMed's
ATM, but it was not feasible to reproduce the explosion in our
expanded queries, as this would have resulted in too large
queries. This could dlightly bias the results for broad MeSH
descriptors, but the analysis we performed by deactivating the
explosion for the gold standard (using [ mesh:noexp] ) revealed
similar ranking of the four strategies and similar variability
(data not shown). Moreover, a new version of PubMed is
available since November 2019 and providesamodified version
of the ATM. Unfortunately, the details about its modifications
have not been published at the time of this study, and therefore,
it is not reproducible [27]. Future research could analyze the
new version of the ATM in comparison with the expansion
strategies and with the legacy ATM.

Our results suggest that the choice of the semantic expansion
strategy used to build the query must be made according to the
descriptor. Since the automatic assessment tested here allowed
assessment of all the MeSH preferred descriptors, it is now
possible to choose which semantic expansion strategy to useto
build a query for a given descriptor, according to the
performances of the three metrics precision, recall, and
F-measure. Asthe processing time of this automatic assessment
isquitelow, it can be updated frequently (each day, each week,
or each month). Technicaly, the assessment could aso be
performed in real time, although this does not seem necessary
sincethe results should not vary greatly during short periods of
time.

The availability of quantitative measurements of the
performances of different strategies now allows usersto decide
which semantic expansion to use given a particular MeSH
descriptor. Depending on their specific needs, users could either
choose the strategy providing the best precision, best recall, or
best F-measure, sincethese performances could be accomplished
by different strategies. These considerations led our team to
develop an interface that allows users to input their MeSH
preferred descriptor and to choose which metric they wish to
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maximize (precision, recall, or F-measure). This tool is freely
available on the HETOP website [28] (Multimedia Appendix
1). Users can search for a term, and the algorithm will try to
match the term with the corresponding MeSH descriptor. Once
on the description page of a descriptor, the
“PubMed/Doc’ CISMef” tab needs to be selected to go to the
query building section. There, in section 2 “options,” users can
select which metric they want to maximize (precision, recall,
or F-measure). The algorithm will determine which expansion
strategy yields the best score for the metric and automatically
construct the query with the corresponding semantic expansion.
Thereafter, in section 3 “queries,” abutton with aPubMed icon
appearswith atag corresponding to the semantic expansion that
will be used to build the query. By clicking this button, the
query will be automatically built and sent to the PubMed search
engine in a new browser page. A perspective could be to go
even further in the customization of the queries, with the
possibility to add each synonym successively, each time
assessing in real time the performance of this custom query.

Limitations

This study has some limitations. First, in order to assess the
metrics in an automatic manner, the scope of the search had to
be restricted to theindexed citations of the MEDLINE database.
The assessment of recent nonindexed citations could only be
performed manually, with al the limiting factors previously
described in the literature. However, it is legitimate to assume
that the different semantic expansions would perform in the
same way for the entire database since there is no reason to
think that the indexing paradigms would shift suddenly for a
given descriptor. Moreover, the results presented here are
consistent with manual evaluations of previous studies,
suggesting there is no major bias in this new methodology.
Second, the queries built were simple queries based on only
one MeSH preferred term. It would be necessary to evaluate
the performances of these different semantic expansions with
more complex queries, associating multiple MeSH preferred
terms. However, the behavior of such querieswould beidentical
because the semantic expansion of each term would be treated
independently and then recombined with Boolean operators,
which is the default behavior of PubMed’s ATM.

Conclusions

In this study, we present an innovative method to automatically
compute for PubMed citations the three main metrics used in
information science. This new method allowed us to compare
four semantic expansion strategies to query PubMed on all
MeSH descriptors. The results confirmed great variability
depending on the descriptor. Hence, there is a need to propose
to users the semantic expansion that best fits their specific
objectives. Owing to the possibility of regularly updating the
performances of these search strategiesfor all MeSH descriptors,
our team has developed an interface that allows users to input
a descriptor and then proposes the best semantic expansion to
maximize either precision, recall, or F-measure.

The authors are grateful to Nikki Sabourin-Gibbs for her help in editing the manuscript.
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Abstract

Background: Online communities have been gaining popularity as support venues for chronic disease management. User
engagement, information exposure, and social influence mechanisms can play a significant role in the utility of these platforms.

Objective: Inthispaper, we characterize peer interactionsin an online community for chronic disease management. Our objective
istoidentify key communications and study their prevalence in online social interactions.

Methods: The American Diabetes Association Online community is an online social network for diabetes self-management.
We analyzed 80,481 randomly selected deidentified peer-to-peer messages from 1212 members, posted between June 1, 2012,
and May 30, 2019. Our mixed methods approach comprised qualitative coding and automated text analysis to identify, visualize,
and analyze content-specific communication patterns underlying diabetes self-management.

Results: Qualitative analysis revealed that “social support” was the most prevalent theme (84.9%), followed by “readiness to
change” (18.8%), “teachable moments’ (14.7%), “pharmacotherapy” (13.7%), and “progress’ (13.3%). The support vector
machine classifier resulted in reasonable accuracy with arecall of 0.76 and precision 0.78 and allowed us to extend our thematic
codes to the entire data set.

Conclusions: Modeling health-related communication through high throughput methods can enabl e the identification of specific
content related to sustainable chronic disease management, which facilitates targeted health promotion.

(JMIR Med Inform 2020;8(6):€18441) doi:10.2196/18441

KEYWORDS
diabetes; self-management; social media; digital health

: costs and $90 hillion in reduced productivity [1]. Individuas
Introduction with diagnosed diabetes have annual medical expenditures that
Background are $7900 or approximately 2.3 times higher than they would

Diabetes (specifically type 2 diabetes and prediabetes) is a
leading public health burden and global health issue. Asof 2019,
more than 100 million US adults are now living with diabetes
or prediabetes[1]. Thetota estimated cost of diagnosed diabetes
in 2020is$327 billion, including $237 billion in direct medical

https://medinform.jmir.org/2020/6/€18441

be in the absence of diabetes ($13,700 vs $5800) [2]. Diabetes
can also lead to rena and cardiovascular complications [1].
Addressing lifestylerisk factors, such as poor diet and physical
activity, is vital to diabetes prevention and management.
Numerousinterventions and public health campai gns have been
developed to help patients incorporate new behaviors (eg,
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medication regimen) and modify existing risky behaviors (eg,
poor diet) to prevent and manage diabetes (for reviews, see
[3-7]). However, the growth rate of diabetes is steady, adding
to the health care burden. Adherence to healthy behaviors (eg,
proper nutrition) and management of prevailing health
conditions (eg, medication adherence) requires a significant
support infrastructure that targets individualistic factors and
environmental influences for long time intervals[8,9].

Social Relationships and Health Management

Recent research suggests that social relationships play an
essential role in an individual’s engagement in health issues
[10-12]. For example, Christakis and Fowler's analysis of the
Framingham data set shows an association between the behavior
of membersof anindividual’ssocial network and the likelihood
of smoking cessation [13]. Positive effects of social relationships
have been associated with chronic illness self-management
[14-17]. Increased levels of socia integration are also found to
improve the overall wellbeing of individuals[18]. On the other
hand, some studies indicate the negative influence of social
relationships [19,20]. While community-based social
interventions harnessing the positive effects of socia contacts
exist [21-24], the mechanisms underlying the impact of social
relationships on multiple behavioral domains of Diabetes
Self-Management (DSM) are not fully understood.
Consequently, an understanding of the mechanismsin play for
numerous behavioral domains within diabetes management is
crucial to promote wellness regimensthat can result in sustained
adoption.

Online Communities as Secondary Data Sour ces

The ubiquity of onlinecommunities presentsuswith invaluable
data sets in the form of electronic traces of peer interactions
[25], which may help to understand social influencein diabetes
management. Thanksto the ready availability and accessibility
of the internet via mobile phones, peer interactions in online
communities often occur in real time. They can provide rich
documentation of certain crucial momentsin everyday life that
influence diabetes prevention and management [26]. Further,
it is common for an individual to seek a related online
community (eg, newly diagnosed with type 2 diabetes) and
navigate the records of peerswho have shared their experiences.
With the support of online communities and an associated bank
of collective knowledge, theindividual reflects on the problem,
explores available information, and feels able to act, thus
eliciting multiple theoretical constructs described in existing
models of behavior change ([27-31]. Emerging research shows
the complex relationships between online socia ties and
individuals self-management of health conditions, thus
highlighting the utility of online peer interactions as secondary
data sources[17,29]. While we must be cognizant of inferential
generalizability [30], these platforms have atremendous capacity
to inform clinicians, behaviora scientists, and technology
developers about human health behaviors and ways to harness
knowledge from online social media to inform intervention
design, content curation, and information dissemination [31-34].
A more in-depth analysis of such interactions provides uswith
a new lens to inform, enhance, and strengthen existing
frameworks of diabetes care delivery, prevention, and
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management [29,31]. Previous studies on diabetes-rel ated social
media interactions have focused on general-purpose platforms
such as Twitter and Facebook interventions, where datavolume
has ranged in the order of hundreds to billions [35-39]. A
majority of these studies have attempted to understand the types
of diabetesinformation disseminated, the levels of information
spread, and user engagement facilitated by these platforms.
However, our understanding of digital environments solely
dedicated to diabetes prevention and self-management are quite
limited. As such, the semantic context underlying
genera -purpose and health-specific platforms can vary greatly,
consequently affecting the methodological underpinnings of
large-scale studies for unpacking the DSM domain in social
media.

In this paper, we describe our findings of large-scale analysis
of peer interactions in the health-related online community
focusing on diabetes management. In addition to abstracting
thematic strands underlying peer interactions, we provide a
more in-depth analysis of behavior change techniques that
manifest in these online discussions using manual coding
methods. Further, we extend the reach of qualitative analysis
using high throughput computational methods to understand
the thematic distribution of peer communication in a
diabetes-specific online community. The insights gained from
these investigations will enable us to gain a deeper
understanding of the digital environment and the nature of the
peer interactions they facilitate, inclusive of and beyond social
support. Our findings will help us design an enhanced support
infrastructure through the development of tailored education
interventions and digital solutions that harness social support
and influence to promote positive health changes. Such
“hedlthier life” technologies offer considerabl e advantages over
traditional approaches in affordability, scalability, user
engagement, and personalization.

Methods

Materials

For this study, we focus on user interactions within the American
Diabetes Association (ADA) online community, one of the
largest online communities focusing on engaging patients with
diabetes and their caregivers in optimizing self-health
management [40]. Members are required to have a registered
account with the ADA to share content and exchange messages
within the online community. The data set spans eight years
(2012-2019) and includes publicly available interactions.
Behavior before and after diagnosis, treatment effectiveness,
healthy behaviors (low carb diet, physical activity), medication
adherence, blood glucose self-monitoring, and other topics are
discretely captured in thisdata. For this project, we focused our
analysis on type 2—related entries. A total of 80,481 randomly
selected de-identified messages exchanged by 1212 members
were included in this analysis. We chose type 2 diabetes as the
focus of this study because health outcomes and disease
management among these patients areimpacted by their lifestyle
behaviors (diet and physical activity), medication use, and
self-monitoring of blood glucose. The research has been
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reviewed and exempted by the Institutional Review Board at
the University of Texas Health Science Center at Houston.

Theme Abstraction

We adopted Directed Content Analysis[41] to identify the core
concepts and unifying themes that relate to diabetes prevention
and management. First, four independent coders characterized
the communication between members of each community,
assigning communication themes (inductively derived using
grounded theory techniques [42] in our prior work [43]) to
randomly selected messages that relate to diabetes prevention
and management. Table 1 provides an overview of the
qualitative analysis and coding categories. We coded 517
messages to assign thematic labels (shown in Table 1). Each

https://medinform.jmir.org/2020/6/€18441

Myneni et a

message could have multiple codes applied dependent on the
content of the message, and codes were individually and
independently assigned by four coders. Each message will have
aminimum of two independent coders applying codes. Coders
then met and reconciled codes into a master coded document
viaweekly meeting discussion following iterative comparison
and consensus building to ensure objectivity in the coding
process. The qualitative analysis allowed us to explain how
online platforms are utilized by individual users to mend the
gapsin their socia and information needs. Also, we conducted
a more in-depth analysis of the messages to understand types
of social support [44] and the taxonomy of behavior change
techniques [45] observed in peer interactions.
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Table 1. Sample messages from the American Diabetes Association (ADA) mapped to the communication themes.

Theme Definition Sample message snippets from ADA

Social support Messages where the content reflectstheel-  Congratulations on ajob well done — and Welcome to the 5% club. Your
ements of praise, advice, empathy, and hard work and persistence paid off. Keep it up. :)
guidance

Traditions Messages that focus on community-specific  How did you do thismorning? How’ ve you been doing over time? Nobody

Teachable moments

Obstacles

Pharmacotherapy

Relapse

Readiness to change

Cravings

Alternative medicine

Progress

Petient-reported Outcomes

Conflict

Miscellaneous

rituals such as pledges or any engagement
practices conducted by moderators or users

Messages that describe incentives to make
positive health changes

Messages focusing on hurdles to planned
health practices

Messages with explicit discussions on vari-
ous pharmacotherapy options

Messages with descriptions of relapse rea-
sons or confessions

Messages that inspire to initiate positive
health changes

Messagesthat capture real-time expressions
of the urges to deviate from planned health
behaviors

Messages that describe therapies that are
not regarded as orthodox by the medical
profession

Messages in which members communicate
their progress based on objective health
measures

A message that focuses on subjective
progress (positive or negative)

A message which is argumentative or clari-
fying apoint/topic (not necessarily support-
ive)

A message which contains questions or in-
formation not about an individual’s health
status or diabetes management

knew back then that there would be 28,196 repliesto ... question. Nobody
expected that twice that topic would grow so large that we would have to
start over again in abrand new topic to accommodate al those posts.

Stress can have a huge impact on your numbers. Even asingle day can
raise my numberssignificantly and | have had longer periods of stressthat
I know upped my A1C. So when you are dealing with astressful timeyou
want to increase your exercise and decrease your carbs.

| did add 3 days of swimming that lasted for 3 months until my swim
buddies got on different schedules. | do miss the sun and water so I’m on
asearch for other swimming holes and buddies. Transportation can be a
hurdle, too.

Metformin may have a small effect reducing insulin resistance, but its
main effect isto keep the liver from sending out too much insulin and
over-compensating when blood glucose is alittle low, like when it helps
to prevent the dawn effect.

On the issue of my numbers being too high in general ... that's a separate
issue. | have gotten lax with exercise and eating too many carbs.

| discovered that | had to change “Can't” to “Don’t” in my thinking. |
“can't” eat that cookie... means“Poor me, someone... isnot alowing me
to eat that cookie’ ... | “don’'t” eat cookies... meansthat | have a choice
it's not something that's part of my life. | amin control.

Do | missstuffing my facewith pizzaor other carbiliciousmeals?| suppose
so, but it’s not much of aloss... | miss sugary snacks, | guess that the
biggest change.

The article has a story of one woman who was getting ready to have a
foot/leg amputated (after living with “aterrible wound for 5 years”), but
shetried ‘the sugar treatment’ (my term) and ... She ended up not having
an amputation.

This summer will mark 8 years since | have been diagnosed with Type 2
diabetes. So far low carb eating, exercise and metformin are keeping me
at my target blood glucose numbers.

Do | sometimes want to go back? Yes and no. | feel much better now and
I know I’m healthier now, so no, | don’t want to go back.

Again | did not say it causes diabetes | said it can cause diabetes —which
was the original question. | did not say that thereisadirect link between
a coholism and diabetes — but the actions of an a coholic can contribute
to developing diabetes.

I’m almost done with my First semester of college. Can you believe that?
| did ot hard work.

Automated M ethods

Vector representations of all 80,481 messages were generated
using distributional semantics methods[46]. The entire data set
was then annotated by using the generated vectors as input to
amachinelearning classifier trained on the manually annotated
messages. We expl oited recent developmentsin automated text
analysisto measure the extent to which key concepts of interest
were expressed within messages between ADA community
users, regardiess of the specific terms used to express these
concepts at the surface level. We applied latent semantic analysis
[47], a method of distributional semantics in conjunction with
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amachine-learning classifier to derive ameasure of relatedness
between a given message and the previously identified
communication themes to estimate the distribution of different
types of content across the ADA online community. Ten-fold
cross-validation was applied to determine the best performing
binary classifier for automating the classification of the entire
set of messages. We have used Weka [48] and Semantic Vectors
package [49] to build the pipeline for automated classification
of ADA peer interactions.
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Results

Qualitative Analysis

Theme Abstraction

Based on manual coding of 517 messages, “ Socia support” was
themost common comment theme (n=439, 84.9% of comments),
followed by “readiness’ (n=97, 18.8%), “teachable moments”
(n=76, 14.7%), “pharmacotherapy” (n=71, 13.7%), and
“progress’ (n=69, 13.3%), “obstacles’ (n=48, 9.2% of
comments). Additiona codesincluded, “ miscellaneous’ (n=33,
6.3%), “ patient-reported outcomes” (n=29, 5.6%), “traditions’
(n=25, 4.8%), “conflict” (n=24, 4.6%), “ alternative medicine”
(n=7, 1.3%), “relapse” (n=5, 0.97%), and “cravings’ (n=1,
0.19%). Given the very nature of the social forum, the majority
of the messages exchanged in the ADA community were
fostering empathy, affection, and reinforcement that are essential
to the sustenance of healthy lifestyle changes. Medication use,

Table 2. Social support analysis.

Myneni et a

motivators for change, and sharing progress also seem to play
an important role in diabetes interactions in this community.

Social Support—Anatomical Analysis

A morein-depth analysis of messages specific to social support
theme using House taxonomy [39] revedled that the most
common form of social support provided was “informational”
(n=361, 82.2%), followed by “emotional” (n=155, 35.3%), and
“appraisal” (n=9, 0.02%). “Instrumental” support did not apply
to our data set, given the lack of manifestation of tangible
support (Table 2).

Further analysis revealed the specific behavior change
techniques employed by ADA community users. “Socia
Support,” “ Shaping knowledge,” “Feedback and Monitoring,”
and “Goals and Planning” were the most utilized behavior
change techniques embedded within the messages related to
socia support theme.

Types of socia support Definition

Example

Informational

Emotional

Appraisal

Instrumental

Providing advice, suggestions, and information

Expressions of empathy, love, trust, and caring

Information that is useful for self-evaluation

Providing tangible aid and service

“1 wait for about 6-7 days of bg readings to
call atrend for myself when the differences
are small, but it is possible over a course of
daysto note aslight uptick or downtick in bg.”

“Way to go ...! Congratulations on changing
your way of eating and adding in al that exer-
cise”

“Didyou ever have diabetes education classes,
or consult with a diabetes educator? Do you
know how to count carbs? Read hereand learn
how to make your efforts achieve the best
possible outcomes.”

N/AZ

3N/A: not applicable.

Beyond Social Support—Anatomical Analysis

Figure 1 shows the thematic dispersion (excluding “Social
Support”) across various behavior change techniques, where
the color scale represents the number of messages in which a
given technique has been observed. “ Feedback and monitoring”

https://medinform.jmir.org/2020/6/€18441

was the most diversely used technique, followed by “Shaping
knowledge,” “Goals and Planning,” and “Repetition and
substitution,” and “ Regulation.” Theleast used behavior change
techniquesinclude “ covert learning,” “rewards and threat,” and
“natural conseguences.”
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Figure 1. Mapping of communication themes and behavior change techniques.
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Automated Classification

The precision, recall, and f-measure for the cross-validation of
the machine learning technique using the SVM classifier were
0.76, 0.78, and 0.77, respectively. Table 3 provides a summary
of the performance for the most commonly used classifiers.

Due to insufficient training examples in the training set, we
disregarded 5 of the 13 themes for final classification. Due to
a lack of semantic context, we have not included
“miscellaneous’ in our automated classification system. With
the application of our automated classification to the rest of the
ADA dataset (n=80,481 posts), thematic coverageisasfollows:

Table 3. Machine learning classifiers applied to peer interactions.

social support (74.2%), readiness to change (12.6%), progress
(18.8%), obstacles (10.2%), teachable moments (16.4%),
Pharmacotherapy (21.4%), and Patient-reported outcomes
(7.1%).

Given the use of high throughput analytical methods to extend
manual coding to therest of the ADA data set, we were able to
gain an understanding of the prevalence of DSM-related
communi cation themesin thisonline community. Understanding
thematic prevalence at large scale will now help us with the
development of automated support systems using virtual
coaching and chatbots for seamless and sustained user
experience in online communities such as ADA.

Naive Recall Precision F-measure
LibLinear 0.64 0.66 0.65
svm?@ 0.76 0.78 0.77
KNNP 0.68 0.65 0.66
J48 0.72 0.66 0.69
Naive Bayes 0.78 0.54 0.64

83V M: support vector machine.
BK NIN: k-nearest nei ghbors.

Discussion

Principal Findings
Inthisdigital eraof connected health consumers, the interplay
between theory-driven models of diabetes management and

https://medinform.jmir.org/2020/6/€18441
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observed communication in social media is currently poorly
understood [50]. Previous studies have shown that those with
DSM who participate in social mediaforums or platforms saw
a decrease in their HbA ;. (glycated hemoglobin) [51]. In the
future, physicians may “prescribe” a form of social media or
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platform to reinforce healthy lifestyle choices outside of the
clinic.

The results of this study facilitate the ecological analysis of
DSM as embedded in peer interactions. This analysis may
warrant refining existing models of DSM in the context of
face-to-face (rather than online) communication. By using
automated social media analysis methods, we will be able to
scale up the qualitative analysis to extract relevant
communication from large online social mediadata sets. Though
analysis of diabetes management in online health communities
is not without precedent [52], prior research does not address
methodol ogical scalability and shortcomingsto model variances
in multiple behaviors and underlying communication attributes
in social settings. In this research, we conducted an inductive
analysisof DSM strategies, without reliance on asingle behavior
change theory, as embedded in communication exchanges
among members of a health-related online community. This
effort enables the extraction of information context significant
to behavior change events and social engagement levels in
self-management of health-related activities.

Frequent use of online networks for social support, mainly
informational, indicates a possible need for individualized
diabetes support personnel outside of physician offices. It was
noted that users would turn to the online forum to develop a
consensus regarding the effectiveness of their medication
regimen, exerciseroutines, and nutritional needs of peoplewith
diabetes. A minority of the comments provided solely emotional
social support and many comments offered anecdotesto provide
context for their diabetesjourney. The onlineforum isapotential
method of distributing information regarding their specific
illness and sharing new recommendations, as users often share
articles and studies they see as relevant or personal experience
that helped them better manage their diabetes.

Current research on diabetes prevention and self-management
has not addressed the effects of information and socid
environment. Prior work on content-inclusive network analysis
[53-55] provided new methods for modeling network diffusion
of communication attributesin online health communities, thus
enabling usto disentangl e the effects of the theoretical properties
of exchanged health information and social structure on health
outcomes. With the onset of mobile connectivity in the
communication sector, messages exchanged in health-related
online communities reflect the intricacies of human health as
experienced in real time at the individual, community, and
societal levels[33]. The majority of research studies on online
health communities focusing on diabetes have analyzed
peer-to-peer interactions based on socia support categories
facilitated by the platforms (eg, informational support, emotional
support) [56-58]. However, social support is but one of the
numerous interpersonal mechanisms facilitated by the social
ties established in online communities. Existing theories of
behavior change suggest a myriad of content-driven strategies
to elicit specific socio-behavioral mechanisms beyond social
support (eg, stimulus control, observational learning) to help
individuals change their behavior and self-manage an illness
[43,59,60]. Our qualitative analysis of underlying behavior
change techniquesin peer interactions has highlighted “feedback
and monitoring” to be the most used technique, which
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emphasizesthe complex functions of social relationships, which
goes beyond the provision of socia support. ADA-like platforms
can help provide better self-health awareness for individuals
through monitoring and knowledge acquisition.

Limitations and Future Work

Our qualitative coding has been limited to inductive analysis
and mapping of behavior change techniquesin asingle online
community. Future research should focus on mapping of these
inductively derived themesto expansive theory-driven taxonomy
such as the Behavior Change Taxonomy [45,60] using
computational models for large-scale pattern recognition and
identification of independent behavior strands within the DSM
in online settings. Further, there may be differencesin what is
gained from using social media platforms like ADA based on
user demographics. Future studies should consider age-specific
barriers to information consumption and comprehension in
socidl media platforms. Although we used multiple
computational modelsto perform alarge-scale analysis of ADA
user interactions, the use of advanced deep learning methods
from artificia intelligence research, such as Convolutional
Neural Networks [61] and Bidirectiona Encoder
Representations from Transformers [62], may improve the
training of the automated classification system.

Further analysis of peer communication can be deepened
through sentiment analysis to find specific emotions in
communication, such as anger, happiness, and others.
Quantifying sentiments [63] can also help in differentiating
their sentiments towards the interventions or other aspects of
the behavior change process and regimen. This effort will, in
turn, help interventionists identify attitudes and further
motivation for user engagement that can arise from
satisfaction/dissatisfaction with the intervention.

Conclusions

Behavior modification, such as balanced nutrition, an increase
in physical activity, and medication adherence, is a critical
component of DSM. Patient engagement in DSM consists of
the adoption of healthy behaviors and abstinence from risky
behaviors. However, the modification of such behaviors is
challenging. Numerous public health efforts have been made
to promote healthy behaviors over the years, but their utility
and efficacy have been suboptimal. The utility of online social
media to foster behavior change has been recognized as one
sustainable solution. However, little is known about how we
can harness social platforms to facilitate positive changes and
promote DSM. Health-related online communities present a
unique opportunity to improve our understanding of such
socio-behavioral mechanisms, as communication in this context
is digitaly archived, permitting analysis of the dynamics of
socia influence as they manifest in peer interactions. Our
methods have allowed usto abstract the essence of peer-to-peer
communication in online communities at scale and to elucidate
waysin which observable digital interactionsrelate to behavior
modification endeavors as related to diabetes prevention and
management. Our findings will provide the basis for an
integrated approach to the problem of chronic disease
management and underlying subtasks of behavior change. Such
work will have implications for the design of behavior support
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technologies that offer automated personalization to improve level.
self-management behaviors at the individual and population
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Abstract

Background: Electronic medical record (EMR)—based clinical and epidemiological research has dramatically increased over
the last decade, although establishing the generalizability of such big databases for conducting epidemiological studies has been
an ongoing challenge. To draw meaningful inferences from such studies, it is essential to fully understand the characteristics of
the underlying population and potential biasesin EMRs.

Objective: This study aimed to assess the generalizability and representativity of the widely used US Centricity Electronic
Medica Record (CEMR), a primary and ambulatory care EMR for population health research, using data from the National
Ambulatory Medical Care Surveys (NAMCYS) and the National Health and Nutrition Examination Surveys (NHANES).

Methods: The number of office visits reported in the NAMCS, designed to meet the need for objective and reliable information
about the provision and the use of ambulatory medical care services, was compared with similar data from the CEMR. The
distribution of major cardiometabolic diseasesin the NHANES, designed to assess the health and nutritional status of adults and
children in the United States, was compared with similar data from the CEMR.

Results: Gender and ethnicity distributions were similar between the NAMCS and the CEMR. Younger patients (aged <15
years) were underrepresented in the CEMR compared with the NAMCS. The number of office visits per 100 persons per year
was similar: 277.9 (95% Cl 259.3-296.5) in the NAMCS and 284.6 (95% CI 284.4-284.7) in the CEMR. However, the number
of visits for males was significantly higher in the CEMR (CEMR: 270.8 and NAMCS: 239.0). West and South regions were
underrepresented and overrepresented, respectively, in the CEMR. The overall prevalence of diabetes along with age and gender
distribution was similar in the CEMR and the NHANES: overall prevalence, 10.1% and 9.7%; male, 11.5% and 10.8%; female,
9.1% and 8.8%; age 20 to 40 years, 2.5% and 1.8%; and age 40 to 60 years, 9.4% and 11.1%, respectively. The prevalence of
obesity was similar: 42.1% and 39.6%, with similar age and femal e distribution (41.5% and 41.1%) but different male distribution
(42.7% and 37.9%). The overall prevalence of high cholesterol along with age and female distribution was similar in the CEMR
and the NHANES: overall prevalence, 12.4% and 12.4%; and female, 14.8% and 13.2%, respectively. The overall prevalence of
hypertension was significantly higher in the CEMR (33.5%) than in the NHANES (95% ClI: 27.0%-31.0%).

Conclusions: Thedistribution of major cardiometabolic diseases in the CEMR is comparable with the national survey results.
The CEMR representsthe general US population well interms of office visits and major chronic conditions, whereas the potential
subgroup differences in terms of age and gender distribution and prevalence may differ and, therefore, should be carefully taken
care of in future studies.
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Introduction

Background

Large national surveysand registry data provide epidemiological
and population-level health information. Although such studies
will remain as gold standards in evaluating the health state at a
population level, the more recent development of large
real-world data (RWD) from electronic medical records (EMRS)
and clams data for therapeutic management and
population-level safety evaluations provide additional and
unigue opportunities to expand our understanding in a broad
class of clinical, epidemiological, and public health—related
guestions [1-6].

EMR data are collected during routine medical care, offering
the opportunity to investigate clinical questions from a
real-world perspective. Although randomized clinica trias
(RCTs) dlow the evaluation of the safety and efficacy of
interventionsin adesign-led population, the EM R-based studies
allow for comparative effectiveness and safety studies, apart
from revolutionizing the approach to  efficient
pharmacovigilance. RWD-based studies aso provide
opportunities to explore clinical questions in populations that
are often excluded from RCTSs, such as pregnant, older, or
comorbid patients. Furthermore, real-world studies allow usto
investigate questions that may be unethical for testing in RCTs.
EMRs are also used to track how clinical guidelines are
implemented in real-world practices and to research the quality
of clinical care.

The epidemiological value of EMR-based research directly
dependsonthe size of the EMR network. Several EMR systems
were implemented at the nationa level, and most familiar
representatives include databases from the United States, the
United Kingdom, Sweden, Norway, and Denmark [7-10]. The
representativeness of some of these databases in terms of
demographics and chronic and rare diseases has been shownin
some studies [8,9,11-14].

Apart from health research based on data from individual
practices, pharmacies, insurers, claims, or prescriptions, the
MarketScan Commercial Claims and Encounters Database,
owned by Truven Health Analytics, is one of the most
commonly used data source for health research in the United
States [15,16]. The Veteran Affairs-integrated hedth care
system is another widely used data source in the United States
[17,18]. Oneof the oldest primary and ambulatory EMR systems
inthe United Statesisthe Centricity Electronic Medical Record
(CEMR), owned by Genera Electric, which provides an
opportunity for research using deidentified data on more than
45 million patients from all states of the United States [19,20].

The CEMR database has been extensively used for health
outcome academic research worldwide in the fields of diabetes
[21-26], cardiovascular research [27-31], obesity [32-34],
inflammatory diseases[35-38], mental health [39-41], and other

https://medinform.jmir.org/2020/6/€17174

diseases [42,43]. To draw meaningful inferences from such
studiesand to generalize theresults, it isessential to understand
the underlying population. For instance, using the CEMR,
Montvida et a [44] described trends in the antidiabetic drug
prescription patterns during the years 2005-2016. However, the
study should beinterpreted in thelight of overall representativity
of the CEMR with respect to diabetes as well as gender and
ethnic differences, as all these factors affect drug choices.

To thebest of our knowledge, only two studies have investigated
the representativeness of the CEMR database [14,45]. Brixner
et a [14] evaluated the BM| and laboratory datafrom the CEMR
in 2003 to 2004 in comparison with the US national health
surveys. Crawford et al [45] compared the National Ambulatory
Medica Care Survey (NAMCS) with CEMR's office visits
during 2005 and concluded that CEMR data provide a more
accurate estimate of the distribution of diagnosesin ambulatory
visitsin the United States.

Aims

Given the significant increasein CEMR coverage since the last
report was published and exponentially increasing volume of
RWD-based research, we aimed to repeat and expand the
exploration of the generalizability and representativity of the
CEMR database with two of the most widely used and relevant
survey results from the United States. Specifically, the goals of
this study were to compare (1) patient demographics in the
CEMR with the NAMCS and (2) the prevalence of obesity,
hypertension, high total cholesterol, and diabetesinthe CEMR
with the respective reports based on the National Health and
Nutrition Examination Surveys (NHANES).

Data

Centricity Electronic Medical Record

The CEMR incorporates patient-level data from independent
physician practices, academic medical centers, hospitals, and
large integrated delivery networks in the United States. The
Medical Quality Improvement Consortiumisarapidly growing
community that contributes deidentified clinical data to the
CEMR research database to enable quality improvement,
benchmarking, and popul ation-based medical research [40,46].
With an average follow-up of 4.5 years, the CEMR research
database covers more than 35,000 health care providers from
all states of the United States, where approximately 70% are
primary care providers. Longitudinal EMRs were available for
more than 45 million individual sfrom 1995 to September 2018,
with comprehensive patient-level information on demographics,
anthropometric measures, disease events, medications, and
clinica and laboratory measures. The database has been
extensively used in academic research [14,44,45].

The National Ambulatory Medical Care Survey

A report based on the 2016 NAMCS datawas used in this study
[47]. The excerpts from the Centers for Disease Control and
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Prevention (CDC) website are presented in the following two
paragraphs [47,48].

TheNAMCSisanationa survey designed to meet the need for
objective, reliable information about the provision and the use
of ambulatory medical care services in the United States. The
findings were based on a sample of visits to nonfederally
employed office-based physicians who are primarily engaged
indirect patient care. Physicians specializing in anesthesiol ogy,
pathology, and radiology were excluded from the survey. Each
physician was randomly assigned to a 1-week reporting period.
During this period, datafor a systematic random sample of visits
were recorded by Census interviewers using an automated
patient record form (PRF) devel oped for that purpose.

The 2016 NAMCS sampling design used a stratified two-stage
sample, with physicians selected in the first stage and visitsin
the second stage. The 2016 NAMCS sample included 3699
physicians. Of the 2080 in-scope (eligible) physicians, 677
completed PRFs in the study. Of the 677 physicians who
completed PRFs, 536 participated fully or adequately (ie, at
least one half of the expected PRFs were submitted, based on
the total number of visits during the reporting week) and 141
participated minimally (ie, fewer than half of the expected
number of PRFs were submitted). Within physician practices,
datawere abstracted from medical recordsfor up to 30 sampled
visits during a randomly assigned 1-week reporting period. In
total, 13,165 PRFswere submitted. The participation rate—the
percentage of in-scope physicians for whom at least one PRF
was completed—was 39.3%. Theresponse rate—the percentage
of in-scope physicians for whom at least one half of their
expected number of PRFswas completed—was 32.7%. Among
the 4 census regions, response rates ranged from 24.6% to
40.0%.

The National Health and Nutrition Examination Survey

The NHANES is a program of studies designed to assess the
health and nutritional status of adultsand childreninthe United
States [49]. The survey consists of interviews conducted in
participants' homes, standardized physical examinations in
mobile examination centers, and |aboratory tests on blood and
other specimens.

Individual reports produced by the CDC based onthe NHANES
2015-2016 datawere used to compare the prevalence of obesity
[50], hypertension [51], and high total cholesterol [52]. The
latest CDC report for diabetes prevalence was based on the
NHANES 2013-2016 data [53].

Methods

Data from the CEMR were matched on methods to individual
CDC reports as close as possible.

Office Vidits

Dataon percent distribution of office visitsand number of office
visits per 100 patients by various subgroups from the NAMCS
were compared with similar data from the CEMR. All office
visits in 2016 for patients with nonmissing age and sex from
the CEMR were aggregated to match the NAMCS report as
close as possible.

https://medinform.jmir.org/2020/6/€17174
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Obesity

In the NHANES, obesity was defined asaBM!| of 30 kg/m? or
greater for adults aged 20 years and older [50].

In the CEMR, the proportion of obese people was estimated
among people aged older than 20 years and with at least one
BMI measure (direct or estimated using weight and height)
during the years 2015-2016. Women who had pregnancy-related
records before or within the estimated time frame were excluded.

Hypertension

Inthe NHANES, systolic blood pressure (SBP) of 140 mm Hg
or greater, diastolic blood pressure (DBP) of 90 mm Hg or
greater, or currently taking medication to lower high blood
pressure were defining hypertension for people aged 18 years
and older [51].

In the CEMR, the proportion of patients with hypertension
during the years 2015-2016 was estimated among people aged
older than 18 years. On average, patients had 4 blood pressure
measures during a2-year timeframe. Thosewho had an average
of available measures for SBP of 140 mm Hg or greater, those
who had an average of available measures for DBP of 90 mm
Hg or greater, or those who were taking medication to lower
high blood pressure during the respective time frame were
considered to have hypertension. Blood pressure-{owering
medications included diuretics, peripheral vasodilators, beta
blockers, calcium channel blockers, angiotensin-converting
enzyme inhibitors, angiotensin 11 receptor blockers, and other
agents acting on the renin-angiotensin system. Only medications
that areindicated to lower blood pressure were preserved within
these drug classes.

High Total Cholesterol

Inthe NHANES, proportions of participants aged 20 years and
older with high total cholesterol (=240 mg/dL) were reported
[52]. Inthe CEMR, among peopl e aged older than 20 years and
with at |east one available cholesterol measure, the proportions
of those with total cholesterol of 240 mg/dL or greater were
estimated during the years 2015-2016.

Diabetes

In the NHANES, participants were classified as having
diagnosed diabetes if they answered “yes’ to the question,
“Other than during pregnancy, have you ever been told by a
doctor or health professional that you have diabetes or sugar
diabetes?’ [53]. Participants were classified as having
undiagnosed diabetes if they did not report a diagnosis of
diabetes by ahealth care provider and their fasting (8-24 hours)
plasma glucose level was 126 mg/dL or greater or their
hemoglobin A, (HbA ) level was 6.5% or greater. Participants
were randomly assigned to a morning, afternoon, or evening
examination. Fasting plasma glucose data from the morning
examination (after an 8- to 24-hour fast) were used to define
total and undiagnosed diabetes.

In the CEMR, an algorithm to identify patients with diabetes
was developed on the basis of (1) diabetes diagnostic codes
(International Classification of Diseases and SNOMED), (2)
antidiabetic medication prescription patterns, (3) availability of
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2 measurements of HbA ;. level of 6.5% or greater or fasting
blood glucose level of 126 mg/dL or greater or random blood
glucose level of 200 mg/dL or greater within 1 year, and (4)
keyword searching procedures for diabetic-related terms from
theclinical notes of every patient. The algorithm was devel oped
on the basis of clinica guidelines and machine learning
suggestions described by Adjah et al [54] for a database from
the United Kingdom. Patients who were prescribed metformin
for polycystic ovary syndrome were detected and excluded. In
the case of nondefinite diabetes subtype, a patient’s age and
insulin and noninsulin prescription patterns were used to
distinguish subtypes. The off-label use of antidiabetic drugs
was not explored. For analyses in this study, patients with
prediabetes and gestational diabetes were excluded. The
proportion of patients with coded and noncoded diabetes was
estimated among adults aged 20 years and older and who were
active in the CEMR during the years 2013-2016.

Statistical M ethods

Proportional distributions between the CEMR and the NAMCS
and NHANES were compared using the chi-square test, where
appropriate. Office visit estimates in the NAMCS report are
based on sample data weighted to produce annual national
estimatesand include SEs. All estimatesin the NHANES reports
were age adjusted using the 2000 US Census population. For
the NAMCS and the NHANES estimates, 95% Cls were
calculated using the available SE estimates from the reports.

https://medinform.jmir.org/2020/6/€17174
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Crude estimates from the CEMR data were calculated and
presented in this study, 95% CI for percentages were cal culated
based on binomial distribution assumption, and 95% Cls for
number of visits per 100 persons per year were calculated
assuming a Poisson distribution.

Statistical equivalence for the pairwise comparisons of
proportional distributions, where appropriate, was evaluated
using the two one-sided test (TOST) of equivalence [55,56]
witha+2.5, £5, and £7.5 percentage point equivalence margins.
Using population summary statistics on mean, SD, and total
number of office visits, the TOST procedure available in SAS
9.4 (SAS Ingtitute Inc) was employed.

Results

Office Visits

The NAMCS estimated 883,725,000 office visitsin the United
Statesin 2016. In the CEMR, 29,207,860 office visitsin 2016
occurred for patients with nonmissing age and sex. In the
NAMCS and the CEMR, sex distribution wassimilar (equivalent
a 2.5 percentage point margin), where 58.0% (95% CI
56.2-59.8) and 59.8% (95% CIl 59.8-59.8) of all visits were by
females (Table 1). The number of visits per 100 females per
year was similar in the NAMCS and the CEMR: 315.0 (95%
Cl 291.5-338.5) versus 294.6 (95% Cl 294.5-294.8), whereas
the number of visits per 100 males per year was lower in the
NAMCS compared with the CEMR: 239.0 (220.6-257.4) versus
270.8 (270.6-270.9).
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Table 1. Patient characteristics at office visits (National Ambulatory Medical Care Surveys estimated visits, N=883,725,000 and Centricity Electronic
Medical Record total visits, N=29,207,860).

Characteristics® National Ambulatory Medical Care Surveys 2016 Centricity Electronic Medical Record 2016
Percent distribution Number of visits per 100 persons  Percent distribution Number of visits per 100 persons
(95% CI) per year (95% Cl) (95% Cl) per year (95% Cl)
All visits 100 (N/A)b 277.9 (259.3-296.5) 100 (N/A) 284.6 (284.4-284.7)
Age (years)
<15 17.7 (14.6-20.9) 257.4 (205.5-309.3) 11.2 (11.2-11.2)° 276.5 (276.2-276.9)
15-24 7.4(6.6-8.2) 153.0 (132.6-173.4) 7.5(7.4-7.5) 244.8 (244.5-245.1)
25-44 19.3 (17.5-21.1) 205.4 (184.4-226.4) 20.0 (20.0-20.0) 272.1 (271.9-272.4)
45-64 28.5(26.7-30.3) 301.9 (275.0-328.8) 30.9 (30.9-31.0) 280.3 (280.1-280.4)
65-74 15.0 (13.8-16.2) 465.2 (419.7-510.7) 16.3 (16.3-16.3) 303.3(303.1-303.6)
275 12.1(10.9-13.3) 546.8 (491.3-602.3) 14.1 (14.1-14.1) 329.1(328.8-329.4)
Female
Total 58.0 (56.2-59.8) 315.0 (291.5-338.5) 59.8 (59.8-59.8) 294.6 (294.5-294.8)
<15 8.4(6.6-10.2) 247.7 (186.9-308.5) 5.4 (5.3-5.4) 274.4 (274.0-274.8)
15-24 4.6 (3.8-5.4) 194.4 (160.9-227.9) 4.9 (4.9-4.9) 267.3 (266.8-267.7)
25-44 13.4(12.0-14.8) 281.8 (249.1-314.5) 13.8(13.8-13.8) 293.8 (293.5-294.0)
45-64 16.4 (15.0-17.8) 337.2(303.1-371.3) 18.2 (18.2-18.2) 286.5 (286.3-286.8)
65-74 8.0 (7.2-8.8) 467.9 (415.6-520.2) 9.2(9.2-9.2) 310.0 (309.6-310.4)
>75 7.1(6.3-7.9) 549.9 (484.2-615.6) 8.3(8.2-8.3) 335.2 (334.8-335.6)
Male
Total 42.0 (40.2-43.8) 239.0 (220.6-257.4) 40.2 (40.2-40.2) 270.8 (270.6-270.9)
<15 9.4(7.8-11.0) 266.7 (216.3-317.1) 5.9 (5.8-5.9) 278.5 (278.1-278.9)
15-24 2.7(2.3-3.1) 112.3 (93.9-130.7) 2.5(2.5-2.5) 210.0 (209.5-210.5)
25-44 5.9 (5.1-6.7) 126.9 (108.7-145.1) 6.2 (6.2-6.2) 233.6 (233.3-233.9)
45-64 12.1 (10.9-13.3) 264.4 (234.4-294.4) 12.7 (12.7-12.7) 271.7 (271.5-272.0)
65-74 6.9 (6.1-7.7) 462.2 (410.1-514.3) 7.1(7.1-7.1) 295.1 (294.7-295.5)
=75 5 (4.4-5.6) 542.4 (479.5-605.3) 5.9 (5.9-5.9) 320.8 (320.4-321.3)
Ethnicity
White 83.8 (82.0-85.6) 302.3 (281.1-323.5) 85.7 (85.7-85.7) 280.7 (289.6-289.8)
Black or African Amer-  10.6 (9.2-12.0) 224.3 (192.2-256.4) 10.7 (10.7-10.7) 293.7 (293.3-294.0)
ican
Other race 5.6 (4.4-6.8) 158.1 (123.8-192.4) 3.6 (3.6-3.6) 272.7 (272.2-273.3)

Geographic region

Northeast 20.8 (18.1-23.5) 332.0 (285.4-378.6) 217 (21.7-21.7) 292.0 (291.8-292.3)
Midwest 21.2(18.5-23.9) 279.6 (242.8-316.4) 16.3 (16.3-16.4)° 286.4 (286.1-286.6)
South 36 (32.5-39.5) 264.7 (229.8-299.6) 43.1(43.1-432)° 281.7 (281.5-281.8)
West 22(19.3-24.7) 257.6 (221.7-293.5) 18.8 (18.8-18.8)¢ 283.4 (283.2-283.7)

3Pairwise comparisons for the equivalence of percent distributions between National Ambulatory Medical Care Surveys and Centricity Electronic
Medical Record were conducted using the two one-sided test. The unmarked categories were all equivalent at a 2.5 percentage point margin.

BNI/A: not applicable.
®Not equivalent at both 2.5 and 5.0 percentage point margins.
dNot equivalent at 2.5 percentage point margin.
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Looking into office visits' percent distribution by age, it was
similar between data sources (P=.22 for overall and P=.23 by
age and sex). The CEMR contains fewer visits by younger
patients: the age group <15 years did not reach equivalence at
the 5 percentage point equivalence margin for overall
comparison and was not equivalent at the 2.5 percentage point
marginin comparisons by sex. Age groups of 15-24/25-44 years
were equally likely to have a visit with proportions of 7.4%
(95% Cl 6.6-8.2)/19.3% (95% CI 17.5-21.1) and 7.5% (95%
Cl 7.4-7.5)/20.0% (95% CI 20.0-20.0) in the NAMCS and the
CEMR, respectively. Overall, there were 277.9 (95% CI
259.3-296.5) and 284.6 (95% Cl 284.4-284.7) office visits per
100 persons in 2016 in the NAMCS and the CEMR,
respectively. Younger patients had similar numbers of visits
per year per 100 persons: 257.4 (95% Cl 205.5-309.3) and 276.5
(95% CI 276.2-276.8) in the NAMCS and the CEMR,
respectively; middle age groups (15-44 years) had significantly
fewer visits in the NAMCS; and patients older than 65 years
had significantly more visitsin the NAMCS compared with the
CEMR (P<.05).

The overall ethnicity distribution was similar between the
NAMCS and CEMR groups (P=.20). The proportion of visits
by white among all visits were similar in the CEMR (85.7%
[95% CI 85.7-85.7]) and NAMCS (83.8% [95% Cl 82.0-85.6];
equivalent at 2.5 percentage point margin). The number of visits
per 100 persons per year was also similar: CEMR, 289.7 (95%
Cl 289.6-289.8); and NAMCS, 302.3 (95% CIl 281.1-323.5).
Although the share of office visits by black or African
Americans was similar in both data sources (11%, equivalent
at 2.5 percentage point margin), there were significantly fewer
office visits per 100 persons per year in NAMCS compared
with CEMR in this ethnic group: 224.3 (95% CI 192.2-256.4)
versus 293.7 (95% Cl 293.3-294.0); P<.05.

The geographical distribution of office locationsin the CEMR
and the NAMCS was similar (Table 1; P=.23), with
underrepresented Midwest and West (not equivalent at 2.5
percentage point margin) and overrepresented South in the
CEMR compared with the NAMCS (not equivalent at 5
percentage point margin).

Prevalence of Chronic Conditions
Obesity

Compared withthe NHANES 2015-2016 report, thetotal obesity
prevalence in adults was similar: 39.6% (95% Cl 36.5-42.7) in
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the NHANES and 42.1% (95% CI 42.0-42.1) in the CEMR
(Table 2; equivalent at 2.5 percentage point margin). Subgroup
analyses revealed a lower proportion of obese males in the
NHANES compared with the CEMR: 37.9% (95% Cl 33.4-42.4)
versus 42.7% (95% Cl 42.7-42.8; not equivalent at 2.5
percentage point margin, equivalent at 5 percentage point
margin), with the poorest agreement between males aged 40 to
59 years (not equivalent at 7.5 percentage point margin).

Hypertension

During the years 2015-2016, hypertension prevalencein adults
was higher in the CEMR than in the NHANES: 33.5% (95%
Cl 33.5-33.5) versus 29.0% (95% Cl 27.0-31.0; Table 2; not
equivalent at 2.5 percentage point margin and equivalent at 5
percentage point margin). However, in the CEMR, the
preval ence was significantly lower for older patients (aged 60+
years), not equivalent at 7.5 percentage point margin.

High Total Cholesterol

The proportions of adultswith high total cholesterol were similar
across the NHANES and the CEMR, with a total of 12.4%
(Table 2). Although the 95% CI of the proportion of maleswith
high total cholesterol indicated a significant difference between
the NHANES (95% CI 9.6%-13.2%) and the CEMR (95% ClI
9.3%-9.3%), the proportions appeared to be equivalent at 2.5
percentage point margin based on the TOST.

Diabetes

In the NHANES, the proportion of adults with diabetes during
the years 2013-2016 was reported to be 14.0% (95% CI
12.8-15.2); among them, 9.7% (95% CI 8.7%-10.7%) were
diagnosed and 4.3% (95% Cl 3.5%-5.1%) were undiagnosed
(Table 3). Inthe CEMR, 10.1% of adultswere estimated to have
diabetes, 8.1% of adults had adiagnostic code, and 2% of adults
were without (false negatives). Comparing total diabetes
estimates in the CEMR with diagnosed in the NHANES, the
total and by gender prevalence was similar in both data sources
(equivalent at 2.5 percentage point margin), and there were
fewer seniors (aged 60+ years) with estimated diabetes in the
CEMR compared withthe NHANES: 16.4% (95% Cl 16.4-16.4)
versus 21.0% (95% ClI 18.5-23.5; not equivalent at 2.5
percentage point margin and equivalent at 5 percentage point
margin).

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€17174 | p.166
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

Table 2. Prevalence of chronic conditionsin adult populationsin the National Health and Nutrition Examination Surveys and the Centricity Electronic
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Medical Record.
Characteristics® National Health and Nutrition Examination Surveys 2015-  Centricity Electronic Medical Record 2015-2016
2016
Total, % (95%  Male % (95%  Female, % (95%  Total, % (95% Male, % (95% Female, % (95% Cl)
CI) Cl) Cl) Cl) Cl)
Obesity
All adults 30.6(36.5-42.7) 37.9(33.4-424) 41.1(38.0-442)  421(420-421) 42.7 (42.7- 415 (41.5-41.6)
42.8)°
Adultsaged 20-39 years  35.7 (32.0-39.4) 34.8(29.3-40.3) 36.5(33.4-39.6)  34.8(34.8-34.8) 34.5(345-346) 35.0(35.0-35.0)
Adultsaged 40-59 years  42.8 (37.7-47.9) 40.8(35.1-46.5) 44.7(38.6-50.8)  47.9 (47.9- 49.4 (49.4- 46.7 (46.7-46.7)
47.9)° 49.5)
Adults aged 60+ years ~ 41.0 (37.3-44.7) 385(35.0-42.0) 43.1(37.6-48.6)  41.2(41.2-412) 41.6(41.6- 40.9 (40.9-40.9)
41.6)°
Hypertension
All adults 29.0(27.0-31.0) 30.2(27.5-32.9) 27.7(25.7-29.7)  33.5(335 36.1 (36.0- 31.6 (31.6-3L.7)°
33.5)° 36.1)°
Adults aged 20-39 years 7.5 (5.5-9.5) 9.2 (6.5-11.9) 5.6 (3.4-7.8) 9.6(9.696)  113(11.2-113) gg(g686)°
Adultsaged 40-59 years  33.2(29.9-36.5) 37.2(31.5-42.9) 29.4(255-33.3)  30.6(30.6- 33.4(334- 28.6 (28.5-28.6)
30.7)° 335)°
Adults aged 60+ years ~ 63.1(59.0-67.2) 585 (54.2-62.8) 66.8(61.7-71.9)  52.2(52.2- 53.4 (53.4- 51.3 (51.3-51.3)°
52.2)d 53.4)4
High total cholesterol
All adults 12.4(10.7-14.1) 114(9.6-13.2) 13.2(11.0-154) 124(12.3-124) 9.3(9.3-9.3)  14.8(14.8-14.8)
Adults aged 20-39 years 7.9 (6.4-9.4) 9.1 (7.2-11.0) 6.7 (4.2-9.2) 74(73-74)  95(9595)  58(585.9)
Adultsaged 40-59 years  17.1 (14.1-20.1) 165(12.8-20.2) 17.7(14.9-205)  15.1(15.1-15.1) 12.9 (12.9- 17.0 (17.0-17.0)
12.9)P
Adultsaged 60+ years ~ 12.5(11.1-13.9) 6.9 (4.3-9.5) 17.2 (14.4-200)  119(11.9-119) 6.1(6.1-6.1)  16.6 (16.6-16.6)

3pairwise comparisons for the equivalence of percent distributions between National Ambulatory Medical Care Surveys and the Centricity Electronic

Medical Record were conducted using the two one-sided test. The unmarked categories were all equivalent at a 2.5 percentage point margin.
BNot equivalent at 2.5 percentage point margins.
°Not equivalent at 5.0 percentage point margins.
INot equivalent at 7.5 percentage point margins.

Table 3. The prevalence of diabetes in adult populations.

Characteristics

Total, % (95%

Diagnosed, % (95%

National Health and Nutrition Examination Surveys 2013-2016

Undiagnosed, % (95%

Centricity Electronic Medical Record 2013-2016

Total, % (95%

Coded, % (95%

Noncoded, %

cl cl o)) cl) cl) (95% Cl)

All 140(12.8-152) 9.7 (8.7-10.7) 43(355.1) 101(10.1-10.1) 8.1 (8.1-8.1) 2.0 (2.0-2.0)
Men 159(14.1-17.7) 10.8(9.1-12.5) 5.1(3.7-6.5) 115(115115) 9.2(9.2-9.2) 1.8 (1.8-1.8)
Women 12.2(10.7-13.7) 8.8(7.5-10.1) 3.4(2.6-4.2) 91(9.1-91)  7.3(7.3-7.3) 23(2.3-23)
Adults aged 20-39 35(2.2-48)  1.8(1.1-25) 1.7 (0.9-2.5) 25(2525  21(21-2.1) 0.4 (0.4-0.4)
years

Adults aged 40-59 16.3(13.9-18.7) 11.1(9.1-13.1) 5.2 (3.6-6.8) 9.4(94-94)  7.7(7.7-1.7) 1.7 (1.7-1.7)
years

Adults aged 60+ years  28.2(25.3-31.1) 21.0 (18.5-23.5) 7.2(5.7-8.7) 164(16.4-165) 12.9(12.9-12.9) 35(3.5-3.5)
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Discussion

Principal Findings

In this study, we compared the CEMR ambulatory and primary
care database with federal reports based on the NAMCS and
the NHANES. Although the CEMR and the CDC reports may
not be directly compared because of the differencesin the data
collection nature and methodologies applied, in this study, we
have observed that the CEMR is a good source of population
health research with regard to cardiometabolic conditions.
Specifically, we observed that (1) on average, there were 3
office visits per patient per year in both the NAMCS and the
CEMR; (2) the distribution of age at office visitsin the CEMR
isbiased toward older population; (3) although the proportional
share of all visits by maes and females were similar,
femal es/mal es had more/fewer visitsinthe NAMCS, compared
with the CEMR,; (4) thedistribution of officevisitsweresimilar
for ethnic groups; (5) West regions are underrepresented and
South region is overrepresented in the CEMR compared with
the NAMCS; (6) compared with the CDC reports based on the
NHANES data, the prevalence of obesity and high total
cholesterol is similar in the CEMR, whereas hypertension
prevalence is 5% higher; and (7) the prevalence of diabetesin
the CEMR reflects the diagnosed US population well.

A decade ago, Crawford et al [45] compared CEMR’s office
visits during the year 2005 with the NAMCS report. Crawford
et al [45] reported that the CEMR had higher proportions of
visits by younger patients and by females, compared with the
NAMCS. Maintaining similar methods, we observed areversed
trend in age and no difference in the distribution of visits by
gender. The overall prevalence in adults with obesity, high
cholesterol, and diabetes was similar between the CEMR and
the NHANES reports, and the proportion of those with
hypertension was higher in the CEMR than in the NHANES.
A possible explanation for this result is the ability to track
longitudinal informationin EM RS, whichisespecially prominent
in chronic conditions. This feature of EMRS provides
exceptional opportunitiesin terms of extending and modifying
the classical epidemiologic theory [57].

Closed systemsin the West (the Kaiser Permanente [58]) may
explain the finding of lower rates for office visits in the West
region in the CEMR. Although the CDC reports were adjusted
and weighted with the US Census data, CEMR'’s crude
preval ence estimates of chronic conditions reported in this study
are thus biased by geographic regions. This issue should be
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carefully taken care of in future population health research based
on the CEMR data.

Strengthsand Limitations

Aswith any survey, theresultsinthe NAMCS and the NHANES
are subject to sampling and nonsampling errors. Nonsampling
errorsinclude reporting and processing errors as well as biases
because of nonresponse and incomplete response. In the
NAMCS, ethnicity datawere missing for 25% of visits[47,48],
whereas in the CEMR, unknown race accounted for only 9%
of visits.

Itisimportant to highlight that the popul ation that seeks medical
care is biased from the genera population, and healthy
individualswill be underrepresented in any EMR database. For
this reason, rather than comparing the CEMR with US Census
data, we compared the demographics at the time of officevisits
in the CEMR with the NAMCS, which is carefully weighted
and adjusted for the US population. Although a significant
subset of CEMR users is participating in the Medical Quality
Improvement Consortium, the CEMR research database is
biased toward these practices. The participation and response
ratesin the NAMCS of lessthan 40% also introduce a selection
bias, although the NAMCS estimates were corrected [47,48].

The limitations of this study include the nonavailability of
provider specialty and insurance datain the CEMR for deeper
comparisonswith the NAMCS. Certain specialties might adopt
EMRs at a slower rate, and insured individuals might be
overrepresented in commercial databases, compared with the
general population. Owing to large cohort sizesin the CEMR,
reported Clsare very narrow, and we believe they do not reflect
meaningful differences. Adopting TOST with 2.5, 5.0, and 7.5
percentage point equivalence margins for data comparison
provides another overview of the equivalence of data sources.
As mentioned earlier, CEMR and survey methods are not
directly comparable, and we have done our best to match the
data as closely as possible. The cardiometabolic prevalence
estimates should be interpreted carefully, in the light of
methodological and regional differences. However, we believe
that the results of this study demonstratethe ability of the CEMR
to reflect population health quite well.

Conclusions

To conclude, epidemiological and population health findings
based on the CEMR database might reflect trendsin the general
US population; however, the possible region, age, and gender
biases presented in this study should be treated and interpreted
carefully.
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Abstract

Background: Frailty is one of the most critical age-related conditions in older adults. It is often recognized as a syndrome of
physiological declineinlatelife, characterized by amarked vulnerability to adverse health outcomes. A clear operational definition
of frailty, however, has not been agreed so far. There is awide range of studies on the detection of frailty and their association
with mortality. Several of these studies have focused on the possible risk factors associated with frailty in the elderly population
while predicting who will be at increased risk of frailty is still overlooked in clinical settings.

Objective: The objective of our study was to develop predictive models for frailty conditions in older people using different
machine learning methods based on a database of clinical characteristics and socioeconomic factors.

Methods: An administrative health database containing 1,095,612 elderly people aged 65 or older with 58 input variables and
6 output variables was used. We first identify and define six problems/outputs as surrogates of frailty. We then resolve the
imbalanced nature of the data through resampling process and a comparative study between the different machinelearning (ML)
algorithms — Artificial neural network (ANN), Genetic programming (GP), Support vector machines (SVM), Random Forest
(RF), Logistic regression (LR) and Decision tree (DT) —was carried out. The performance of each model was evaluated using a
separate unseen dataset.

Results: Predicting mortality outcome has shown higher performance with ANN (TPR 0.81, TNR 0.76, accuracy 0.78, F1-score
0.79) and SYM (TPR 0.77, TNR 0.80, accuracy 0.79, F1-score 0.78) than predicting the other outcomes. On average, over the
six problems, the DT classifier has shown the lowest accuracy, while other models (GP, LR, RF, ANN, and SVM) performed
better. All models have shown lower accuracy in predicting an event of an emergency admission with red code than predicting
fracture and disability. In predicting urgent hospitalization, only SVM achieved better performance (TPR 0.75, TNR 0.77, accuracy
0.73, Fl1-score 0.76) with the 10-fold cross validation compared with other modelsin all evaluation metrics.

Conclusions:  We developed machine learning models for predicting frailty conditions (mortality, urgent hospitalization,
disability, fracture, and emergency admission). The results show that the prediction performance of machine learning models
significantly varies from problem to problem in terms of different evaluation metrics. Through further improvement, the model
that performs better can be used as a base for devel oping decision-support tools to improve early identification and prediction of
frail older adults.

(JMIR Med Inform 2020;8(6):€16678) doi:10.2196/16678
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Introduction

Health challenges associated with aging are a major medical
and social concern as the burden of the older population is
increasing dramatically. The elderly population, which hasbeen
conventionally defined as having a chronological age of 65
yearsor older [1], isbecoming ameaningful challengefor every
nation in terms of services and costs [2]. According to a 2017
United Nationsreport [3], theworld popul ation of older persons
aged 60 years and above was 600 million in 2000, and it is
projected to rise to approximately 2 billion by 2050. The aging
of the population has profound consequences, with one of the
main issues associated with this phenomenon being the higher
prevalence of frailty condition [4]. Frailty is one of the most
important and emerging age-related conditions that generally
represents an increasing limitation in daily activities. Older
people develop a wide variety of age-related conditions that
contribute to an increase in their vulnerability to minor stressor
events and lead to loss of autonomy. This phenomenon is
commonly known as frailty [2,5]. People who are considered
frail are particularly vulnerable to undesirable outcomes,
including disability, injurious falls, hospitalization, and death.
These health outcomes result in a poor quality of life and
increased demand for medical and social care and are associated
with increased costs for individuals and health systems.
According to astudy [6], health spending increases significantly
in higher age classes compared with lower age groups. Older
adults (those aged 70 years and older) are more likely to live
with multiple chronic conditions and functional limitations.
This combination is related to alarger probability of accessing
an emergency department (ED) along with higher Medicare
spending for inpatient hospitals, trained nursing facilities, and
home health services. However, frailty is not an inevitable
consequence of aging, and it can be prevented and managed to
foster alonger and healthier life. Early detection and screening
would helpto deliver preventiveinterventions and reversefrailty
conditions.

Several scalesand model s have been proposed for the detection
of frailty [7-10]; however, a precise operational definition of
frailty or a standard method for its screening and diagnosisis
still lacking [11,12]. In clinical settings where the standard
measure of frailty is missing and the care of the elderly is a
priority, it is imperative to have a specific model in the
prediction of frailty according to the characteristics of the
population being studied. Therefore, this study aimed to detect
multiple outcomes of frailty (mortality, disability, fracture,
hospitalizations, and emergency admissions) using large
administrative health databases on elderly people in Piedmont,
[taly.

http://medinform.jmir.org/2020/6/€16678/
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The study examines the existing machine learning techniques
(artificial neural networks[ANNS], genetic programming [GP],
support vector machines [SVMs¢], logistic regression [LR],
decisiontrees[DTs] and random forests[RFs]) to predict frailty
according to the different adverse health outcomes. These
approaches were considered for their performance and practical
usefulnessin the analysis of different types of medical data.

Methods

Data Source

This study was based on the Piedmontese L ongitudinal Study.
The data were collected using an individual record linkage
available for about 4 million Piedmont (Italy) inhabitants
between the Italian 2011 census and the administrative and
health databases (enrollees registry, hospital discharges, drug
prescriptions, outpatient clinical investigation database, and
health exemptions) that is included in the Italian Statistical
National Plan. Subjects aged 65 years and above are included
in the study. The dataset contains 1,095,612 subjects and 64
variables (58 input and 6 output variables). The dataset includes
a wide variety of predictor variables, including clinical and
Soci oeconomic aspects, and six target variablesfor every subject:
mortality, disability, urgent hospitalization, fracture, preventable
hospitalization, and accessing the emergency department (ED)
with red code. Color codes assigned to patients may vary from
one hospital to another, but in this study, ared code is used to
identify patientswith severe symptomswho need animmediate
care. Since we intend to develop predictive models for these
frailty indicators, we extracted as input data those collected in
2016, while using as output values those collected in 2017.

For simple implementation and analysis, the data were
transformed into six datasets, one for each output variable. As
a result, six problems associated with frailty conditions were
identified and defined. The six datasets were considered
separately in the analysis, which resulted in six independent
binary classification problems. All the input variables used in
the study are presented in Multimedia Appendix 1. Table 1
contains descriptive statistics for all output variables with the
frequency distributions of each category of an output variable
represented as counts and percentages. Table 1 clearly shows
how the dataset is, for each output variable, unbalanced. Infact,
approximately 4% of the records have mortality risk as 1, and
the other 96% have mortality risk as 0. There are similar
numbers of records having risk as 1 for emergency admission
with red code, fracture, preventable hospitalization, disability,
and urgent hospitalization. This is clearly an indication of an
imbalanced dataset, asthe number of subjectsfrom the positive
sample is much smaller than the number of subjects of the
negative sample.
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Table 1. Description of output variables in the dataset.
Variable Code Value, n (%)
Mortality
No 0 1,053,790 (96.18)
Yes 1 41,823 (3.82)
Accessing the ED? with red code
No 0 1,088,124 (99.32)
Yes 1 7489 (0.68)
Disability
No 0 1,064,186 (97.13)
Yes 1 31,427 (2.87)
Fracture
No 0 1,088,530 (99.35)
Yes 1 7083 (0.65)
Urgent hospitalization
No 0 1,056,695 (96.45)
Yes 1 38,918 (3.55)
Preventable hospitalization
No 0 1,076,541 (98.26)
Yes 1 19,072 (1.74)

8ED: emergency department.

Most machine learning techniques suffer from such extremely
unbalanced datasets, and, asaresult, they may be biased toward
the magjority class. Instructing a model with an algorithm that
triesto maximizethe accuracy will naturally lead to classifying
everything as the major class and will not give acceptable
results.

Handling Imbalanced Dataset

The dataset in each problem (mortality, accessing ED with red
code, disahility, fracture, urgent hospitalization, and preventable
hospitalization) is imbalanced, as shown in Table 1. The
imbalanced proportions between the positive and negative
classes of the six datasets are treated independently. There are
various approachesto deal with imbalanced datathat have been
used intheliterature, such asresampling [13] and cost-sensitive
learning methods [14].

In this study, we chose the resampling methods, which are based
on undersampling [15] and oversampling [16]. These methods
are advantageous because they are classifier independent and
can be used as a preprocessing step, in which the processed data
can be given as input to any classifier. Oversampling is the
process of replicating samples from the minority classto balance
the data. The limitation of oversampling isthat it may cause an
overfitting problem asit clones the same instance and requires
more time to execute compared with the undersampling
approach. As aresult, it is recommended when the dataset is
quite small in size. Another issue with oversampling is that as
our aim was to detect minority classes, oversampling changes
the class that we want to identify, which may not be acceptable
in some critical rea-time problems [17]. Undersampling

http://medinform.jmir.org/2020/6/€16678/

balances the imbalanced data by reducing the size of samples
from the majority class. One limitation of the undersampling
approach isthat it may lead to loss of important information or
introduce biasin the data. From a practical point of view, some
literature showed that undersampling tends to outperform
oversampling in some settings [18], while others demonstrate
that oversampling performs better than undersampling [19]. In
high-dimensional data, oversampling performsworse[20], while
undersampling performs worse in very small datasets. In our
case, since theamount of collected datais sufficient, we adopted
undersampling to rebalance the sample distribution followed
by a statistical test to avoid bias and ensure representativeness
between samples. Since we have multioutput data, we followed
these simple steps to obtain balanced and independent datasets:

- Filter al positive and negative samples from the original
dataset based on the values of the output variables. Samples
with at least one positive class value from the six outcomes
are grouped as a positive sample, which accounts for 10%
of the original dataset, and all remaining are grouped as a
negative sample, comprising 90% of the original dataset.

- Keeping al the 10% samplesin the positive class (minority
group), we randomly selected an equal number of samples
(10%) from the negative class (majority group).

«  Check whether the randomly selected 10% negative samples
were representative of the remaining negative samples
(90%). After checking that the test was reasonably
significant, we obtained a new multioutput dataset of size
211,924 each. A statistical test was applied in all variables
to decide whether the distribution of frequencies of a
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variable in the 10% sample was representative of the same
variablein the 90% sample. Since all variablesin the study
are categorical, we used a chi-sguare independence test
with a significance level of .05 to check if there was a
significant difference between the 10% sample and the 90%
sample with respect to input variables. The yielded
chi-square statistic and P values were assessed to support
the significance of the test’s conclusion. The results of the
chi-square test between 10% and 90% negative samples
are shown in Multimedia Appendix 1.

« Once the test was significant, we decomposed the
multioutput dataset into six independent datasets. An equal
number of positive and negative sampleswere then selected
randomly from each dataset.

Predictive Models

The machine learning approaches selected for this study are
SVMs, ANNSs, RFs, DTs, LR, and GP. We have presented below
abrief summary of these learning algorithms.

SVM isarobust classifier to identify two classes that require a
huge amount of training data to select an effective decision
boundary. Several studies have used SVM on disease prediction
[21-24]. The SVYM agorithmisused to predict events by plotting
thetraining dataset where ahyperplane classifies the pointsinto
two classes, presence and absence of frailty. SVM is based on
kernel functions, which project linearly inseparable input data
to higher dimensiona space for better classification. Various
kernels and parameters are used to improve the performance of
classification by SVM [25]. In this study, the radial basis
function kerndl is used with different values of gamma and the
regularization parameters for solving each classification
problem.

ANNSs are analytical techniques that have been successful in
solving classification problems in different domains [26-30].
Based on the functioning of biological neural networks, ANNs
are dense networks of interconnected artificial neurons that get
activated based on inputs. The multilayer perceptron neural
network (MLPNN), one of the most used paradigmsin ANNS,
isemployed in thisstudy. The MLPNN includesoneinput layer,
one or more hidden layers, and one output layer. In MLPNN,
the input nodes pass values to the first hidden layer, and the
nodes of the first hidden layer pass values to the second layer
and so on, until producing outputs. The main parameters used
in MLPNN, including activation function, solver, hidden layer
size, and learning rate, are configured for each classification
work.

We also explored the potential of tree-based classifiers (DTs
and RFs) for the prediction of outcomesin each frailty problem.
DTs build classification models in the form of atree structure
[31]. The main algorithms used in DTs are ID3, C4.5, and the
classification and regression tree [32], which build DTs using
the concept of information entropy. In our study, the
classification and regression tree algorithm is used for building
the DT with hyperparameters set for each problem. RFs consist
of alarge number of individual DTsthat operate asan ensemble.
Each tree gives a classification, and the forest chooses the
classification having the most votes (over al the trees in the
forest). RF is known for the prediction task in the medical
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domain [33-35]. The hyperparameters (such as the number of
treesin the forest, maximum number of features considered for
splitting a node, maximum number of levelsin each DT, etc)
have been set for each problem.

LR, a specific type of multivariate regression, is the most
common and well-established binary classifier [36]. LRisused
to model only adichotomous variable, which usually represents
the presence or absence of an outcome or event based on a set
of predictor variables. It predicts an event of occurrence by
fitting a dataset into a logit function. In this study, like other
machine learning models, L R has been used to distinguish frail
and nonfrail subjects.

Another technique applied to the prediction task is GP, typically
designed to addressthe problem of automatic program synthesis
and automatic programming. GP accomplishes this task by
generating a population of computer programs over many
generations using operations of natural selection [37]. Many
works in GP focus on classifier induction, a task that can be
accomplished by evolution using GP [38,39]. In GP, setting the
control parametersis an important first step to manipul ate data
and obtain good results. In our datasets, we tried several
experiments for classification tasks by using the control
parameters of GP proposed in HeuristicLab tools [40]. The
parameter values of GP used for our experiment are listed in
Multimedia Appendix 2.

Performance Metrics

The performance measures were considered based on the
proportion of older peoplewith mortality, urgent hospitalization,
preventable hospitalization, disability, fracture, and ED
admission with ared code. Predicting these adverse outcomes
among alarge number of subjectsisimportant when appliedin
real-world practice. Hence, the true positiverate (TPR) wasthe
main metric to consider. The overall accuracy, true negative
rate (TNR), and Fl-score, which is the harmonic mean of
precision and recall, were used as additional performance
metrics. The accuracy, TPR, and TNR were formulated using
the true positives (TPs), false positives (FPs), true negatives
(TNs), and false negatives (FNs). These measures are defined
in the equationsin Figure 1 [41].

Figure 1. Evaluation metrics.

B TP + TN

ACCUTACY =I5 TN + FN + FP
. TP

True Positive Rate = TP+ FN

TN

TN + FP

precision = recall

precision + recall

True Negative Rate =

F1 —Score =2 *

Data Analysis Tools

The dataanalysistools used in the study are Python Scikit-learn
library, RStudio software package, and HeuristicLab. In this
work, the exploratory data analysis part and statistical test
analysis were done using R3.5.0, whereas the entire
classification problems with SVMs, RFs, NNs, and DTs were
implemented using Python 3.7. Multimedia Appendix 3 presents
some Python codes used in the experiment. HeuristicLab is a
software tool for heuristic and evolutionary algorithms. In this
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study, HeuristicL ab was used to carry out classification problems
using GP.

Experimental Settings

Model Evaluation

In analyzing the data for prediction, the output variables
represent an occurrence in the next year, and the predictive
model is proposed to predict frailty according to the expected
risk of urgent hospitalization, preventive hospitalization,

Tarekegn et d

disability, fracture, accessing the ED with ared code, and death
within ayear. The performance of various predictive modelsis
evaluated for each outcome prediction using four metrics:
accuracy, TPR, TNR, and F1-score. These metrics provide an
effective and simple way to evaluate the performance of a
classifier. Using these four measures, the modelswere evaluated
using both the holdout method [42] and the cross-validation
method [43]. Figure 2 showsthe general experimental workflow
of the predictive machine learning model.

Figure 2. Experimental workflow of the predictive machine learning model.
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Holdout Method

In this study, our first experiment was started by exploring the
predictive performance of machine learning methods using the
holdout method. This method randomly splits a dataset into
training and testing according to a given proportion. Each
machine learning model was trained using the training dataset
(70%) and evaluated using test datasets (30%). The training
dataset was used for building the model, while the test dataset
was used to evaluate the prediction capabilities of models.

K-Fold Cross-Validation

The K-fold cross-validation procedure was applied to each
problem’s data. Cross-validation is one of the most commonly
used model evaluation procedure that extends the holdout
method by repeating the splitting process several times. The
K-fold cross-validation technique divides the dataset into K
folds of roughly equal size. The model being evaluated is then
trained using the K-1 parts, and one part is left out for model
validation. In this study, we used 10-folds, and the dataset was
split into three parts for the purpose of model training and
testing: the training set to build the model, validation set to
select the model parameters, and test set to evaluate the
performance of thefinal model based on the selected parameters.

Hyperparameter Tuning

In all experiments, the set of hyperparameters was selected for
each machine learning method before the training begins.
Hyperparameters allow machine learning algorithms to better
adjust to the problem details. The hyperparameters for each
model were tuned using a grid search with cross-validation in
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Python Scikit-learn as described by Mueller and Guido [44].
Multimedia Appendix 2 presents the list of hyperparameters
used for training each machine learning model in this study.

Results

Study Population

From the original dataset of 1,095,612 elderly people aged 65
years and above, we retrieved 83,646 with mortality, 77,836
with urgent hospitalization, 62,854 with disability, 38,144 with
preventabl e hospitalization, 14,978 who accessed the ED with
red code, and 14,166 with afracturefor thisstudy. Theretrieval
process was made using the resampling approach, and each
problem was analyzed independently of the others using the
widely used machine learning models. In this section, the
predictive performance of machine learning models using both
holdout and cross-validation methods are presented through
feature selection analysis.

Feature Selection

Feature selection provides an effective way to removeirrel evant
and/or redundant features, which can reduce running time,
increase learning accuracy, and facilitate abetter understanding
of the model [45,46]. Unnecessary features can also increase
the chance of overfitting and decrease the generalization
performance on the test data. We used afilter method for feature
selection [47,48]. A chi-square test is a filter method used in
this study to determine the statistical significance between
features and the target. The chi-square value, together with P
values at a significance level of .05, was used to identify the
most important features with their rank (ie, variables shown to
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be significantly associated with the outcome by the chi-square
test analysis[P<.05] were selected for model building). P<.001
indicates that there is an association between the input and the
target variables. The strength of the association between the
input variables and the target is ranked based on the chi-square
value. Out of the 58 predictor variables, 25, 24, 10, 7, 4, and 3
nonsignificant variables were discarded for preventable

Tarekegn et d

hospitalization, urgent hospitalization, emergency admission
with red code, fracture, mortality, and disability, respectively.
Table 2 presents the top 15 ranked features in order of
decreasing importance in the mortality and fracture problems.
The most significant feature for other problemsis presented in
Multimedia Appendix 4.

Table 2. The most important variablesin the mortality and fracture problems.

Rank Mortality problem Fracture problem
Variable P value Variable P value

1 Age <.001 Age <.001
2 Charlson index <.001 Femur fracture <.001
3 # urgent hospitalization <.001 # urgent hospitalization <.001
4 # total hospitalization <.001 Neck fracture <.001
5 Invalidity <.001 Green code <.001
6 # nontraumatic <.001 # total hospitalization <.001
7 Disability <.001 Charlson index <.001
8 Poly prescriptions <.001 Poly prescriptions <.001
9 Green code <.001 Invalidity <.001
10 Yellow code <.001 Disability <.001
11 Blood <.001 Nerve disease <.001
12 Anemia <.001 Depression <.001
13 Circulatory disease <.001 Blood <.001
14 Respiratory disease <.001 Anemia <.001
15 Urinary tract disease <.001 Yellow code <.001

Feature importance can give us insight into a problem by
indicating what variables are the most discriminating between
classes. For example, in Table 2, age and the Charlson index
are the most important features in the prediction of mortality,
which makes sensein the problem context. Therank of features
differsfrom one problem to another, except for the variable age,
which has the highest score in all problems. Next to the age
attribute, variables such as femur fracture, number of urgent
hospitalizations, and neck fracture are the most discriminant
featuresin the fracture problem, while type of family and home
living status are the least significant variables. Mental disease,
poly prescription, and disease of the circulatory system are
variables with the highest rank in urgent hospitalization and
preventable hospitalization. The age, Charlson index, and
number of urgent hospitalizations are the most important
predictors of emergency admission with red code. Somefeatures
with the lowest rank and common to urgent hospitalization and
preventable hospitalization include marital status, level of
education, work status, and income. Each of the predictive
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models (SVM, ANN, LR, RF, and DT) have been applied using
the most important features in each of the six problems. GP
differs from the other machine learning models in that it
performs implicit feature selection automatically during the
evolutionary process. GP learns which combination of features
are useful for classification and determines the optimal number
of features automatically.

Perfor mance via Holdout Method

In this study, our first experimental results were obtained
through the holdout (train-test split) method with all subsets of
features (from top 3 to top 58 features) using the default
parameters of the models. However, these approaches have
brought the problem of overfitting on the training data for RF
and DT, as shown in Figures 3 and 4. In order to reduce the
overfitting problem and improve performance, the parameters
of each model weretuned using grid search along with the most
important features associated with each outcome. Table 3 shows
the performance of SVM, RF, ANN, DT, and GP using the best
features and parameters selected on each problem.
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Figure 3. Train accuracy (left) and test accuracy (right) for mortality data without performing any parameter tuning and using all the feature subsets
(from top 3 to top 58 feature subsets). The left plot shows that random forest and decision tree overfit the training data, which poorly generalize on the

test data as the number of features increase.
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Figure 4. Train accuracy (left) and test accuracy (right) for fracture data without performing parameter tuning and using al the feature subsets (from
top 3 to top 58 feature subsets). The left plot shows that random forest and decision tree overfit the training data, which poorly generalize on the test

data as the number of features increase.
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Table 3. Prediction performance using true positive rate and true negative rate for the six problems.

Problem svMm2 RF® ANN® DT GP?

TR TNRY TPR TNR TPR  TNR  TPR TNR  TPR  TAR
Mortality 078 078 079 077 079 078 060 079 075 076
Disability 078 072 078 071 075 075 078 069 071 067
Fracture 075 074 077 072 077 072 079 06 070 073
Urgent hospitalization 061 073 065 068 066 068 064 068 066 062
Preventable hospitali zation 074 073 073 072 073 073 076 066 073 064
ED admission™ 063 073 063 072 063 074 062 073 073 063

83V M: support vector machine.
bRF: random forest.

CANN: artificial neural network.
dDT: decision tree.

€GP: genetic programming.
"TPR: true positive rate.

9TNR: true negative rate.

heD: emergency department.
'with ared code.

In our experiments, we explored common variations for each
machine learning algorithm in frailty predictions. From the
results of the experiment in Table 3, it isclear that all algorithms
behave differently for each different problem. For the mortality
dataset, RF and ANN produced higher values of TPR (0.79)
whilethe DT produced the lowest performance. For the fracture
problem, DT scored the highest values of TPR (0.79), while GP
scored thelowest value. GP, on the other hand, has higher values
of TPR on the urgent hospitalization dataset. The overall average
TPR of RF was dightly higher for all problems, while SYM
has dightly higher values of TNR in all problems and DT
produced the lowest average TPR in all problems. According
totheresultson thetest part of the dataset, all machinelearning
models showed lower prediction performance on the urgent
hospitalization and accessing the ED with red code problems,

Table 4. Results of Wilcoxon signed-rank test in terms of P values.

while mortality and disability have higher values of prediction
results compared with other outcomes. On the disability
problem, GP has lower TPR compared with SVM, RF, ANN,
and DT, whileit has the highest TPR on accessing the ED with
red code. For other problems, GP produces comparabl e results.
The performance of GPiscompared with other machinelearning
methods using statistical tests to draw better conclusions. We
performed a pairwise statistical test between the 30 runs of GP
and each individual machinelearning model using the Wilcoxon
signed-rank test. The Wilcoxon statistical test isanonparametric
test that ranks the differences in performances of GP and other
algorithmsover each frailty problem. The Wilcoxon test isbased
on the TPR of each algorithm in each problem on the test data.
Theresults of thetest in terms of P valueswith the significance
level of .01 are shown in Table 4.

Problem/dataset SVM3vs GP° RFCvs GP NN9vs GP DT®vsGP
Mortality <.001 .003 .001 <.001
Fracture <.001 .02 <.001 .002
Disability .06 .004 .01 .003
Urgent hospitalization 71 .01 37 .01
Preventable hospitalization .68 .03 .87 .005

.006 <.001 .01 <.001

Accessing the ED' with ared code

83V M: support vector machine.
bGp: genetic programming.
°RF: random forest.

dNN: neural network.

€DT: decision tree.

"ED: emergency department.
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As depicted in Table 4, the Wilcoxon test allows rejecting 11
hypotheses. The P values below .01 indicate that the respective
algorithmsdiffer significantly in TPR, whilethe P values above
.01 indicate that the algorithms behave similarly in predicting
frailty conditions. The test results between SM and GP are
statistically significant only in disability, urgent hospitalization,
and preventable hospitalization. Combining the experimental
results and Wilcoxon signed-rank test results, it is concluded
that for mortality and fracture SYM outperformed GP in the
TPR score, while GP outperformed SVM and RF on urgent
hospitalization and accessing the ED with red code. Despitethe
fact that DT represented higher values of TPR on the preventable
hospitalization compared with other algorithms, itslowest TNR
result represented a higher disadvantage. ANN has a similar
performance with GP for preventable and urgent hospitalization
events.

Tarekegn et d

Performance via 10-Fold Cross-Validation

The 10-fold cross-validation reduces the variance of theresulting
estimate by averaging over 10 different subsamples. This 10-fold
cross-validation can deal with limitations of the holdout method,
such asto reduce overfitting, and thereforeis more reliable and
provides better generalization performance on the test data.
Thus, in our second experiment, we used the 10-fold
cross-validation method on each of the six datasets. The
variation of each model’s accuracy acrossthe 10 samplesinthe
10-fold cross-validation is presented in Figures 5 and 6 for the
largest dataset (ie, mortality) and smallest dataset (ie, fracture),
respectively. From the figures, one can see that the models are
more stable in predicting mortality than fracture across the 10
samples. Itisaso found adlight variation of classification rate
across the 10 samples for the other outcomes.

Figure5. The score of five models across 10 validation samples on the mortality problem.
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Figure 6. The score of five models across 10 validation samples on the fracture problem.
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As shown from Figure 5, the classification rate across 10
samplesinthe 10-fold cross-validation isslightly varied in each
classifier for the mortality problem. The variation of accuracy
is greater in the fracture problem from sample 1 to sample 10
for each model, as shown in Figure 6. Particularly, LR has
shown the greatest variation of performance among the models,
where it performed the lowest accuracy at sample 7 and the
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highest accuracy at sample 9 in the fracture problem. DT has
shown the highest classification rate at sample 10 for mortality
and at sample 3 in the fracture problem, while it has the lowest
accuracy in the rest of the samples. The average performance
of 10-fold cross-validation in each problem is shown in Table
5, where performance for each model is measured using
accuracy, TPR, TNR, and F1-score.
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Table5. Prediction results of models using a 10-fold cross-validation.
Models Accuracy TPR? TNRP? F1-score
Mortality
ANNC 0.78 0.81 0.76 0.79
svme 0.79 0.77 0.80 0.78
RFE 0.78 0.79 0.76 0.76
LR 0.78 0.78 0.79 0.78
DTY 0.75 0.80 0.70 0.76
Fracture
ANN 0.75 0.77 0.73 0.75
SVM 0.75 0.77 0.74 0.75
RF 0.75 0.78 0.72 0.76
LR 0.75 0.75 0.75 0.75
DT 0.74 0.76 0.72 0.74
Disability
ANN 0.74 0.76 0.71 0.75
SVM 0.75 0.78 0.73 0.76
RF 0.75 0.77 0.72 0.75
LR 0.75 0.76 0.73 0.74
DT 0.73 0.78 0.70 0.75

3TPR: true positive rate.

PTNR: true negative rate.
CANN: artificial neural network
dsvm: support vector machine.
€RF: random forest.

LR: logistic regression.

9DT: decision tree.

From the results of all models in each outcome presented in
Tables 5 and 6, we can see that predicting mortality events has
shown the highest performance, while predicting urgent
hospitalization and accessing the ED with red code have shown
lower performance. Next to the mortality problem, better
prediction performance is obtained on disability and fracture
problems. Thisimplies that the dataset in this study is better at
predicting mortality than predicting the other outcomes. In
predicting urgent hospitalization, only SVM achieved the best
performing agorithm in al measurements (accuracy, TPR,
TNR, and F1-score) among al models trained using 10-fold
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cross-validation. In the mortality problem, the highest average
performance was obtained by ANN (accuracy 0.78, TPR 0.81,
TNR0.76, F1-score 0.79) and SVM (accuracy 0.79, TPR 0.77,
TNR 0.80, F1-score 0.78) followed by LR (accuracy 0.78, TPR
0.78, TNR 0.79, F1-score 0.78). DT produced the highest TPR
(0.80), and RF showed comparableresults (accuracy 0.78, TPR
0.79, TNR 0.76, F1-score 0.76) on the mortality problem. For
the fracture and disability problems, SVM, RF, and LR have
similar accuracy (0.75), although they al differ in TPR, TNR,
and F1-score.
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Table 6. Prediction results of models using a 10-fold cross-validation procedure.

Models Accuracy TPR? TNRP? F1-score
Urgent hospitalization
ANNC 0.67 0.64 0.71 0.66
svme 0.75 0.77 0.73 0.76
REE 0.66 0.65 0.67 0.66
LR 0.67 0.72 0.62 0.65
DTY 0.66 0.65 0.67 0.65
Preventable hospitalization
ANN 0.74 0.73 0.74 0.73
SVM 0.74 0.71 0.76 0.73
RF 0.73 0.73 0.74 0.73
LR 0.74 0.71 0.76 0.73
DT 0.72 0.73 0.71 0.72
Accessing the ED" with red code
ANN 0.70 0.65 0.74 0.67
SVM 0.68 0.64 0.72 0.66
RF 0.68 0.66 0.70 0.67
LR 0.69 0.64 0.74 0.67
DT 0.67 0.70 0.65 0.68

3TPR: true positive rate.

PTNR: true negative rate.
CANN: artificial neural network.
dsvm: support vector machine.
€RF: random forest.

LR: logistic regression.

9DT: decision tree.

PED: emergency department.

From the results of the experiments, it is important to observe
that the various machine learning techniques can significantly
vary in terms of their performance for the different evaluation
metrics. For example, in the mortality problem, SVM
outperformed DT and ANN in TNR value (.80), and ANN
outperformed both SVYM and DT in F1-score (0.79), while DT
outperformed both models in TPR value (0.80). The
performance of all models differs in al problems due to the
difference in feature space, size, and diversity of data in each
of the six problems. The prediction performance of all models
trained with mortality data (largest in size) is much better than
the performance of models trained with accessing the ED with
red code data (smaller in size), which demonstratesthat the size
of dataisan important factor for better performance, but thisis
not always true for all models. In addition, the performance of
each machine learning technique varied from problem to
problem. For example, the performance of ANN measured in
TPR is 0.81, 0.77, 0.76, 0.74, 0.70, and 0.67 for mortality,
fracture, disability, preventable hospitalization, accessing the
ED with red code, and urgent hospitalization, respectively, while
for DT the TPRis0.80, 0.75, 0.78, 0.73, 0.70, and 0.65 for each

http://medinform.jmir.org/2020/6/€16678/

problem, respectively. Considering the performance of these
two machine learning methods (ANN and DT) in their TPR
value, ANN outperforms DT inmortality and fracture problems,
while DT outperforms ANN in disability and accessing the ED
with red code problems. We can aso see that LR has a higher
TPR valuethan SVM inthe mortality problem. This showsthat
itisnot necessarily truethat the more complex machinelearning
models (eg, ANN, SVM) always outperform simpler models
(eg, DT, LR). In 10-fold cross-validation, the RF classifiers
achieved comparable performance to SVM and ANN in most
of the praoblems. On the other hand, tree-based classifiers (RF
and DT) are more sensitive to bad features and quality of data.
Therefore, effective feature selection is an important step to
improve their performance. The SYM model tends to perform
well in high-dimensional classification problems; however, it
may not perform well if the sample classes of the problem are
highly overlapping. ANN can generally outperform other
techniquesif the dataset isvery large and if the structure of the
dataset is complex (eg, if it has many layers).
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In general, machine learning is an exploratory process, where
there is no one-size-fits-all problem. In particular, there is no
model recognized to achieve supreme performance for all
problem types, domains, or datasets [49]. The best performing
machine learning model differs from one problem to another
according to the characteristics of variables, size of the data,
and metrics used. The idea is similar to the “no free lunch”
theorem [50,51], which statesthat thereis no universal agorithm
that works best for every problem. However, it is important to
study each problem by evaluating each model carefully in order
to reach an effective predictive design. The results also show it
is essential to carefully explore and evaluate the performance
of machine learning techniques using various optimized
parameter values aswell as using the most significant predictor
variables. Particularly, tree-based classifiers (eg, RF and DT)
are more sensitive to overfitting problems, as shown in Figures
3 and 4 on the mortality and fracture problems, if the correct
subset of featuresis not selected or if the required parameter
values of models are not configured properly. The accuracy in
thefigures clearly indicatesthat an increasing number of features
inRFand DT leadsto the model overfitting. Interestingly, SVM
and ANN models showed relatively consistent performance
both on training and testing even with an increasing number of
features.

Discussion

Principal Findings

A predictive model that can use administrative health data will
be useful in various settings to classify those individuals who
areat risk of frailty and deliver preventiveinterventions. In this
study, we performed several experiments using different
classification techniques to build predictive models for frailty.
The results show that machine learning models can vary
significantly from problem to problem in terms of different
evaluation metrics. The explored models have shown solid
predictive power to better estimate the risk of mortality than
predicting disability, fracture, emergency admissioninred code,
urgent hospitalization, and preventable hospitalization within
the next year. Although each model is not a comprehensive
model to predict all frailty outcomes, we have demonstrated
that the SVM model has shown higher overall accuracy (0.79)
in predicting mortality and urgent hospitalization than other
models, when using 10-fold cross-validation. On the other hand,
except for the ANN, all other machine learning models have
shown relatively poor overall accuracy in predicting emergency
admission with red code.

In addition, our results show significant performance
enhancement by reducing features. In order to reduce the
overfitting problem and improve the prediction performance of
classifiers, the feature selection process is executed, where the
best subset of the available features is chosen. In each binary
classification problem, all independent variables were ranked
using the chi-square feature sel ection method for each outcome
in both holdout and cross-validation methods. Using 10-fold
cross-validation on mortality problems, the TPR values (also
called sensitivity) of ANN, SVM, RF, LR, and DT were 0.81,
0.77,0.79, 0.78, and 0.80, respectively. In the holdout method,

http://medinform.jmir.org/2020/6/€16678/

Tarekegn et d

almost similar results were obtained for ANN, SVM, and RF,
while DT produced higher TPR values using 10-fold
cross-validation than holdout method on the mortality problem.
In general, 10-fold cross-validation reduces variance by
averaging over 10 different partitions; it is then less sensitive
to any of the partitioning bias in the training and testing data.
On predicting emergency admission with red code, GP achieved
better TPR value than SYM, ANN, LR, RF, and DT, while
SVM outperformed al models in predicting urgent
hospitalization in all evaluation measures.

Generally, an important observation from the results of the
experiments is that on average some of the machine learning
models produce quite similar results from the same outcome,
while the best performing model varies from one outcome to
another outcome in terms of different metrics. For example,
SVM and ANN produce similar performance on average across
all evaluation metricsin mortality and hospitalization outcomes.
RF and LR produced similar performance on average acrossall
measurements in disability and fracture outcomes. However,
the prediction results of each machine learning model varies
from mortality to fracture or fracture to hospitalization, etc.
This can demonstrate the feasibility of identifying frail older
subjects through routinely collected administrative health
databases.

Strengths and Limitations

The strength of our study is the possibility to include a
multidimensional administrative database using the most
powerful predictive machinelearning models. In contrast to the
previous studies, the prediction models use a wide variety of
input variables, including clinical and socioeconomic aspects,
with six simultaneous outcomes. The use of routinely collected
socioclinical datacan represent the multidimensional loss of an
individual’'s reserves, which alows predicting prospective
outcomesin the elderly. Moreover, the predictions of frailty in
terms of the six adverse outcomes were assessed and analyzed,
which is a step forward in studying the association of frailty
with multiple health conditions on afrail person.

Therearelimitationsto our study. Even though the original data
comeswith multiple outcomes, each machinelearning algorithm
was designed to predict a single outcome, and each result is
analyzed independently of the others. Therefore, further studies
should investigated constructing a predictive model that
considersthe correlations among the output variablesto provide
alist of relevant outputs for agiven, previously unseen patient.
Furthermore, patient information such as gender can beincluded
in the study in order to understand gender-related factors for
frailty and their impact on hospitalization and mortality among
older people.

Conclusions

Predictive modeling using the information available from
administrative health databasesis an efficient method to identify
frail older people appropriate for interventions to prevent
adverse outcomes. The proposed predictive models can be
applied to detect and predict frail people who are at increased
risk of adverse outcomes. This study suggests that a machine
learning—based predictive model could be used to screen future
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frailty conditions using clinical and socioeconomic variables, such amachine learning—based approach can further contribute
which are commonly collected in community health care to the improvement of frailty interventions in the elderly
ingtitutions. With efforts to enhance predictive performance, community.
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Abstract

Background: Despite the promise of machine learning (ML) to inform individualized medical care, the clinical utility of ML
in medicine has been limited by the minimal interpretability and black box nature of these algorithms.

Objective: The study aimed to demonstrate a general and simple framework for generating clinically relevant and interpretable
visualizations of black box predictionsto aid in the clinical translation of ML.

Methods: To obtain improved transparency of ML, simplified models and visual displays can be generated using common
methods from clinical practice such as decision trees and effect plots. We illustrated the approach based on postprocessing of
ML predictions, in this case random forest predictions, and applied the method to data from the Left Ventricular (LV) Structural
Predictors of Sudden Cardiac Death (SCD) Registry for individualized risk prediction of SCD, aleading cause of death.

Results:  With the LV Structural Predictors of SCD Registry data, SCD risk predictions are obtained from a random forest
algorithm that identifies the most important predictors, nonlinearities, and interactions among a large number of variables while
naturally accounting for missing data. The black box predictions are postprocessed using classification and regression trees into
a clinically relevant and interpretable visualization. The method also quantifies the relative importance of an individual or a
combination of predictors. Several risk factors (heart failure hospitalization, cardiac magnetic resonance imaging indices, and
serum concentration of systemic inflammation) can be clearly visualized as branch points of a decision tree to discriminate
between low-, intermediate-, and high-risk patients.

Conclusions: Through a clinically important example, we illustrate a general and simple approach to increase the clinical
tranglation of ML through clinician-tailored visual displays of results from black box algorithms. We illustrate this general
model-agnostic framework by applying it to SCD risk prediction. Although we illustrate the methods using SCD prediction with
random forest, the methods presented are applicable more broadly to improving the clinical translation of ML, regardless of the
specific ML algorithm or clinical application. Asany trained predictive model can be summarized in this manner to aprespecified
level of precision, we encourage the use of simplified visual displays as an adjunct to the complex predictive model. Overal, this
framework can allow clinicians to peek inside the black box and devel op a deeper understanding of the most important features
from amodel to gain trust in the predictions and confidence in applying them to clinical care.

(IMIR Med Inform 2020;8(6):€15791) doi:10.2196/15791
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Introduction

Background

Thereisgrowing interest in benefiting from the predictive power
of machine learning (ML) to improve the outcomes of medical
care a more affordable costs. Although notable for their
impressive predictive ability, ML black box predictions are
often characterized by minimal interpretability, limiting their
clinical adoption despite their promise for improving health
care [1-6]. As aresult, there is growing emphasis on the field
of interpretable ML or explainable Artificial Intelligence to
provide explanations of how models make their decisions[6-8].
However, the lack of understanding of how ML predictionsare
generated and the compl ex rel ati onshi ps between the predictors
and outcomes are still obstaclesto the adoption of ML inclinical
practice.

Many approaches have been developed to explain predictions
and determine ML feature importance and effect, but they have
limited adoptionin real-world clinical applications[9-12]. There
have been previous proposals to stack ML methods or to use
rule extraction with ML output to produce simpler summaries,
but because of their inherent complexities or lack of clinical
applications, these tools are seldom used in medicine [13-16].

Objectives

To accelerate the integration of ML into clinical care, an
emphasis on the personalization of these tools for the end user
is crucial. Our work is motivated by the well-known clinical

challenge of measuring an individual's risk of sudden cardiac
death (SCD), aleading cause of death with inherently complex
pathophysiology that lends itself to novel approaches[17-22].
Although we focus here on SCD as an illustrative example, the
methods we present are applicable more broadly to improving
clinical trandation of ML, regardless of the specific ML

https://medinform.jmir.org/2020/6/€15791
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algorithm or clinical application. The contribution of thiswork
is a general framework for translating complex black box
predictions into easily understood representations through
commonly encountered clinical summaries. Overal, we
emphasize the need for multidisciplinary teams to create
clinician-tailored visual displaysthat provideinterpretability in
ways that are personalized to the clinician’s preferences for
understanding ML predictions to aid in effective clinical
translation of ML.

Methods

Data Source

TheLeft Ventricular (LV) Structural Predictors of SCD Registry
is a prospective observational registry (clinicaltrials.gov,
NCT01076660), which enrolled 382 patients for the primary
end point of an adjudicated appropriate implantabl e cardioverter
defibrillator firing for ventricular tachycardia or ventricular
fibrillation or SCD not aborted by the device [23-29]. In the
8-year follow-up, 75 individuas had the primary outcome.

Modeling

Our ML approach isbased on the random forest (RF) algorithm
implemented in the randomForestSRC R package [30] extended
to time-varying SCD risk prediction [31]. RF is an ensemble
learning method based on a collection of decision trees, where
the overall RF prediction is the ensemble average or majority
vote. Random sampling of predictor variables at each decision
tree node and bootstrapping the original training data decrease
the correlation among the trees in the forest to alow for
impressive predictive performance [32,33]. For our RF, the
predictorsincluded demographics, comorbidities, medications,
electrophysiologic parameters, laboratory values, LV gection
fraction by echocardiography, and cardiac magnetic resonance
(CMR) imaging indices, summarized in Table 1.
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Table 1. Patient characteristicsin the Left Ventricular Structural Predictors of Sudden Cardiac Death Registry (N=382).

Variables No. of SCD?event (n=307)  Patient with SCD event (n=75) P val ue?

Demographicsand clinical characteristics

Age (years), mean (SD) 57 (13) 57 (12) 75
Male, n (%) 211 (68.7) 63 (84) 01
Race, n (%) .66
White 200 (65.1) 51 (68)
African American 99 (32) 21(28)
Other 8(3) 3(4)
Body surface area (m?), mean (SD) 1.98 (0.28) 2.05(0.28) 07
Ischemic cardiomyopathy etiology, n (%) 149 (48.5) 44 (59) A5
Yearsfromincident MI° or cardiomyopathy diagnosis, mean (SD) 383(5.18) 543 (561) 02
NYHAY functional class, n (%) 55
| 64 (21) 20 (27)
I 137 (44.6) 31 (41)
1 106 (34.5) 24 (32)
One or more heart failure hospitalizations, n (%) 0(0) 19 (25.3) <.001

Cardiacrisk factors, n (%)

Hypertension 180 (58.6) 44 (59) >.99
Hypercholesterolemia 180 (58.6) 45 (60) .93
Diabetes 85 (28) 19 (25) 79
Nicotine use 133 (43.3) 44 (59) .02

M edication usage, n (%)

ACEinhibitor or ARB' 275(89.6) 66 (88) 85
Beta-blocker 288 (93.8) 68 (91) 48
Lipid-lowering 199 (64.8) 56 (75) A4
Antiarrhythmics (amiodarone) 18 (6) 8(11) 22
Diuretics 173 (56.4) 54.(72) .02
Digoxin 50 (16) 16 (21) 39
Aldosterone inhibitor 80 (26) 21 (28) .85
Aspirin 215 (70.0) 55 (73) 67

Electrophysiologic variables

Prior atrial fibrillation, n (%) 51 (17) 14 (19) .80
Ventricular rate (bpm), mean (SD) 73 (14) 70 (14) .06
QRS duration (ms), mean (SD) 118 (31) 122 (27) 30
Presence of LBBBY, n (%) 79 (26) 14(19) 26
Biventricular ICD", n (%) 90 (29) 17(23) 31

Laboratory valuesor biomarkers

Sodium (mEg/L), mean (SD) 139 (3) 139 (3) .73

Potassium (mEg/L), mean (SD) 4.26 (0.42) 4.27 (0.39) .87

Creatinine (mEg/L), mean (SD) 1.07 (0.59) 1.09 (0.33) .81

eGFR' (mL/min/1.73 m?), mean (SD) 81 (24) 80(21) 80
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Variables

No. of SCD?event (n=307)

Patient with SCD event (n=75) P va ue?

Blood urea nitrogen (mg/dL), mean (SD)
Glucose (mg/dL), mean (SD)
Hematocrit (%), mean (SD)

hsCRP (ug/mL), mean (SD)
NT-proBNPX (ng/L), mean (SD)
IL-6' (pg/mL), mean (SD)
IL-10" (pg/mL), mean (SD)
TNF-aRII" (pg/mL), mean (SD)
cTnT® (ng/mL), mean (SD)
cTnlP (ng/mL), mean (SD)

CK-MBY (ng/mL), mean (SD)
Myoglobin (ng/mL), mean (SD)
LVEF": NonCMRS LVEF (%), mean (SD)
CMR structural and functional indices

LVEF (%), mean (SD)
LV' end-diastolic volume index (mI/mz), mean (SD)

LV end-systolic volume index (mI/mz), mean (SD)

LV mass index (mI/mZ), mean (SD)
CMR hyperenhancement

LGEY present (%), mean (SD)

Gray zone (g), mean (SD)

Core (g), mean (SD)

Total scar (g), mean (SD)

19.62 (8.72)
120 (53)

40 (4)

6.89 (12.87)

2704 (6736)
3.05 (5.36)
10.74 (49.67)
3425 (1700)
0.03 (0.08)
0.10 (0.28)
3.94 (5.77)

31.37 (30.80)
24.2 (7.6)

27.8(10.3)
122.3(39.9)

91.5 (39.1)

75.1 (24.4)

176 (66)

8.8 (11.6)
12.4 (14.9)
21.1(25.4)

20.28 (8.33) 55
113 (34) 23
41 (5) 03
9.10 (16.29) 22
2519 (1902) 82
4.32 (6.28) 12
13.67 (59.94) 70
3456 (1671) .90
0.02 (0.05) 62
0.10 (0.25) 98
3.87 (3.86) 93
37.13 (41.53) 31
23.0(7.4) 19
25.1(8.8) 04
136.2 (48.4) 01
104.3 (45.2) 02
80.3 (21.2) 09
56 (86) 002
13.8(12.2) 002
17.7 (15.1) 01
31.3(25.6) 004

8SCD: sudden cardiac death.

bp values <.05 areitalicized.

“MI: myocardial infarction.

INYHA: New York Heart Association.
€ACE: angiotensin-converting enzyme.
'ARB: angiotensin |1 receptor blocker.

91 BBB: left bundle branch block.

hicD: implantable cardioverter defibrillator.
IeGFR: estimated glomerular filtration rate.
IhsCRP: high-sensitivity C-reactive protein.
kNT—proBNP: N-terminal pro-b-type natriuretic peptide.
IL-6: interleukin-6.

M L-10: interleukin-10.

"TNF-aRII: tumor necrosis factor alphaR I1.
OcTnT: cardiac troponin T.

PcTnl: cardiac troponin 1.

9CK-MB: creatine kinase MB.

"'LVEF: Ieft ventricular ejection fraction.
SCMR: cardiac magnetic resonance.

'LV: Ieft ventricular.

UL GE: late gadolinium enhancement.
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Interpretability summaries. As illustrated in Figure 1, the following general

To communicate the results from ML models, such as our RF  StePS can be employed tf) create simplified representations of
for SCD predictions, we develop representative interpretable Y black box prediction:

Figure 1. Stepsto present machine learning (ML) predictionsin an interpretable manner: The black box algorithm is applied to input data comprising
outcomes () and predictors (X) to obtain black-box predictions (P) of the input outcomes. The original X variables and the black-box predictions (P)
areinputs to asimple model or algorithm, for example a single tree, whose predictions (S) are sufficiently close to (P) but more easily understood and

explained.

N N
a \/ 1 ) k 2 ) Predicti
Training Inputs N 7 redictions
Outcomes (Y) Black Box .
Predictors (X) | (P)
~ r 4
N Pty -~
'ﬁ\\ { 3 ) ”’
~ P
v ’
. . : P
~l Interpretative Model with Inputs e

Outcomes (P)
Predictors (X)

Predictions (S)

Understanding;
Explanation

1 Train the ML model with the input features (X) and the
outcome of interest ().

2. Obtain the predicted values (P) from the ML model using
cross-validation, a separate test dataset, or another
data-division approach to ensure that predictions are not
obtained from the same dataset used to train the model.

3. Train a simple, interpretable, and clinically understood
model, such as a decision tree [34] or alinear or logistic
regression model [35], using the predicted values (P) from
the ML model as the outcome of interest and the
corresponding input variables (X) from the original training
dataset.

4. Obtainthe predicted values (S) from theinterpretive model .
Calculate how close Sisto P, that ishow well thesimplified
model represents the ML model, using a measure such as

R?, defined as provided in Figure 2.

Figure?2. R? equation where i=1 to n observations eval uated. S denotes

thepredictionfor the i observation us ng the ssimplified model, PO denotes
the prediction for theith observation using the ML model, and Py, denotes
the average prediction from the ML model.

Y, (sW-py?
Z{L:l(P(i)_Pavg )2

Note that the interpretative tree can be grown sufficiently large
such that R? is arbitrarily closeto 1. If asimpletree hasasmall
R?, extra caution should be exercised to avoid overinterpreting

RZ =1-

https://medinform.jmir.org/2020/6/€15791

the simplified model. In contrast, if R? is high, the simplified
model may be considered as an aternative to the actual ML
model for obtaining future predictions in a simplified manner
[36,37]. This model-agnostic approach to obtain a simplified
summary of the ML model is shown in Figure 1.

By using asingle tree as a summary of the RF predictions, we
can quantify the importance of individua variables or groups
of variables. A useful measure of the total effect on outcome Y
of predictor (or group of predictors) X, isobtained by summing
the improvements in prediction error (deviance) over al of the
X; splitsin the interpretative tree.

To present resultsin other ways familiar to clinicians, predictor
effects can be communicated in plots where risk ratios are
presented [38]. We created plots based on the relationship
between the predictor variables and predicted risks. For
categorical variables, risk ratios are calculated by comparing
risks for different levels of the categorical variable (eg, risk
ratio=[average predicted risk for males]/[average predicted risk
for females] ). For continuous variables, risk ratios are cal culated
by comparing risks for different ranges of the continuous
variable (eg, risk ratio=[average predicted risk for upper tertile
of age]/[average predicted risk for lower tertile of age]). Clsfor
theserisk ratios were generated through nonparametric bootstrap
approaches[39]. All analyseswere conducted using R 3.5.1 (R
Foundation) [40].

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€15791 | p.193
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

Results

Global Summary Visualization

Using datafrom the LV Structural Predictors of SCD Registry,
aglobal summary for SCD risk prediction isobtained by fitting
asingle decision treeto RF predictions using asinputsthe same
covariates used in the RF and the outcome asthe RF predictions.

Wongvibulsin et al

Figure 3 showsaglobal summary tree of the RF model for SCD
prediction. Several risk factors appear as early split nodes in
the decision tree representing key variables that discriminate
between low -, intermediate -, and high-risk patients, including
heart failure (HF) hospitalization history, CMR imaging indices
(ie, LV end-diastolic volumeindex, and total scar and gray zone
mass), and a measure of systemic inflammation, interleukin-6
(IL-6).

Figure 3. Globa summary tree of random forest (RF) model for sudden cardiac death (SCD) prediction: Several risk factors (namely heart failure
hospitalization, several cardiac magnetic resonance imaging indices, and interleukin-6 [IL-6], a marker of inflammation) discriminate between low-,
intermediate-, and high- risk patients. Decision rulesin the tree are shown in bold italics. The 1-year risks of SCD are shown in the boxes at the bottom
of the decision tree. The boxes are colored according to the magnitude of the percent per year risk, with white corresponding to the lowest risk subgroup
and dark red corresponding to the highest risk subgroup. Percentages in parentheses at the bottom of the boxes are the proportions of the total training

data that belong to each of the risk subgroups. R? is 0.88 for how well this global summary tree represents the RF model. HF: heart failure; LV: left

ventricular.
One or More Previous HF Hospitalizations
No Yes
A\l
LV End-Diastolic Volume Index 2 127 mL/m?
No Yes
Total Scar = 39.8 grams Total Scar 2 50.1 grams
No Yes No Yes
IL-6 = 1.7 pg/mL Gray Zone LV End-Diastolic
| > 25.1 grams Volume
No Yes Index 2 155 mL/m?
No Yes
\ ] No Yes
2.7% 3.5% | | 3.9% 4.0%
(34%) (17%)  (8%) (3%) (17%) (12%) (7%) (2%)
Gradient of
SCD Risk
2.7 % per year 15 % per year

Risk Ratio and Variable Importance

Figure 4 shows the risk ratio plot for predictors identified as
splitting variablesin the global tree summary model for our RF
SCD prediction example presented in Figure 3. Thelargest risk
ratio is for HF hospitalization history before an arrhythmic
event, indicating that individuals with 1 or more preceding HF
hospitalizations are at 4.06 (95% Cl 2.82-5.30) times higher
risk of SCD than individuals without hospitalizations for HF.
Comparing the risk for individuals in the upper versus lower
tertile for CMR imaging variables and IL-6 demonstrates that
higher values for these variables suggest a higher SCD risk.
Specifically, the risk ratios were 1.54 (95% Cl 1.14-1.93) for

an LV end-diastolic volume index above 133 mL/m? versus

below 102 mL/m?; 1.48 (95% CI 1.04-1.92) for atotal scar mass
above 30.79 g versus below 1.48 g; 1.48 (95% CI 1.04-1.91)
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for a gray zone mass above 11.37 g versus below 0.40 g, and
1.38 (95% CI 1.11-1.66) for IL-6 above 2.15 pg/mL versus
below 1.04 pg/mL.

Table 2 liststhe predictor variablesin their order of importance
inthesingleinterpretative tree shown in Figure 3. Their ranking
is based on the fraction of total variation (deviance) in the ML
predictions they explain in 1 or more splits in the single tree
shown in Figure 3. Although there are only 8 terminal nodesin
the tree, the tree explains 88% of the information in the
predictionsfrom the black box RF. Additionally, treesinherently
identify interactions. Note that after the first split on whether
or not a person had a prior hospitalization for HF, the imaging
variable only predicted risk among persons without prior
hospitalization. This asymmetry indicates that the absence of a
prior HF hospitalization strongly interacts with the cardiac
imaging variables.
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Figure4. Visualization of predictor effectsin random forest (RF) model for sudden cardiac death (SCD) prediction: Risk ratio point estimates and the
95% confidenceinterval s generated from 500 bootstrap replications are shown for the RF model for SCD risk prediction. Thelargest risk ratio isbetween
individuals who never experienced a heart failure hospitalization and those who experienced one or more heart failure hospitalizations. The other risk
ratio comparisons show the risk ratios between individuals grouped into different categories based upon inflammation or cardiac magnetic resonance
(CMR) imaging variables indicating the structural and functional properties of the heart. HF: heart failure; IL-6: interleukin 6; LV: left ventricular.

Heart Failure (HF) Hospitalization History

One or More vs. No HF Hospitalizations

Structural & Functional Properties of the
Heart by CMR Imaging

LV End-Diastolic Volume Index
Upper vs. Lower Tertitle

Total Scar
Upper vs. Lower Tertitle

Gray Zone
Upper vs. Lower Tertitle

Inflammation
IL-6
Upper vs. Lower Tertitle

Pooe

e

P

Poe

Risk Ratio

Table 2. This table summarizes the global summary tree (shown in Figure 3) with an analysis of the variation (deviance) in the predicted values (P)
from the machine learning (ML) model explained by the predictors in the global summary tree. The number of splits contributed by each variable in
theglobal summary treeisenumerated along with the deviance and the percentage of the deviance explained. The predictors ranked importance (ordered
from most to least important from Ieft to right in the table) is determined from the percentage of the deviance explained.

Split variable HF?hospitdlization history  LVP end-diastolic ~ Total S |nfjammation (IL-6%) Gray zone  Treetotal py dioq
volume index

Number of splits 1 2 2 1 1 7 N/AE

Deviance explained 1.26 0.255 0.100 0.034 0.020 1.67 1.89

Percentage of deviance 66.6 135 5.2 17 11 o.8sf 100

explained

3HF: heart failure.

BLV: Ieft ventricular.
CIL-6: interleukin 6.
dML: machine learning.
EN/A: not applicable.

Mhis corresponds to the R? value (0.88) obtained when using the equation shown in Figure 3 for the calculations.

Discussion

Principal Findings

We demonstrate that it is possible to obtain improved
transparency of ML by generating simplified modelsand visual
displays adapted from those used commonly in clinical practice.
As a specific example of this framework, we use RF extended
to survival anaysis with timevarying covariates for
individualized SCD risk prediction. Commonly used methods
for SCD risk prediction, such as Cox proportional hazards
regression, do not automatically account for nonlinear and
interaction effects or facilitate the application to individualized
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risk prediction [41,42]. In contrast to traditional regression
strategies or parametric approachesthat make assumptions about
the underlying model, ML, such as RF, employs nonparametric
algorithms that allow the data to speak for themselves and
perform as powerful methods for individualized predictions
[32,43-45]. RFs, as ensembles of decision trees, are not easily
interpretable even though single decision trees are popular in
medicine because of their intuitiveness and comparability to
how a clinician tends to think through a case. The framework
introduced in thiswork providesamethodology to increase ML
transparency through representative interpretable summaries.
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Because this framework for interpretability is model-agnostic,
the user may benefit from ML's high predictive performance
while also gaining insightsinto how predictionswere generated.
Despite the complexity of the original algorithm, these methods
for interpretability only depend on the inputs upon which the
black box was trained and the corresponding outputs from the
black box, namely its predictions. Thus, any method for
prediction can be explained to an extent in asimplified manner.
In asituation whereit is not possible to capture the variation in
ML predictions with a simple summary, the proposed method
signals this problem through a natural comparison of the
similarity between the predicted values from the ML and its
approximating interpretative model. This approach extends prior
research in mimic learning and post hoc explanations of the
black box predictions [46,47]. This paper emphasizes the
clinician's perspective as the end user experienced with
tree-based reasoning asanatural correlate of clinical reasoning.

To implement ML in clinical practice, it is essential to provide
user-centric tools that allow clinicians to gain understanding
and trust in their predictions [48]. Developing visualizations
that are easy to interpret and based upon familiar waysclinicians
understand algorithms or results can help communicate ML
predictions. For example, smplifying RFsinto asingledecision
tree produces a visualization that reflects medical treatment or
diagnostic decision making in clinical practice. Although we
illustrate the simplified model with adecision tree, other models
such as linear regression can also be presented. Additionally,
providing visual displays of risk ratio estimates in a manner
similar to those presented in the medical literature may help
clinicians gain an understanding of ML predictions.

Developing interpretable predictions is particularly important
in the application of ML to health care because of the unique
challenges related to medical ethics and regulatory or legal
considerations [48]. Explanations that describe predictions can
facilitate trust, especially when the explanations are consistent
with domain knowledge or extend upon what is currently known
[48]. For instance, in our illustrative example of SCD prediction
in the LV Structural Predictors of SCD Registry, the key risk
factors are HF hospitalization history, CMR imaging indices
(ie, LV end-diastolic volume index, total scar, and gray zone
mass), and ameasure of inflammeation (ie, IL-6). The predictors
identified in our simplified summary are consistent with the
published literature on SCD. It isknown that among HF patients,
SCD is a mgjor cause of death due to complex interactions
between the underlying myocardial substrate and triggers such
as inflammation [22,49,50]. CMR imaging indices have been
independently associated with ventricular arrhythmias in
multiple cohorts [22,51-54]. This study raises the interaction
hypothesisthat cardiac imaging predictors are mainly useful in
patients without prior HF hospitalizations. Visually seeing that
predictions are grounded upon decision rules coinciding with
clinical and biomedical knowledge (Figure 3) can help trandate
ML predictions for the end user’s understanding. Furthermore,
presenting asummary visualization of the ML model along with
information about the effect estimates of the predictors (Figure
4) can facilitate further insight.
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Limitations and Comparison With Prior Work

Although any complex model can be simplified to a summary
model, it is possible that the summary and origina model

predictionsare highly dissimilar, asreflected inasmall R% This
was not the case in the motivating study, where 5 variables and
7 splits explained 88% of the variation in the RF's predicted
values. We can expect similar resultsin many problems because
the interpretive tree is trained on the predicted values from a
complex ML algorithm designed to find relatively
lower-dimensional summaries than the original data. When a

small interpretative tree has a poor R?, it can be enlarged as
needed to achieve a prespecified higher value. The user can
then look for simpler summaries by grouping classes of
predictors and interactions among them. Finally, the approach

hasthe R? value asameasure of thefidelity of the simpler model
predictionsto the ML predictions. When thisvalueistoo small
for a given tree, the user knows that a simple tree has limited
interpretative value.

A closely related subfield of ML isactively addressing thistopic
by comparing different learning algorithms and selecting afinal
model [55]. Additionally, asthe general approach for obtaining
asimplified model summarizes the complex model at a global
level, the simplified model is considered a global surrogate
model and may not be representative of certain subgroups (eg,
different subpopulations may exhibit different relationships
between the predictor variables and predictions) [37]. To address
this possibility, multiple simplified models could be created for
each subgroup of interest. For example, two different summary
decision trees could be created for men and women. Another
area of active research is the development of local explanation
models, where the interpretable models are local surrogate
models that explain individual ML predictions rather than the
entire black box as a whole [56]. Furthermore, athough we
emphasized here the tailoring of visual displays to clinicians,
research in focus groups with both clinicians and patients can
further accel erate the progresstoward clinically meaningful ML
developments that are trandlated into patient care.

Conclusions

Currently, limited interpretability remains a major barrier to
successful tranglation of ML predictions to the clinical domain
[1-5]. Although numerous tools such as those for feature
importance, feature effect, and prediction explanations have
previously been developed to facilitate interpretability
[9-12,56,57], the clinical community as awhole still generally
considers ML as a field that generates black box predictions
[1-5]. Although further research is necessary to fully understand
the challenges limiting the clinical implementation of these
tools, we believe that emphasis on tailoring explanations and
visual displays to the end user is essential. Here, we expand
upon the toolkit for opening the black box to the clinical
community through the presentation of clinically relevant and
interpretable visualizations to aid in the progress toward
incorporating ML in health care. Ultimately, multidisciplinary
teams with combined clinical and data science expertise are
essentia infurthering research to addressthe challengeslimiting
the clinical implementation of these powerful, informative ML
tools.
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Abstract

Background: Risk-based breast cancer screening is a cost-effective intervention for controlling breast cancer in China, but the
successful implementation of such intervention requires an accurate breast cancer prediction model for Chinese women.

Objective: Thisstudy aimed to evaluate and compare the performance of four machine learning algorithms on predicting breast
cancer among Chinese women using 10 breast cancer risk factors.

Methods: A dataset consisting of 7127 breast cancer cases and 7127 matched healthy controls was used for model training and
testing. We used repeated 5-fold cross-validation and calculated AUC, sensitivity, specificity, and accuracy as the measures of
the model performance.

Results. The three novel machine-learning algorithms (XGBoost, Random Forest and Deep Neural Network) all achieved
significantly higher area under the receiver operating characteristic curves (AUCSs), sensitivity, and accuracy than logistic
regression. Among the three novel machinelearning algorithms, XGBoost (AUC 0.742) outperformed deep neural network (AUC
0.728) and random forest (AUC 0.728). Main residence, number of live births, menopause status, age, and age at first birth were
considered as top-ranked variables in the three novel machine learning algorithms.

Conclusions: The novel machine learning algorithms, especially XGBoost, can be used to develop breast cancer prediction
models to help identify women at high risk for breast cancer in devel oping countries.

(IMIR Med Inform 2020;8(6):€17364) doi:10.2196/17364

KEYWORDS
machine learning; XGBoost; random forest; deep neural network; breast cancer

Introduction

In China, female breast cancer isthe most prevalent malignant
tumor affecting women, and its incidence is still increasing.
According to the National Central Cancer Registry of China,
more than 279,000 women were diagnosed with breast cancer
in 2014, with a corresponding age-adjusted incidence rate of

http://medinform.jmir.org/2020/6/€17364/

RenderX

28.77 per 100,000 [1]. Thelarge number of breast cancer cases
in China has resulted in a tremendous disease burden. In 2016,
therewere over 2 million disability-adjusted life years (DALY 's)
and 70,000 deaths due to breast cancer in China, accounting for
approximately 15% of global DALY sand 13% of global deaths
due to breast cancer [2]. Therefore, breast cancer is a magjor
public health issue in China.
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Breast cancer screening has proven to be an effective approach
for breast cancer control. Several randomized controlled trials
have shown that breast cancer screening can help detect breast
cancer at an early stage and improve disease outcomes[3,4]. In
many developed countries, population-based breast cancer
screening programs have been implemented for several decades
and brought positive results [5]. Nevertheless, due to the
relatively low incidence rate, large population, and limited
medical resources, population-based breast cancer screening is
not feasible in China [6]. Therefore, some researchers have
proposed risk-based breast cancer screening, considered to be
cost-effective and more suitable for low- and middle-income
countries like China[7].

Successful implementation of risk-based breast cancer screening
largely relies on abreast cancer prediction model to accurately
identify high-risk people before screening, but thereis currently
no suitable breast cancer prediction model for Chinese women.
Somewell known and commonly used breast cancer prediction
models like the Gail and Tyrer-Cuzick models were devel oped
based on women living in western countries, and their
performance in Chinese women is unsatisfactory [8]. Hence,
there is an urgent need to develop a breast cancer prediction
model specifically for Chinese women.

Despite conventional statistical methods and some traditional
machine learning algorithms (eg, logistic regression [LR]),
modern machine learning has become an alternative approach
for developing prediction models. Different from traditional
prediction model s where rel ationships between dependent and
independent variables are predefined using prior knowledge,
modern machinelearning can automatically learn the underlying
patterns of the data without any implicit assumptions [9]. This
isespecially the casefor tree-based machinelearning algorithms
such as decision trees. These algorithms only make weak
assumptions about the form of the mapping function and are
thereforefreeto learn any functions underlying the training data
and can deal with nonlinear relationships and higher order
interactions between variables[10], both of which are common
challenges in the health care field. In contrast, as a form of
parametric machine learning algorithm, an artificial neural
network (ANN) also makes strong assumptions about the
functional form but it can still be used for modeling nonlinear
relationships and high-order interactions. Thisis mainly dueto
the use of nonlinear activation functions in ANN and the
sufficient complexity (depth and number of neurons) of the
networks[11].

The objectives of this study are to evaluate and compare the
performance of four different machine learning agorithms on
predicting breast cancer among Chinese women and choosethe
best machine learning algorithm to develop a breast cancer
prediction model. We used three novel machine learning
algorithmsinthis study: extreme gradient boosting (X GBoost),
random forest (RF), and deep neural network (DNN), with
traditional LR as a baseline comparison.
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Methods

Dataset and Study Population

In this study, we used a balanced dataset for training and testing
the four machine learning agorithms. The dataset comprises
7127 breast cancer cases and 7127 matched healthy controls.
Breast cancer cases were derived from the Breast Cancer
Information Management System (BCIMS) at the West China
Hospital of Sichuan University. The BCIMS contains 14,938
breast cancer patient records dating back to 1989 and includes
information like patient characteristics, medical history, and
breast cancer diagnosis [12]. West China Hospital of Sichuan
University is agovernment-owned hospital and has the highest
reputation in terms of cancer treatment in Sichuan province;
the cases derived from the BCIM S are representative of breast
cancer casesin Sichuan [12].

Han Chinese women living in Sichuan province who were first
diagnosed with primary breast cancer between 2000 and 2017
wereincluded (12,175 caseswereincluded and 2763 caseswere
excluded). We excluded cases of patients with mental disorder
and aged younger than 30 years or older than 70 years (11,916
cases were included and 259 cases were excluded). For the
remaining cases, those containing missing values (4,771 cases)
or contradictory data (18 cases; eg, age at first birth < age of
menarche) were also excluded. Finaly, a total of 7127 cases
were eligible and included in the study. For each eligible breast
cancer case, a main residence (urban or rural area) matched
healthy control was selected from women who participated in
the Breast Cancer Screening Cohort in Sichuan from 2009 to
2017. The screening project was launched at Chengdu Women's
and Children’s Central Hospital and Shuangliu Maternal and
Child Hedth Hospital with the purpose of providing free
screening for breast cancer, cervical cancer, and reproductive
tract infections to women aged between 30 and 70 years.

A total of 13,607 women living in Chengdu and 15,704 women
living in Shuangliu county were recruited in the cohort,
representing Han Chinese women living in the developed and
less developed regions of Sichuan province, respectively.
Eligibility criteria for controls were Han Chinese, living in
Sichuan province, confirmed to have no breast cancer, and
without mental disorder and other malignant tumors. If awoman
had more than one screening record, the most recent record was
used.

Variable Selection

For the controls, a standard questionnaire was used to collect
demographic and risk factor information, whereasfor the cases,
the corresponding datawere directly extracted fromthe BCIMS.
Independent variablesthat were included in the machinelearning
models were selected based on the following criteria: (1) they
must be potential or known breast cancer risk factors and (2)
they must be collected using the same measurement methods
and have the same definitions in the cases and controls. A total
of 10 variables, including 3 demographic factors, 6 reproductive
history factors, and family history of breast cancer, met the
above criteriaand were selected for classification. Table 1 shows
the details of the 10 independent variables selected along with
the outcome variable.
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Table 1. Descriptions and details of the variables included in the machine learning algorithms.

Variable Types of variable

Description

Main residence Categorical variable®

Menopausal status Categorical variable
Ageinyears Discrete variable

BMI (kg/m?) Continuous variable

Age of menarche Discrete variable

Duration of reproductive life span Discrete variable

Pregnancy history Categorical variable

Number of live births Discrete variable

Ageat first birth Discrete variable

Family history of breast cancer Categorical variable

Case-control status (outcome variable)  Categorica variable

Urban area (0), rural area (1)
Premenopause (0), postmenopause (1)
Age at breast cancer diagnosis or screening

BMI at breast cancer diagnosis or screening

Age at first menstruation

Premenopausal women: current age — age of menarche; postmenopausal
women: menopause age — age of menarche

No (0), yes (1)
Live birthsis defined as births of children who showed any sign of life

Age of women at birth of first child (for women with no live birth, this
value equals 99)

First-degree or second-degree female relatives had breast cancer: no (0),
yes(1)

Control (0), case (1)

8Categorical variables were converted into one-hot encoding before being provided to machine learning algorithms.

Machine L earning Algorithms

In this study, three novel machine learning algorithms
(XGBoogt, RF, and DNN) along with a baseline comparison
(LR) were evaluated and compared.

XGBoost and RF both belongsto ensemblelearning, which can
be used for solving classification and regression problems.
Different from ordinary machine learning approaches where
only one learner is trained using a single learning algorithm,
ensemblelearning consists of many baselearners. The predictive
performance of a single base learner is merely dlightly better
than random guess, but ensemble learning can boost them to
strong learners with high prediction accuracy by combination
[13]. There are two methods to combine base learners: bagging
and boosting. The former is the base of RF while the latter is
the base of XGBoost. In RF, decision trees are used as base
learners and bootstrap aggregating, or bagging, is used to
combine them [14]. XGBoost is based on the gradient boosted
decisiontree (GBDT), which uses decision treesasbase learners
and gradient boosting as combination method. Compared with
GBDT, XGBoost is more efficient and has better prediction
accuracy due to its optimization in tree construction and tree
searching [15].

DNN is an ANN with many hidden layers [16]. A standard
ANN is made up of an input layer, severa hidden layers, and
an output layer, and each layer contains multiple neurons.
Neurons in the input layer receive values from the input data,
neurons in other layers receive weighted values from the
previouslayers and apply nonlinearity to the aggregation of the
values [16]. The learning process is to optimize the weights
using a backpropagation method to minimize the differences
between predicted outcomes and true outcomes. In contrast to
shallowv ANN, DNN can learn more complex nonlinear
relationships and isintrinsically more powerful [17].

http://medinform.jmir.org/2020/6/€17364/

Hyperparameters Tuning, Model Development, and
Algorithm Comparison

A general overview of the model development and algorithm
comparison processisillustrated in Figure 1. Thefirst step was
hyperparameters tuning, with the purpose of choosing the most
optimal configuration of hyperparameters for each machine
learning algorithm. In DNN and XGBoost, we introduced
dropout and regularization techniques, respectively, to avoid
overfitting, whereas in RF, we tried to reduce overfitting by
tuning the hyperparameter min_samples leaf. We conducted a
grid search and 10-fold cross-validation on the whole dataset
for hyperparameterstuning. Theresults of the hyperparameters
tuning along with the optimal configuration of hyperparameters
for each machine learning agorithm is shown in Multimedia
Appendix 1.

Based on the optimal configuration of hyperparameters, the
next step was model development and assessment. In this step,
we used repeated 5-fold cross-validation. Thismethod can avoid
overfitting and increase robustness of the results. In each 5-fold
cross-validation, the dataset was randomly divided into 5 folds
with approximately equal sample size, where 4 folds were
chosen as training set to devel op the machine learning models
while the remaining 1 fold was used as the validation set to
calculate the model performance metrics (including area under
the receiver operating characteristic curve [AUC], sensitivity,
specificity, and accuracy). After 5 iterations, each fold (aswell
as each subject) was used as validation set exactly once. We
repeated the whole 5-fold cross-validation process 10 times,
and in each repetition, the division of the dataset was different.

The final step was agorithm comparison. For each machine
learning a gorithm, we summarized their predictive performance
metrics generated from the second step using means and
standard deviations and conducted pair-wise comparison using
statistical tests. AUC was chosen asthe primary measure of the
predictive performance in our study.
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RF and LR a gorithmswereimplemented in Python 3.6 (Python
Software Foundation) using scikit-learn (version 0.20.0).
XGBoost and DNN algorithms were implemented in Python

3.6 using xgboost (version 0.80) and TensorFlow (version
1.10.0), respectively. Source code is shown in Multimedia
Appendix 2.

Figure 1. Process of model development and algorithm comparison. Step 1: hyperparameters tuning; step 2: model development and assessment; step
3: agorithm comparison. Performance metrics include area under the receiver operating characteristic curve, sensitivity, specificity, and accuracy.
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Step 2

Variable Ranking

To have a deeper understanding of the three novel machine
learning algorithms, we ranked all the variables based on their
impact on AUCs. To do so, we repeated step 1 and 2 illustrated
above, but in each iteration of the repeated 5-fold
cross-validation, we successively permuted the values of the
10 variablesin the testing set and cal cul ated the corresponding
decrease in the AUC (in percentage). Then the results were
summarized and used for ranking each variable in the four
machine learning algorithms. Detailed process isillustrated in
Multimedia Appendix 3.

Statistical Analysis

Characteristics of the cases and controls were described using
medians (IQRs) for continuous or discrete variables and number
(%) for categorical variables. For the comparison of
characteristics between cases and controls, we used a
Mann-Whitney U test for continuous or discrete variables and
Pearson chi-square test for categorical variables, with a
significance level of .05. As for the pair-wise comparison of
the predictive performance of the machinelearning algorithms,
we used the pair-wise corrected resampled t test [18]. To
counteract the issue of multiple comparisons, the significance
level was adjusted to .008 using Bonferroni correction. All

http://medinform.jmir.org/2020/6/€17364/

RenderX

Pairwise comparison of the
predictive perfermance

Step 3

statistical analyseswere conducted using SciPy (version 1.1.0),
pandas (version 0.23.0), and NumPy (version 1.14.3) in Python
3.6.

Results

Asshown in Table 2, atotal of 7127 breast cancer cases along
with 7127 matched healthy controlswereincluded in the dataset.
Among the cases, 61.27% (4367/7127) were premenopausal
women and 38.73% (2760/7127) were postmenopausal women,
while among the controls, 63.80% (4547/7127) were
premenopausal  women and 36.20% (2580/7127) were
postmenopausal women. Except for BMI, menarche age, main
residence, and family history of breast cancer, al other features
were significantly different between the cases and controls.

The predictive performance of the four machine learning
algorithmsis shown in Figure 2 and Table 3, and the results of
the pair-wise corrected resampled t test are shownin Multimedia
Appendix 4. The three novel machine learning algorithms all
achieved significantly higher AUCsthanthelinear LR agorithm
(P<.001). To be more specific, XGBoost had a mean score of
0.742 interms of AUC, followed by DNN (0.728), RF (0.728),
and LR (0.631). XGBoost had significantly higher AUC than
both DNN and RF (P<.001), whereas no statistically significant
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difference was found between the mean AUCs of DNN and RF
(P=.98). Similarly, the mean sensitivity of LR (49.6%) was
significantly lower compared with that of XGBoost (65.6%),
DNN (64.2%), or RF (65.0%; P<.001). However, for XGBoost,
DNN, and RF, their mean sensitivities were not significantly
different from each other.

Asfor specificity, the four machinelearning algorithms achieved
similar results (LR: 66.1%; DNN: 67.9%; XGBoost: 68.6%;
RF: 67.7%) and no dtatistically significant differences were
found between them. Since we used a balanced dataset to train
the models, we have also reported accuracy. Compared with
XGBoost (67.1%), DNN (66.1%), and RF (66.3%), LR had the
lowest accuracy (57.8%). Although XGBoost had the highest
mean accuracy, there was no significant difference between the
mean accuracy of XGBoost and RF (P=.34). The difference

Table 2. Characteristics of case and control participants.

Hou et al

between the mean accuracy of DNN and RF was aso
statistically insignificant (P=.01).

Figure 3 presents the variable rankings according to the mean
decrease in AUCs in different machine learning algorithms.
XGBoogt, RF, and DNN werevery similar in variable rankings,
although some discrepancies did exist. In al the three novel
machine learning algorithms, main residence, number of live
births, menopause status, age, and age at first birth were
considered astop-ranked variables. Sincethe casesand controls
were matched by main residence, linear LR prioritized all other
variables over main residence. Moreover, pregnancy history,
which was not present in top-ranked variablesfor the three novel
machine |learning algorithms, was prioritized over age and age
at first birthin LR.

Variable Control Case P value?
Agein years, median (IQR) 47 (41-53) 47 (42-54) <.001
BMI (kg/m?), median (IQR) 22.83(20.96-24.77) 22.89 (20.94-24.97) 16
Age of menarche, median (IQR) 14 (13-15) 14 (13-15) .23
Duration of reproductive lifespan, median (IQR) 31 (27-34) 32 (27-35) <.001
Number of live births, median (IQR) 1(1-1) 1(1-2) <.001
Ageat first bi rthb, median (IQR) 24 (22-26) 24 (23-26) <.001
Main residence, n (%) >.99
Urban area 3994 (56.04) 3994 (56.04)
Rural area 3133 (43.96) 3133 (43.96)
Pregnancy history, n (%) <.001
No 201 (2.82) 14 (0.20)
Yes 6926 (97.18) 7113 (99.80)
Family history of breast cancer, n (%) A7
No 7010 (98.36) 6988 (98.05)
Yes 117 (1.64) 139 (1.95)
M enopausal status, n (%) <.01
Premenopause 4367 (61.27) 4547 (63.80)
Postmenopause 2760 (38.73) 2580 (36.20)

3P values are derived from Mann-Whitney U test or Pearson chi-square test.
bOnIy women with at least one birth are summarized.

http://medinform.jmir.org/2020/6/€17364/

JMIR Med Inform 2020 | vol. 8 | iss. 6 |€17364 | p.205
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS Hou et a

Figure 2. Mean receiver operating characteristic curves for the four machine learning algorithms.
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Table 3. Performance of the four machine learning algorithms on predicting breast cancer risk.

Algorithm AUC? mean (SD) Sensitivity®, mean (SD) ~ Specificity®, mean (SD)  Accuracy®, mean (SD)
Extreme gradient boosting 0.742 (0.009) 0.656 (0.017) 0.686 (0.012) 0.671 (0.009)
Random forest 0.728 (0.009) 0.650 (0.016) 0.677 (0.015) 0.663 (0.010)
Deep neural network 0.728 (0.010) 0.642 (0.037) 0.679 (0.033) 0.661 (0.010)
Logistic regression 0.631 (0.008) 0.496 (0.020) 0.661 (0.021) 0.578 (0.008)

8AUC: area under the receiver operating characteristic curve.
bSensitivity, specificity, and accuracy were calculated using the default cutoff value (0.5).
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Figure 3. Variable rankings according to the mean area under the receiver operating characteristic curve decrease in percentage in the four machine

learning algorithms.
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Discussion

Principal Findings

In this study, we used four machine learning algorithms to
develop breast cancer prediction models to identify Chinese
women at high risk of breast cancer, based on 10 breast cancer
risk factors. Their predictive performances were evaluated and
compared, and the results indicated that compared with
traditional LR, all three novel machine learning algorithms
achieved better performance and improved the AUC by 0.11 at
most. Among the three novel machine learning agorithms,
XGBoost outperformed RF and DNN, with mean AUC and
accuracy of 0.74 and 67.1%, respectively.

Among the three novel machine learning algorithms used in
this study, X GBoost isthe most up to date. Recently, XGBoost
has dominated many data mining competitions for structured
datasets and gained much attention in the machine learning
field. Some previous studies have shown that XGBoost has
better performance on low-dimensiona data than
high-dimensional data [19,20]. RF, on the other hand, is more
suitable for high-dimensional data due to its implicit feature
selection characteristic [21]. Asfor DNN, it ismore commonly
used for prediction with unstructured data and datawith complex
structure [22]. Therefore, the results of this study were expected,
since the structure of our dataset agrees with the XGBoost
algorithm most.

Meanwhile, XGBoost was also faster than DNN and RF. The
average times of training XGBoost, DNN, and RF using the
current dataset were 0.20 seconds, 21.38 seconds, and 0.61
seconds, respectively (CPU: Intel i7-4790; GPU: GeForce GTX
970). Given the above, XGBoost is no doubt the optimal choice
for developing abreast cancer prediction model using traditional
breast cancer risk factors. Nevertheless, DNN and RF are also
powerful machinelearning algorithms and could be considered
for developing a breast cancer prediction model in other
circumstances. For example, if the dataset contains
high-dimensional genetic data, RF is very likely to be the best
choice. As for DNN, it can be used to predict breast cancer
based on breast ultrasound or mammogram images when
integrated with a convolutional neural network (CNN).

Although the predictive accuracy of the novel machinelearning
algorithms is still imperfect, some remarkable improvements
have been made compared with previous breast cancer risk
prediction models. The Gail model is the most well-known
breast cancer risk assessment tool. It uses six breast cancer risk

http://medinform.jmir.org/2020/6/€17364/
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factorsto estimate awomen'’srisk of developing breast cancer,
including patient demographics, reproductive history, personal
medical history, and family history of breast cancer [23]. Among
these risk factors, four risk factors (age, age of menarche, age
at first birth, and family history of breast cancer) are also present
in this study. A recent meta-analysis of 26 studies reported a
pooled AUC of 0.59 (95% CI 0.57 to 0.61) for the Gail model,
which is significantly lower than the AUCs of XGBoost, RF,
and DNN algorithmsin our study. The authors also conducted
subgroup analyses by geographic region, and theresultsreveaed
that the pooled AUC for the Gail model in Asian women was
even lower (0.55, 95% CI 0.52 to 0.58).

Another famous breast cancer risk prediction model is the
Rosner-Colditz model. This model is more complex than the
Gail model and includes some key risk factors omitted from the
Gail model such astype of menopause, BMI, and duration and
type of postmenopausa hormonetherapy used [24]. A vaidation
study conducted by Rosner et al [25] using the dataset from the
Cdlifornia Teachers Study reveadled that the Rosner-Colditz
model achieved an overall AUC of 0.59, higher than the AUC
of the Gail model when applied in the same dataset. Different
from the machine learning modelsin this study, classical breast
cancer risk prediction models like the Gail and Rosner-Colditz
models put more of an emphasis on estimating the probability
of having breast cancer in a defined age interval instead of
identifying breast cancer cases from noncases. In addition, all
these model s are based on an implicit assumption that each risk
factor has alinear relationship with breast cancer and therefore
largely ignore complex nonlinear relationships between risk
factors and breast cancer and interactions between risk factors.

Many studies have been conducted to eval uate the performance
of machine learning algorithms for breast cancer prediction.
However, the majority of these studies used medical imaging
datato devel op the models, and only few focused on prediction
with breast cancer risk factors. Shieh et a [26] conducted a
nested case-control study in the United Statesto investigate the
predictive performance of combining the Breast Cancer
Surveillance Consortium (BCSC) risk model with an 83-single
nucleotide polymorphism (SNP)—based polygenic risk score
(PRS) inan LR model. They reported that compared with using
the BCSC model aone, the LR model combining BCSC risk
factors and PRS increased the AUC from 0.62 to 0.65. Dite et
al [27] dso evaluated the performance of an LR model that
combined several breast cancer prediction models with a risk
score based on 77 SNPs. They reported that the LR model using
the absolute risk from the Breast and Ovarian Analysis of
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Disease Incidence and Carrier Estimation Algorithm model and
the SNP-based score achieved the best performance (AUC:
0.70). Anothaisintawee et al [28] developed an LR model for
predicting breast cancer risk among Thai women using the
dataset from a cross-sectional study. The variables used in
building the model included age, menopausal status, BMI, and
use of oral contraceptives. The LR model achieved AUCs of
0.65 (95% Cl 0.64 to 0.65) and 0.61 (95% CI 0.51 to 0.71) on
the internal validation and external validation datasets,
respectively. Zheng et a [29] also developed an LR model for
predicting breast cancer. They derived the dataset from a
case-control study in China and used 12 SNPs along with age
at menarche, age at first live birth, waist-to-hip ratio, family
history of breast cancer, and a previous diagnosis of benign
breast disease for model building. The final LR model had an
AUC of 0.63, which the authors believeisinadequate for cancer
diagnosis and screening. Zhao et a [30] conducted the only
study that evaluated the performance of a machine learning
algorithm other than LR. They built an ANN model with one
hidden layer for Chinese women using a cross-sectional dataset.
In the test set, the ANN model achieved an AUC of 0.71 (95%
Cl 0.66 to 0.76). Compared with the previous machinelearning
models, our novel machine learning model achieved higher
AUCs. More importantly, our model only requires 10 breast
cancer risk factors, which can be easily collected in a
cost-effective manner.

One of the major disadvantages of machinelearning algorithms
is that they are hard to interpret, especialy for DNN. In our
study, we tried to investigate the independent effects of each
variable on breast cancer prediction. XGBoost, DNN, and RF
all identified main residence as the most important variable in
the models. This finding indicates significant interactions
between main residence and other risk factors, but we cannot
determine how main residence is interacting with other risk
factors. A possible explanation for the interactions is the
differences in lifestyle and environmental conditions in rural
and urban area. A previous cross-sectional survey conducted in
China aso reported that there were some differences in the
breast cancer risk factors between urban and rural populations
[31]. Other top-ranked variablesin the machinelearning models
are also considered to be important breast cancer risk factorsin
Chinese women [32,33].

It is aso recognized that machine learning agorithms are
vulnerableto overfitting. To addressthisissue, we used repeated
k-fold cross-validation method to evaluate the performance of
the models. Meanwhile, we also tried to reduce overfitting by
choosing appropriate hyperparametersand using regul arization
techniques. Another limitation of using machine learning
algorithms for breast cancer prediction is that absolute risk of
having breast cancer cannot be estimated. However, it is not
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necessarily the case that machine learning models are less useful
than traditional absolute breast cancer prediction models. In
some circumstances (eg, risk-based breast cancer screening),
the primary objective isto identify women with high risk from
thosewith lower risk rather than informing personalized absolute
risk. Therefore, in that case machinelearning modelswith higher
discriminatory accuracy would be more useful.

Strengths and Limitations

To the best of our knowledge, this is the first study applying
the novel machine learning algorithms to breast cancer
prediction. The strengths of our study include using a large
balanced dataset for model training and conducting repeated
k-fold cross-validation for model evaluation. Nevertheless, our
study still has several limitations. First, since an observational
study design was adopted to derive the dataset, the influence of
selection bias cannot be omitted. A better choice would be
deriving the dataset from a large cohort study with sufficient
breast cancer cases. However, considering the incidence of
breast cancer, using such dataset would raise the issue of
imbalanced classes that require statistical techniques to deal
with. Second, dueto the limitations of the dataset, only 10 breast
cancer risk factors were chosen to build the model and some
important risk factors like breastfeeding and history of other
breast diseases were excluded, which may have influenced the
performance of the models. In addition, our machine learning
models were trained on cases and noncases from Sichuan
province in southwest China and therefore may not be useful
for women living in other parts of China. Furthermore, although
we validated our models using the cross-validation method,
external validation using an independent dataset was not
performed in our study.

Currently, we have developed our final breast cancer prediction
model using XGBoost and implemented it in a mobile phone
app. Our next step is to validate this prediction model in a
real-world setting and upgrade the model by including more
risk factors and potentially medical imaging data. After external
validation, we also plan to conduct a large observational study
to evaluate the cost-effectiveness of applying this model in
risk-based breast cancer screening among Chinese women.

Conclusion

Our study has shown that all three novel machine learning
algorithms achieved better discriminatory accuracy on
identifying women at high risk of breast cancer than LR, and
XGBoogt is the best choice for developing a breast cancer
prediction model using breast cancer risk factors. We have
successfully developed and validated a breast cancer prediction
model for Chinese women using XGBoost, but external
validation is needed before implementation.
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Abstract

Background: Surgical site infection (SSI) is one of the most common types of health care-associated infections. It increases
mortality, prolongs hospital length of stay, and raises health care costs. Many institutions devel oped risk assessment models for
SSI to help surgeons preoperatively identify high-risk patients and guide clinical intervention. However, most of these models
had low accuracies.

Objective: We aimed to provide a solution in the form of an Artificial intelligence—based Multimodal Risk Assessment Model
for Surgical siteinfection (AMRAMYS) for inpatients undergoing operations, using routinely collected clinical data. Weinternally
and externally validated the discriminations of the models, which combined various machine learning and natural language
processing techniques, and compared them with the National Nosocomial Infections Surveillance (NNIS) risk index.

Methods: We retrieved inpatient records between January 1, 2014, and June 30, 2019, from the electronic medical record (EMR)
system of Rui Jin Hospital, Luwan Branch, Shanghai, China. We used data from before July 1, 2018, as the devel opment set for
internal validation and the remaining data as the test set for external validation. We included patient demographics, preoperative
lab results, and free-text preoperative notes as our features. We used word-embedding techniques to encode text information, and
we trained the LASSO (least absolute shrinkage and sel ection operator) model, random forest model, gradient boosting decision
tree (GBDT) model, convolutional neural network (CNN) model, and self-attention network model using the combined data.
Surgeons manually scored the NNIS risk index values.

Results: For internal bootstrapping validation, CNN yielded the highest mean area under the receiver operating characteristic
curve (AUROC) of 0.889 (95% CI 0.886-0.892), and the paired-sample t test revealed statistically significant advantages as
compared with other models (P<.001). The self-attention network yielded the second-highest mean AUROC of 0.882 (95% ClI
0.878-0.886), but the AUROC was only numerically higher than the AUROC of thethird-best model, GBDT with text embeddings
(mean AUROC 0.881, 95% CI 0.878-0.884, P=.47). The AUROCs of LASSO, random forest, and GBDT models using text
embeddings were statistically higher than the AUROCSs of models not using text embeddings (P<.001). For external validation,
the self-attention network yielded the highest AUROC of 0.879. CNN was the second-best model (AUROC 0.878), and GBDT
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with text embeddings was the third-best model (AUROC 0.872). The NNIS risk index scored by surgeons had an AUROC of
0.651.

Conclusions: Our AMRAM Shased on EMR dataand deep |earning methods—CNN and sel f-attention network—had significant
advantagesin termsof accuracy compared with other conventional machine learning methods and the NNISrisk index. M oreover,
the semantic embeddings of preoperative notes improved the model performance further. Our models could replace the NNIS
risk index to provide personalized guidance for the preoperative intervention of SSIs. Through this case, we offered an

easy-to-implement solution for building multimodal RAMs for other similar scenarios.

(JMIR Med Inform 2020;8(6):€18186) doi:10.2196/18186

KEYWORDS

surgical siteinfection; machinelearning; deep learning; natural language processing; artificial intelligence; risk assessment model;
routinely collected data; electronic medical record; neural network; word embedding

Introduction

Health care-associated infection (HAI) isaglobal patient safety
problem, with surgical siteinfection (SSI) being one of the most
common typesof HAI [1-4]. Theincidencesof SS| for inpatients
undergoing operations are 2%-5% in the United States [5],
2%-10% in Europe [6-9], and 4%-6% in China[10-13]. SSIs
increase mortality and long-term disabilities, prolong hospital
length of stay (LOS), and raise health care costs [1,5,11]. In
China, SSls prolong hospital LOS by 6-23 days and increase
medical costs by US $2000-$6000 per patient, with the
additional cost for one SSI patient needing to be offset by the
medical revenue from 13 surgical patients[11].

In 2016, the World Health Organization recommended a large
perioperative care bundle of interventions for preventing SSIs,
which includes perioperative oxygen inhalation; maintenance
of normal body temperature; maintenance of adequate glucose
and circulating volume; use of sterile drapes, surgical gowns,
wound-protector devices, and antimicrobial-coated sutures;
provision of incisional wound irrigation; and prophylactic
negative-pressure wound therapy [14]. However, the quality of
evidencefor most of these recommended interventionsremains
low. When we do not know whether these interventions are
effective enough, using several interventions together is
reasonable, and may even have asummation effect, for reducing
therisk of SSI as much as possible. However, the shortcomings
of bundle interventions are also apparent: they will consume
large amounts of medical resources, especialy when we strictly
implement the recommendations of the guideline. Thus,
data-driven guidance for personalized intervention is key to
creating more effective SSI prevention and control programs.

Many ingtitutions have developed risk assessment models
(RAMs) focusing on SSIs to help surgeons preoperatively
identify high-risk patientsand guide clinical interventions. The
most widely used traditional RAM isthe National Nosocomial
Infections Surveillance (NNIS) risk index [15], which is a
scoring system ranging from 0 to 3. An American Society of
Anesthesiologists (ASA) preoperative assessment score higher
than 2; contaminated, dirty, or infected operation; and prolonged
operation duration each account for 1 point in the NNIS risk
index scoring system. The risk of SSI increases from 1.5% to
13.0% as the score goes up. Obviously, the three variables are
easy to calculate, but are not enough to describe the
characteristics of high-risk patients. To remedy these

http://medinform.jmir.org/2020/6/€18186/

deficiencies;, Mu et a included more patient- and
hospital-specific variables and devel oped improved RAMs for
each procedure under the 39 National Healthcare Safety
Network (NHSN) procedure categories using stepwise logistic
regression [16]. They trained these procedure-specific models
using 849,659 patient records, from 2006 to 2008, from the
NHSN database. Each model used 12-15 variables, including
patient demographics, anesthesia, surgery, hospital settings, and
NNIS risk index factors. The overall area under the receiver
operating characteristic curve (AUROC) of the model reached
0.67, higher than the AUROC of the NNISrisk index, whichis
0.60. The biggest problem with their RAM is that 39 different
models need to be deployed together to achieve full
functionality, which is cumbersome for clinical use. In alater
study, Grant et a developed another RAM, using routinely
collected surveillance data from three national networks in
Switzerland, France, and England [17]. They trained alogistic
regression model using 46,320 colorectal surgery records from
2007 to 2017 and compared it with the previous model
developed by Mu et a. In their dataset, the new model, with an
AUROC of 0.65, outperformed the model developed by Mu et
al. Their model was easy to use but was limited to colorectal
surgery only. Meanwhile, in the absence of a high-accuracy
RAM, van Walraven and Musselman developed a logistic
regression model based on 362,431 clinical data points from
the National Surgical Quality Improvement Program [18]. The
AUROC of this model reached 0.80. However, it required the
users to provide large amounts of medical history information,
such as ASA score, NNISrisk index, tumor history, medication
history, and operation history. These variables are not always
well structured in many electronic medical record (EMR)
systems, and without the support of automatic extraction,
completing evaluations based on this model undoubtedly
consumed large amounts of time. Therefore, a gap still exists
between current preoperative RAMsand theideal RAM, which
is generalized, accurate, and easy to use or deploy.

With the widespread use of hospital information systems and
EMR systemsin medical institutions, we can now use massive
clinical datato build RAMs. In addition to structured data, we
can aso use natural language processing and deep learning
technology to parse semantics from unstructured clinical text
data and save time for manual extraction of text information.
Many researchers have developed surveillance models using
data from EMRs to automatically help infection control staff
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efficiently identify SSIs among massive medical records and
have achieved high accuracy [19-22]. However, these models
used not only preoperative information but also surgical,
postoperative, and antibiotic information. Thus, they cannot be
used to guide preoperative intervention.

To fill in the gap, we aimed to provide a solution in the form
of the Artificial intelligence-based Multimodal Risk Assessment
Model for Surgical site infection (AMRAMYS) for inpatients
undergoing operations using routinely collected data from the
EMR system of a general hospital in China. We believed that
structured data, such as patient demographics and preoperative
lab results, and free-text data, such as preoperative notes that
record diagnoses and scheduled surgical information, would
both help to identify high-risk patients. Thus, we planned to
combine various machinelearning, deep learning, and semantic
representation technologies; validate the discriminations of
multimodal implementations internally and externally; and
compare them with the NNIS risk index score. We tested the
following hypotheses: (1) AMRAMS, with various
implementations, would more accurately identify high-risk
patients than the old-fashioned NNIS risk index is capable of
doing, (2) semantic information from preoperative noteswould
improve the model performance, and (3) deep learning
implementations would outperform conventional machine
learning implementations.

Methods

Sour ce of Data

The Rui Jin Hospital, Luwan Branch, &ffiliated with the
Shanghai Jiao Tong University School of Medicine, is a
nonprofit academic medical center based in Huangpu District,
Shanghai, China. The hospital hasatotal of 526 beds, of which
89 are in general surgery, 33 are in gynecology, 27 are in
orthopedics, and 38 are in urology. The surgical staff performs
more than 4000 operations annually. About 300 of these cases
areemergency patients. We retrieved inpatient records that each
had only one operation record during the hospital stay and a
discharge record between January 1, 2014, and June 30, 2019,
from the EMR system of Rui Jin Hospital, Luwan Branch. We
used data from before July 1, 2018, as the devel opment set for
model training, hyperparameter tuning, and internal validation,;
we used the remaining dataasthetest set for external validation.
The data usage of patient records for this study had been
reviewed and approved by the ethics committee of the Rui Jin
Hospital, Luwan Branch.

Participants and Features

We included adult patients only and excluded patients under
the age of 18 years, patients with missing operation information
(ie, timestamp of operation, whether or not theirs was an
emergency operation, and type of anesthesia), and patientswith
missing demographic information (ie, gender and age).

We used both structured and unstructured preoperative clinical
data from the EMR as our modeling features for this study.
Preoperative was defined asthe | ast record before the timestamp
of the operation start time. Structured data included the
following:
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1. Patient demographics: age (years), gender (male or female),
body height (cm), body weight (kg), and type of insurance
(insured or noninsured).

2. Routine blood examination: white blood cell count (number

x 10%L), proportion of neutrophils (%), proportion of
lymphocytes (%), proportion of monocytes (%), proportion
of eosinophils (%), proportion of basophils (%), lymphocyte
count (number x 10%/L), monocyte count (number x 10%L),
eosinophil count (number x 10%L), red blood cell count

(number x 10*%/L), hemoglobin concentration (g/L), mean
corpuscular volume (fL), mean corpuscular hemoglobin
(g/L), mean corpuscular hemoglobin concentration (g/L),

and platelet count (number x 10%/L).

3. Coagulation function examination: prothrombin time (sec),
international normalized ratio, fibrinogen concentration
(g/L), activated partial thromboplastin time (sec), thrombin
time (sec), and d-dimer concentration (mg/L).

4. Liver and kidney function examination: total bilirubin
concentration (pmol/L), direct bilirubin concentration
(umol/L), indirect bilirubin concentration (umol/L), total
bile acid concentration (umol/L), alanine transaminase
concentration  (IU/L), aspartate  aminotransferase
concentration (IU/L), total protein concentration (g/L),
albumin concentration (g/L), urea nitrogen concentration
(mmol/L), creatinine concentration (umol/L), uric acid
concentration (umol/L), and blood glucose concentration
(mmol/L).

5. Plasmic electrolyte examination: potassium concentration
(mmol/L), sodium concentration (mmol/L), calcium
concentration  (mmol/L), phosphorus concentration
(mmol/L), and magnesium concentration (mmol/L).

6. Structured data elements from admission notes: current
smoking status (true or false) and marital history (married,
unmarried, or divorced).

7. Structured data elements from preoperative notes:
emergency operation (true or false) and type of anesthesia
(general anesthesia, total intravenous anesthesia, spinal
anesthesia, epidural anesthesia, nerve block, or local
anesthesia).

8. Preoperative LOS: the number of inpatient days between
admission and operation.

Unstructured data included the free-text portion of the
preoperative notes. Preoperative notes usually contain
descriptions about preoperative diagnosis, operation name,
indication, complications, and preventive measures. Table
MA1-1 in Multimedia Appendix 1 shows two examples of
preoperative notes from the development set.

Outcome

According tothe No. 48 Decreeissued by the Ministry of Health
of the People’s Republic of China in 2006 [23], the infection
prevention and control department of the hospital should be
responsible for the regular surveillance, analysis, and feedback
on the epidemic situation of SSlIs and their related risk factors.
SSlIs includes superficial incisional infection, deep incisional
infection, and organ-space infection. In the Rui Jin Hospital,
Luwan Branch, the staff of theinfection prevention and control
department manually identify SSIs via patient chart reviews
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and collect mandatory data for hospital administrators and
government reporting after patient discharge. In this study, all
the included patient records were reviewed by the infection
prevention and control department. We categorized patient
records with SSI identifications reported by the infection
prevention and control department as positive samples.
Likewise, we categorized patient records without SS|
identifications as negative samples.

Data Preprocessing

In this study, we used routinely collected clinical datafrom the
EMR system. Thus, outliers and missing data were common
and inevitable. For outlier adjustment, wefirst discarded patient
records with invalid age values (eg, age >120 years old). To
detect the outliers, we implemented atwo-stage algorithm based
on the random-effects model adjusted for age and sex proposed
by Welch et a [24] for al continuous features. We used an
absolute standardized residual of more than 5 as a cutoff for
outlier detection and manually reviewed al the outliers
suggested by the model. If the outliers violated medical
knowledge, we tried to correct the values via a chart review. If
no information could be gained from the chart review, we
considered the outliers as missing values. For missing data, we
generated missing-value indicators [25] (ie, binary dummy
features indicating whether the values of the original features
were missing) and conducted mean imputation for continuous
features and mode imputation for binary or categorical features.
To make the results of model validation truly reflect real-world
performance, we performed outlier detection and adjustment
only on the development set. For the convenience of model
training and optimization, we performed one-hot encoding for
all the binary or categorical features and feature normalization
for all features.

Model

Overview

Using the fastText algorithm, we first generated word
embeddings based on a large Chinese corpus for further
text-information encoding [26]. The fastText algorithm is an
unsupervised neural network agorithm that |earns distributional
embeddings of semantic representation based on subword
information for each word from the corpus. We then proposed
both conventional machinelearning methods and deep learning
methods to predict the risk of SSI based on preoperative EMR
data. Because we expected the distribution of the labels to be
extremely imbalanced, we passed a positive sample weight (ie,
the ratio of the number of non-SSIs to the number of SSIs) to
the loss function (ie, cross-entropy) during the model training.
We used the mini-batch gradient descent and backpropagation
technique to update the parameters of the networks and set the
AdamW agorithm as optimizer [27]. Furthermore, we used a
random search method based on five-fold cross-validation and
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early stopping, if necessary,
hyperparameters for each model.

Word Embedding

Our Chinese corpus contained approximately 4.1 GB of data
from the Chinese Wikipedia, downloaded from the linguatools
website [28], and approximately 96.9 MB of data from
A-hospital, a Chinese medical Wikipedia website [29]. After
we removed punctuations and numbers from the corpus, we
used Jieba, version 0.41 [30], a Chinese text-segmentation tool,
with a medical dictionary to segment the corpus into word
sequences. Using the skipgram model of the fastText algorithm
[31], wethen trained 128-dimensional word embeddings using
the preprocessed word sequences. We set the minimum size of
the subwords as two and the maximum size as five. We |eft the
other parameters at their default values.

to find the optimized

Conventional Machine Learning Method

The conventional machine learning methods analyzed in this
study included LASSO (least absolute shrinkage and selection
operator) logistic regression with L1 penalty, random forest,
and gradient boosting decision tree (GBDT), implemented by
the XGBoost framework [32]. Because these models can be
trained only by using tabular data, we first encoded the texts of
the preoperative notesinto the text embeddings. We segmented
each text into a word sequence using Jieba and transformed it
into a sequence of word embeddings, which is represented as
follows:

T = [ty totg,.nty] (1)

Here, t; isa128-dimensional word-embedding vector of thei-th
word inasequence of length n, and T isan n-by-128 embedding
matrix. We then pooled the embedding matrix into a
128-dimensional vector using the max-pooling method, which
took the maximum value among the n words for each feature
of the word embeddings. We concatenated the pooled vectors
with the structured feature vectors and fed them into the four
models for training.

Deep Learning Methods

The deep learning methods analyzed in this study included a
convolutional neural network (CNN) and a self-attention
network. In this study, we used CNN and self-attention
structures to encode text information on an end-to-end basis.
Figure 1 shows the architecture of both models. Before being
fed into the models, text data were transformed into n-by-128
embedding matrix T. Here, n was the padding length decided
by the upper boundary of the 1.5-IQR rule based on the
distribution of word sequence lengths in the development set.
If the actual length of the sequence was less than n, we added
zero-padding to the left side of the sequence. If the actual length
was more than n, we tailored the left side of the sequence to
suit the padding length.
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Figure 1. Deep learning network architecture diagrams. Bi-LSTM: bidirect
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ional long short-term memory; GELU: Gaussian Error Linear Unit.
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For the CNN, wereferred to the structure proposed by Kim [33]
and applied convolutional kernel operation on the embedding
matrix T, which is represented as follows:

ci = GELU(W, - ti.14n1 + D) (2)

Here, cji isthe output value of the j-th convolutional channel of
filter window i, t;.,1 iS the word-embedding sequence from
thei-th word to the (i + h—1)-th word, h isthe size of the filter
window, vviC is the weight vector for each word embedding in
the filter window of the j-th channel, b is the bias item, and
GELU (Gaussian Error Linear Unit) [34] isthe active function;
the original paper used ReLU (Rectified Linear Unit). Thefilter
window dlidesfrom thefirst word to thelast one. Let mrepresent
the number of channels for the convolutional kernel, and let n
represent the length of thetext; then we have an (n—h + 1)-by-m

convolutional feature matrix:
C=1[¢1,65,C3--,Crea] (B)

We used filter windows of three, four, and five; generated three
convolutional feature matrices; applied max-pooling operation
on these matrices; and concatenated the three pooled vectors
and the structured feature vector together. The entire vector was
then passed into a fully connected dense layer using GELU as
an active function and, finally, a sigmoid output layer.
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For the self-attention network, we referred to the structure
proposed by Lin et a [35]. The embedding matrix T was first
passed into abidirectional long short-term memory (Bi-LSTM)
layer. Let m represent the number of the hidden units for both
forward and backward long short-term memory (LSTM), and
let n represent the length of the word sequence. We obtained
an n-by-2m hidden state feature matrix:

H = [hy,hy,hg,....0.] (4)

Wethen generated an attention matrix based on the hidden state
feature matrix. According to the original paper, this processwas
similar to passing the hidden state feature matrix into two
bias-free, fully connected layers using tanh as the first active
function and softmax as the second function:

A = softmax(W; - tanh(W, - H") (5)

Here, W, is a d;-by-2m weight matrix, where d; is the hidden
unit number of thefirst layer and W, isad,-by-d; weight matrix,
where d, is the hidden unit number of the second layer. We
obtained a d;-by-2m text-embedding matrix by using the
following:

M=A-H (6)

We flattened the embedding matrix into ad; x 2m-dimensional

vector, concatenated it with the structured feature vector, and
passed the entire vector into the dense layer.
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Evaluation

We evaluated the discrimination capacities of the conventional
models, with or without text embeddings, and of the deep
learning models. We assessed internal validity using a
bootstrapping procedure of 100 iterations based on the
development set. In each iteration, we trained the model using
the sample data (ie, sampling with replacement) and tested the
AUROC on the out-of-bag data; the data were not sampled in
the iteration. We calculated the average AUROC and 95% Cl
for each model and performed paired-samplet teststo compare
the performance among the models.

To obtain arealistic estimation of the model performance, we
assessed external validity on the holdout test set. We trained
the models using the entire development set, tested the fulll
training performances on the test set, and compared them with
the performance of the NNIS risk index scored by surgeons
before an operation. Furthermore, we calculated the sensitivity
and specificity based on thetest result and decided on the cutoff
point using Youden's index method [36].

We used scikit-learn, version 0.22.1, via Python, version 3.7.4
(Python Software Foundation), to build the LASSO model and
random forest moddl; we used XGBoogt, version 0.9, viaPython
to build the GBDT model; and we used PyTorch, version 1.4.0,
via Python to build the CNN and self-attention network. We
performed all the statistical analysesusing R, version 3.6.1 (The
R Foundation), and considered a two-sided P value of <.05 as
statistically significant.

Results

Patient Characteristics

We included a total of 21,611 inpatient records from January
1, 2014, to June 30, 2019. Of these records, 13,293 (61.51%)
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were from femal e patients and 8318 (38.49%) were from male
patients with a median age of 54.3 years (IQR 44-65); 8375
(38.75%) were from the department of general surgery; 5903
(27.31%) were from the department of urology; 4649 (21.51%)
were from the department of gynecology; and 2684 (12.42%)
were from the department of orthopedics. According to the
distributions of the International Classification of Diseases,
Tenth Revision (ICD-10) code of operation and diagnosis that
were retrieved after patient discharge, the patients received
surgical treatment mainly for genitourinary system diseases,
neoplasms, and digestive system diseases; the main types of
operations were urinary system surgery, digestive system
surgery, female reproductive system surgery, and endocrine
system surgery. Overall, the incidence of SSIs in our dataset
was 1.13% (244/21,611). The assigned sample size of the
development set was 17,597 and that of the test set was 4014.
The missing-data rates of the included variables ranged from
0% to 70.9% in the development set and from 0% to 72.8% in
the test set. The variables with missing-data rates of more than
20% camefrom liver and kidney function examination, plasmic
electrolyte examination, and d-dimer measurement. A dlight
difference was observed in the missing-datarate of each variable
between the devel opment set and the test set. Among them, the
variables with the largest differences in the missing-data rates
came from the electrolyte examinations (ie, calcium,
phosphorous, and magnesium), with therate differencesreaching
8.0%. Figure 2 shows the selection process for the patient
recordsand Table MA1-2 in Multimedia Appendix 1 showsthe
patient characteristics. We released a portion of the raw datain
Multimedia Appendix 2, and the data dictionary of the raw data
is located in the Data Description section of Multimedia
Appendix 1.
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Figure 2. Flowchart of the selection process for patient records. Gray boxes show records that were excluded due to patients not meeting inclusion
criteria and records containing outliers or missing data. SSI: surgical site infection.
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Hyperparameters and Training

We selected the optimal hyperparameters for each model based
on the results of five-fold cross-validation. For LASSO, we
used an L1 penalty of 0.01 when using text embeddings and
0.003 when not using text embeddings. For random forest with
text embeddings, we used 300 trees, a maximum depth of 18,
and maximum features of 0.6. For random forest without text
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embeddings, we used 1000 trees, a maximum tree depth of 4,
and maximum features of 0.6. For GBDT with text embeddings,
we used a learning rate (n) of 0.01, a maximum tree depth of
24, a subsample of 0.6, a column sample of 0.65, a gamma of
0.3, and 61 iterations. For GBDT without text embeddings, we
used alearning rate (n) of 0.003, a maximum tree depth of 4,
a subsample of 0.65, a column sample of 0.8, a gamma of O,
and 132 iterations. For the CNN, we used alearning rate (n) of
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0.0001; an L2 penalty of 3; a word-embedding layer dropout
rate of O; CNN filter windows of three, four, and five with 256
feature maps (ie, channels) each; adropout rate of 0.35; afully
connected layer with 128 feature maps; a dropout rate of 0.5;
and 18 epochs. For the self-attention network, we used alearning
rate (n) of 0.0001, an L2 penalty of 0.03, a word-embedding
layer dropout rate of 0.5, aBi-L STM with 256 feature maps (ie,
hidden nodes) each, adropout rate of 0.45, an attention network
with 256 feature maps (ie, hidden nodes) on the first layer and
64 for the second layer, afully connected layer with 128 feature
maps, a dropout rate of 0, and 19 epochs. We set the padding
length for deep learning to 244. Hyperparameters not mentioned
in this section were left at their default values.

M odel Perfor mances

Table 1 lists the performances of the models in terms of both
internal and external validation, and Figure 3 showsthereceiver
operating characteristic (ROC) curves of the top five models
based on full training and NNIS risk index. For internal
validation, CNN vyielded the highest mean AUROC of 0.889
(95% Cl 0.886-0.892), and the paired-sample t test (see

Table 1. Model performances.

Chenet a

Multimedia Appendix 1, Table MA1-3) revealed statistically
significant advantages (P<.001) compared with the other models.
The self-attention network yielded the second-highest mean
AUROC of 0.882 (95% CI 0.878-0.886). However, the AUROC
of the self-attention network was only numerically higher than
the AUROC of the third-best model—GBDT with text
embeddings (mean AUROC 0.881, 95% Cl 0.878-0.884)—and
did not exhibit statistical significance (P=.47). The AUROCs
of the machine learning models using text embeddings were
statistically higher than the AUROCS of the models not using
text embeddings (P<.001). For external validation, the
self-attention network yielded the highest AUROC of 0.879.
CNN was the second-best model (AUROC 0.878), and GBDT
with text embeddings wasthe third-best model (AUROC 0.872).
The NNIS risk index scored by surgeons had an AUROC of
0.651, which wasremarkably lower than that of any other model
in our study. Based on the external validation, we could still
observe atrend with the text embeddings improving the model
performances in the externa validation. All the models had
lower AUROC scores in internal validation than in external
validation (ie, mean AUROC).

Model and text embedding

Area under the receiver operating characteristic

Sensitivity? Specificity?

curve (AUROC) (full training)  (full training)
Bootstrapping, mean (95% CI)  Full training
L east absolute shrinkage and selection operator (L ASSO)
With text embedding 0.870 (0.867-0.874) 0.856 0.744 0.844
Without text embedding 0.856 (0.852-0.860) 0.816 0.674 0.842
Random forest
With text embedding 0.877 (0.873-0.880) 0.867 0.884 0.813
Without text embedding 0.846 (0.842-0.850) 0.772 0.558 0.871
Gradient boosting decision tree (GBDT)
With text embedding 0.881 (0.878-0.884) 0.872 0.791 0.902
Without text embedding 0.838 (0.834-0.843) 0.782 0.605 0.858
Convolutional neural network (CNN) 0.889 (0.886-0.892) 0.878 0.837 0.869
Self-attention 0.882 (0.878-0.886) 0.879 0.814 0.888
National Nosocomial Infections Surveillance (NNIS) risk  nyab 0.651 0.372 0.930

index

#The optimal cutoff point was identified using Youden's index method.
BNI/A: not applicable.
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Figure 3. The receiver operating characteristic (ROC) curves of the top five models based on full training and National Nosocomial Infections
Surveillance (NNIS) risk index. AUROC: area under the receiver operating characteristic curve; CNN: convolutional neural network; GBDT: gradient
boosting decision tree; LASSO: least absolute shrinkage and selection operator.
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Feature Analysis
Both deep learning models—CNN and self-attention

network—performed better than other modelsin our validations.
However, the deep learning models were black boxes and hard
to explain. To further explore the correlations between the
selected features and the occurrence of SSIs, we conducted a
population-level feature analysisfor the structured features and
a caselevel andysis for the text embeddings. The
population-level analysisexplored the correlations by comparing
the normalized coefficient for each feature from LA SSO without
text embeddings; the coefficients were based on the data after
normalization. For case-level analysis, we referenced the idea
from local interpretable model-agnostic explanations [37]. For
each case, we fixed the structured features and generated new
word sequences by randomly removing words from the raw
seguence and dummy binary vectorsthat indicated whether the
word in a certain position was removed or not. We generated
10,000 new sequences for each case, combined them with the
structured features, passed them to the deep learning models,

http://medinform.jmir.org/2020/6/€18186/

and obtained prediction scores. We then fitted a LASSO
regression model—with an L1 penalty of 0.01—that uses
dummy binary vectors as features and prediction scores as
targets. The coefficients of the LASSO regression model
indicated the rel ative contributions of the wordsto the prediction
scoresin acase.

Figure 4 shows the features with nonzero coefficients and their
coefficientsfor the popul ation-level analysis. We could observe
that preoperative LOS, marital history, anesthesiatype, gender,
age, results of routine blood examination, coagulation function
examination, and many missing-valueindicators had remarkable
impacts on the model. Among them, patients with prolonged
preoperative LOS, patients with missing AST results, married
patients, older patients, and patients with missing body weight
information had higher risks of SSI. Patients with higher
hemoglobin, femal e patients, patients with missing magnesium
results, patients that had received total intravenous anesthesia,
and patients with missing marital histories had lower risks of
SSl.
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Figure 4. The normalized coefficients of the features in the LASSO (least absolute shrinkage and selection operator) model without text embeddings.
ALB: abumin; APTT: activated partial thromboplastin time; AST: aspartate aminotransferase; CA: calcium; DBIL: direct bilirubin; EA: epidural
anesthesia; GLU: blood glucose; HGB: hemoglobin; INR: international normalized ratio; K: potassium; LOS: length of stay; LY MPH: lymphocyte;
MCH: mean corpuscular hemoglobin; MCV: mean corpuscular volume; MG: magnesium; MONO: monocyte; NA: sodium; PP: phosphorus; SA: spina
anesthesia; TBIL: total bilirubin; TIVA: total intravenous anesthesia; TP: total protein; TT: thrombin time; UA: uric acid.
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Figure 5 shows the heatmaps of the word contributions to the
CNN and attention prediction scoresfor three preoperative note
cases (see Table MA1-1 in Multimedia Appendix 1 for the
full-text tranglation), with green being a negative coefficient
(ie, protective factor) and red being a positive coefficient (ie,
risk factor). The deeper the color, the higher the absolute value.
Among the three cases, we could observe that terms like “ EBJk
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BR (thyroid),” “= % (uterine neck),” “Mif4 (accessory),” “#f
& (centrum)” “RERT$%E (laparoscope),” and “REEEZER
(gallstone)” were associated with lower risk of SSI, and terms
like “ ERYKBR %= (thyroid cancer),” “5&% (malignant),” “£5#%
(tuberculosis),” “ &4 BhJER (malignant tumor),” “ £584 (colon),”
and “##%&R% (transverse colon)” were associated with higher
risk of SSI.
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Figure 5. The heatmaps of the word contributions on three preoperative note cases. CNN: convolutional neural network.
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Case # 3 (self-attention network)

Discussion

Principal Findings

In this study, we found that SSI RAMSs based on clinical data
from an EMR system and modern machine learning techniques
could identify high-risk patients more accurately than the
old-fashioned NNIS risk index is capable of doing. Notably,
the vectorial embedding of preoperative notes, whether
generated using a simple max-pooling method or using a deep
learning method, improved the performance of the model further
without any handcrafted feature engineering. The multimodal
deep learning models that produced end-to-end feature
representations automatically through convolutional kernels,
LSTM, or attention mechanisms outperformed the traditional
machine learning models, such as LASSO, random forest, or
GBDT. Thus, our AMRAMS using a CNN or a self-attention
network could replace the NNIS risk index in providing
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personalized guidance for the preoperative intervention of SSI.
At the same time, our study provided an easy-to-implement
solution to building a multimodal RAM for similar scenarios
based on both structured and Chinese text data. Because we
used routinely collected preoperative data only, such as the
results of routine blood tests and clinical notes, additional
manual data collection and clinician evaluation was no longer
necessary for achieving high accuracy.

Many factors could explain the advantages of the deep learning
AMRAMS. First, we used more objective quantitative features
of the patients. The NNIS risk index contained only three
elements, of which the ASA score was a subjective feature
provided by anesthesiologists. The model developed by Mu's
team, on the other hand, utilized 12-15 features and included
the ASA score [16]. The model developed by Grant's team
utilized seven features and also included the ASA score [17].
Themodel developed by van Walraven and M usselman utilized
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53 features and included not only subjective features, such as
the ASA score, the NNIS risk index score, and dyspnea
evaluation, but also 33 manually extracted variables from the
medical history of the patient [18]. Meanwhile, our model
included 47 objective features, among which age, gender, body
weight, anesthesia type, emergency operation, preoperative
hemoglobin, glucose, and L OS have proven to be related to the
occurrencesof SSI [12,38,39]. All thesefeatureswere theresults
of routine preoperative blood tests and were automatically
extracted from the EMR system using SQL (Structured Query
Language) query script.

Second, we used sufficient information about the operative
procedures and risk prevention from the preoperative notes via
the fastText embeddings and the network structures. Many
studies on English text classification have demonstrated that
machine learning using fastText embeddings had better
performance than those of the algorithms using bag-of-words,
n-grams, TF-1DF (term frequency—i nverse document frequency),
or word2vec embeddings[26,40]. The semantics of many words,
especialy in the Chinese language, depend on the subwords or
characters they contain. The fastText algorithm generated the
semantic embeddings based on theinternal structures of words,
which best suit the characteristics of natural language. Moreover,
our deep learning models enabled end-to-end learning: both
fastText embeddings and hidden nodes of the network could be
further fine-tuned simultaneously according to the specified
targets during the learning process. To encode text-level
semantics, we tried both convolutional kernel and attention
mechanisms. These network structures could automatically
represent n-grams and long-term dependency information, which
helped the deep learning models gain better performance than
those of conventional machine learning models (ie, logistic
regression, naive-Bayes, and support-vector machine) trained
using the top of max-pooling embeddings [33,35]. Because of
the complexity of the deep learning models, we were not able
to precisely identify the decision mechanisms of the text
semantics. However, according to the heatmaps of case-level
word contribution, the potentially essential keywords helped
identify SSIsin the form of distributed representation without
any other handcrafted feature engineering or manual feature
extraction. Potentially essential keywords included those
suggesting endoscopic surgery, such as “laparoscope,” and
“gallstone”; those suggesting clean surgery, such as “thyroid”
and“ centrum” ; those suggesting col on surgery, such as*colon”
and “transverse colon”; and those suggesting complex operation
and prolonged operation time, such as “malignant,”
“tuberculosis,” and “malignant tumor.”

Third, wetried many a gorithmic techniquesto avoid overfitting.
For example, we used the L2 penalty, dropout, and
early-stopping techniques. These techniques ensured the
generalization ability of the model on different patient data to
acertain extent.

Although we verified the effectiveness of the deep learning
AMRAM  Sthrough both internal and external verification, many
limitations still exist. Thefirst limitation came from thetraining
labels. The follow-up period of SSI by the infection prevention
and control department was limited only to the hospitalization,
which meant some of the SSIs that occurred after discharge
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might have been ignored. Although surgeons would conduct a
careful examination of theincision before patient discharge, the
occurrence of SSIs outside secondary care could not be
completely eliminated. This bias would cause our model to
underestimate the risk of patients devel oping SSis.

The second limitation came from the patient population. Our
dataset came from one medical site, and the time span of data
collection was about 5 years, in which changes in patient
population distribution, surgical procedures, and SSI prevention
education and measures were inevitable. In our study, the
internal validation results of the models were not completely
consistent with the external verification results, which implied
this point. If our model was to be applied to clinical practice,
regular validation and update would be necessary.

Thethird limitation came from the missing val ues. We observed
that many variables in our dataset had high missing rates, and
many missing-valueindicators contributed greatly to the model.
In generd, the missing datain the EMR system were not missing
at random and were caused mainly by two reasons: inability to
perform the measurement or alack of indication to perform the
measurement. For example, missing body weight information
might indicate that the patient was unable to stand upright (eg,
paralyzed) in order to measure the weight, whereas missing
blood tests and liver function tests might suggest that the patient
was healthy and young. In our study, we were not able to
evaluate the potential influence of the missing data, because
speculating the reason behind each missing value was complex
and trivial. From a perspective of research, we could try to
model the probability of missingness using other observed
variables and conduct sensitivity analyses, which stimulate
various missing patterns based on the predicted probability
distributions, to evaluate the influences of missing data in our
future studies. However, the ideal solutions to missing-data
problemsare still improving dataquality and integrity in EMRs
or developing less-biased imputation methods based on the
patterns of the missing values in the patient records, the
conditions of the patients, and the behaviors of the physicians.

Thefourth limitation came from the models. We did not observe
the attention mechanisms on the top of Bi-LSTM providing a
great benefit over the convolutional kernels as claimed by Lin
et a in their paper [35], probably because of the limited sizes
of the training samples relative to the model parameters. Thus,
we considered both self-attention and CNN asthe best solutions
in our current task. Because of the limitations of computing
resources (ie, GPU [graphics processing unit] instances), we
did not apply other state-of-the-art language models, such as
BERT (bidirectional encoder representationsfrom transformers)
and its derivatives [41,42], to encode text information.

Thefifth limitation came from thefeature analysis. In this study,
we only explored the correl ations between the sel ected features
and the occurrences of SSIs via the LASSO models, with
detailed epidemic investigations and causal inferencesremaining
beyond the scope of this study. Moreover, because the LASSO
model sweretrained using incomplete dataand were not adjusted
for potential confounders, the statistical inferences would be
biased and the results would be hard to explain.
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Future studieswill focuson four points. First, wewill try various
new language models with deep transformers; encode various
text information types, such as admission records, progress
notes, and surgical records, and evaluate the models
performance. Second, we will confirm the effectiveness of our
AMRAM S among multiple medical sites. Third, wewill embed
the AMRAMS into the EMR system and evaluate whether it
can ultimately help reduce the occurrence of SSIsand optimize
medical decision making. Fourth, our multimodal RAM solution
could be validated for many other similar scenarios, such as
syndromic or notifiable disease surveillance, adverse event
monitoring, or ICD-10 coding support, in which both structured
and free-text featureswould contribute to the judgement of final
outcomes.

Chenet a

Conclusions

Our artificial intelligence—based multimodal risk assessment
modelsfor SSI based on EMR data and deep |earning methods
had significant advantagesin terms of accuracy, compared with
other conventional machine learning methods and the NNIS
risk index. The semantic embeddings of clinical notes, whether
generated using asimple max-pooling method or adeep learning
method, improved the model performance further without any
handcrafted feature engineering. Our models could replace the
NNIS risk index to provide personalized guidance for the
preoperative intervention of SSI. Through this case, we offered
an easy-to-implement solution for building multimodal RAMs
for similar scenarios, based on both structured and free-text
data. Future studies should vaidate the generalization,
reproducibility, and clinical impact in other medical settings.
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Abstract

Background: Early diabetes screening can effectively reduce the burden of disease. However, natural population—based screening
projects require alarge number of resources. With the emergence and development of machine learning, researchers have started
to pursue more flexible and efficient methods to screen or predict type 2 diabetes.

Objective: Theam of this study was to build prediction models based on the ensemble learning method for diabetes screening
to further improve the health status of the population in a noninvasive and inexpensive manner.

Methods: The dataset for building and evaluating the diabetes prediction model was extracted from the National Health and
Nutrition Examination Survey from 2011-2016. After data cleaning and feature selection, the dataset was split into atraining set
(80%, 2011-2014), test set (20%, 2011-2014) and validation set (2015-2016). Three simple machine learning methods (linear
discriminant analysis, support vector machine, and random forest) and easy ensemble methods were used to build diabetes
prediction models. The performance of the models was evaluated through 5-fold cross-validation and external validation. The
Delong test (2-sided) was used to test the performance differences between the models.

Results:  We selected 8057 observations and 12 attributes from the database. In the 5-fold cross-validation, the three simple
methods yielded highly predictive performance models with areas under the curve (AUCs) over 0.800, wherein the ensemble
methods significantly outperformed the simple methods. When we evaluated the models in the test set and validation set, the
same trends were observed. The ensemble model of linear discriminant analysis yielded the best performance, with an AUC of
0.849, an accuracy of 0.730, a sensitivity of 0.819, and a specificity of 0.709 in the validation set.

Conclusions: Thisstudy indicatesthat efficient screening using machine learning methods with noninvasive tests can be applied
to alarge population and achieve the objective of secondary prevention.

(JMIR Med Inform 2020;8(6):€15431) doi:10.2196/15431
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Introduction

Diabetes is a heterogeneous metabolic disorder that is
characterized by the presence of hyperglycemia due to
impairment of insulin secretion, defectiveinsulin action, or both
[1]. The high blood glucose level caused by diabetes not only
affectsthe heart, eyes, kidneys, and nervesbut also is associated
with increased rates of cancer, physical and cognitive disabilities
[2-4], tuberculosis [5,6], and depression [7]; these conditions
are associated with high health care costs [8,9]. For patients
with type 2 diabetes, therisks of death and cardiovascular events
are 2-4 times greater than in the general population [10]. Due
to the aging population, lifestyle changes, and interrel ated rapid
unplanned urbanization, the prevalence of diabetesis quickly
increasing worldwide[11]. According to the latest International
Diabetes Federation Diabetes Atlas, there were approximately
420 million people aged 20-79 years with diabetes worldwide
in 2017, and this number is expected to rise to 629 million in
2045. Furthermore, approximately 50% of diabetes patientsare
undiagnosed [12]. Patients with type 2 diabeteswho are within
target ranges for 5 risk factor variables, namely glycated
hemoglobin levels, systolic and diastolic blood pressure,
albuminuria, smoking, and low-density lipoprotein cholesterol
levels, appear to have little or no excess risk of death,
myocardial infarction, or stroke compared with the general
population [13]. Therefore, devel oping an appropriate method
to screen people without clinical symptoms is necessary and
practical; such a screening method could reduce health care
costs and patient mortality and improve patients’ quality of life
through earlier clinic-based management.

Generally, traditional screening projects are based on studies
in epidemiology, such as the ADDITION trial study [14] and
the Ely study [15]. These screening studies cost hundreds of
thousands of dollars and require the collaboration of many
people. With the emergence and development of machine
learning, researchers have started to pursue more flexible and
efficient methods to screen or predict type 2 diabetes. Han et al
[16] trained a type 2 diabetes diagnosis model with features
mainly consisting of blood tests such as hemoglobin A1, and
total cholesterol, yielding a precision of 0.942 and a recall of
0.939. Maniruzzaman et al [17,18] trained a type 2 diabetes
prediction model using Pima Indian data with plasma glucose
features; they obtained an accuracy of 81.97% and an areaunder
the curve (AUC) of 0.93. A machinelearning—based framework
was also devel oped to identify patients with type 2 diabetesin
the clinic with electronic health records, showing an AUC of
0.98 with more than 110 clinical features [19]. Zou et a [20]
used principal component analysis and minimum redundancy
maximum relevance to reduce the dimensionality and achieve
the best accuracy in their model (0.81) in addition to using
fasting blood sugar as the main feature. Many of the
abovementioned studies achieved high prediction performance
with blood tests; however, none of them used only noninvasive
attributesto predict type 2 diabetes. Chung et al [21] devel oped
a model to screen prediabetes using support vector machines
with only noninvasive features, such as age, sex, and family
history of diabetes, and they obtained an AUC of 0.76 in the
external test data; however, further exploration and optimization
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are needed to improve type 2 diabetes screening models that
only use noninvasive features.

To better screen potential patients with type 2 diabetes, further
delay disease progression, control relative complications, and
improve human health, in this paper, type 2 diabetes screening
machinelearning modelsand conforming easy ensemble models
were built that require only an individual noninvasive test,
combined with data from body measurements and
guestionnaires, to predict type 2 diabetes based on the National
Health and Nutrition Examination Survey (NHANES) database,
thusavoiding blood testsand clinic visits. Inexpensive screening
of people who have type 2 diabetes without obvious symptoms
may lead to secondary prevention.

Methods

Analysis

The datawere analyzed with R version 3.3.1 for Linux with the
R packages dplyr, caret (Classification And REgression
Training) [22], randomForest [23], pROC [24], 1071 [25],
gplots, unbalanced [26], epiDisplay, and MASS. The Delong
test for 2 correlated receiver operating characteristic (ROC)
curves was used to determine the effects of the easy ensemble
methods; a P value <0.05 was considered significant (2-sided).
The work protocol consisted of 5 steps: data cleaning, sample
selection, chosen features, model training, and validation.

Data

The data were obtained from the NHANES database. The
detailed steps of data cleaning and feature selection are shown
inFigure 1. First, before all the NHANES data were processed,
the database contained 25,054 samplesfrom 2011 to 2016 with
985 features. Second, data samples with missing observations
for baseline variables, such as blood glucose, age, sex, height,
and weight, were removed. Third, 3 new variables were
computed, namely diabetes (whether a person has diabetes:
1=yes, 0=no0), hypertension (whether a person has hypertension:
1=yes, 0=no) and relative leg length. The case group was defined
as having fasting blood glucose levels>7.0 millimoles per liter,
and the fasting blood glucose levels in the control group were
<6.1 mmol/L [1]. Hypertension was defined according to the
American Heart Association criteria as systolic blood pressure
>130 millimeters of mercury or diastolic blood pressure >80
mm Hg obtained on more than 2 occasions [27]. The relative
leg length was the ratio of the upper leg length to the height
multiplied by 100 [28]. Fourth and fifth, we set the inclusion
and exclusion criteriato control for bias. Theinclusion criteria
were as follows: patients aged 18-80 years from the case and
control groups. Thefollowing exclusion criteriawere employed:
patients with cancer, due to the positive association between
hyperglycemia and cancer [29], and patients with liver
conditions, because liver conditions can also influence blood
glucose levels [30]. These individuals were excluded because
they are traditionally asymptomatic and their blood glucose
levels are not representative of the study population. After the
dataprocessing steps (1-5), 10,710 observations and 988 features
without type 2 diabetes were |eft for analysis.
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Figure 1. The data cleaning and feature selection process. Note that the feature selection process was run only in the NHANES 2011-2014 dataset. n:
number of cases. p: number of features.

NHANES 2011-
2016 (n=25.054
p=985)
1. Glucose
- {2 Age
Remove the baseline R
mssing { 4 Blood pressure
observations {5 Weight
(n=15,900 p=083) 6. Height
¢ | 7. Waistline
; i 8 Sagittal abdominal diameter
1. Diabetes i Compute new .
2. Hypertension i | variables (n=15,900
3. Relative leg length | p=088)
1. Age 18-80 years | o
i ! Inclusion criteria
2. Case and control L | (n=12.640 p=988)
groups !
Exclusion criteria 1. Have cancer or malignancy
(n=10,710 p=088) i 2. Have a liver condition
Remove the laboratory variables
(n=10,710 p=T756)
Afer ftest for | Cﬂjlde fe_ature | After chi-square for
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'
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missing values >10%
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!

Remove the missing
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(n=8057 p=204)

v

Binary logistic regression for
selecting features
(n=8057 p=12)

continuous vabiables | i categorical variables

feature selection with P<.05; this resulted in 270 remaining
features. Third, the variables whose missing val ueswere greater
The selection of features is one of the most critical stepsin  than 10% were removed, leaving 204 features. Fourth, the
model building. Thus, additional feature selection steps were missing and biased values (including answers in the
taken. First, because only noninvasive features were used, the  questionnaire such as*“refused” and “don’t know”) were deleted,
laboratory variables were deleted, and 756 features were left.  |eaving 8057 samples. Finally, forward conditional logistic
Secondly, we used the t test to select continuous variablesand  regression was employed to further filter the features that were
the chi-square test to select the categorical variables for crude  selected in the former steps with P<.05 only in the NHANES

Feature Selection
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2011-2014 dataset. After the feature selection process, 12
features remained. We separated the final dataset into three
parts: thetraining set (80%, 2011-2014) with 3582 negative and
664 positive observations, the test set (20%, 2011-2014) with
895 negative and 165 positive observations, and the external
validation set (2015-2016) with 2244 negative and 507 positive
observations, the whole 2011-2014 data set was randomly
divided into the training set and test set using the
createDataPartition function in the caret package [22].

Machine L earning and the Easy Ensemble M ethod

In this study, binary logistic regression was used to select the
risk factors for diabetes, and the linear discriminant analysis,
random forest, and support vector machine methods as well as
their ensemble methods were devel oped to classify the caseand
control groups according to the selected features. The linear
discriminant analysis structure was based on the Ida function
of the R package MASS, the support vector machine structure
was based on the svm function of the R package 1071, and the
random forest structure was based on the rf function of the R
package randomForest. The parameter adjustments of the
support vector machine and random forest were applied with
the R package caret. We used 80% of the 2011-2014 NHANES
data for model training under 100 repeated 5-fold
cross-validations. The remaining 20% of the 2011-2014
NHANES data were used as the test set, and the 2015-2016
NHANES data were reserved as the validation set for
performance measurement.

Logistic Regression

As an extension of linear regression, logistic regression is a
commonly used method to obtain the risk or protection factors
for disease in epidemiology [31,32]. According to the
experimental design, this logic function was divided into
unconditional and conditional logistic regressions; according
to the type of dependent variables, it was divided into binary
logistic regression and multiplelogistic regression. Thelogistic
function is an effective method for classification problems and
givesthe oddsratio (OR) of the significance variable according
to the dependent variable.

In this study, binary unconditional logistic regression was used
to select the risk factors for or relative features of diabetes. In
the logistic regression, the 204 attributes chosen from the t test
and chi-sguare test were considered asthe independent variables,
and whether a person has diabetes was the dependent variable.
Twelve features were | eft.

Linear Discriminant Analysis

Linear discriminant analysiswasfirst introduced by Fisher [33]
in 1936 to address taxonomic problems. Generadly, it is a
combination of analysis of variance and regression analysis.
Linear discriminant analysis is based on the theory of
transformation from high dimensions to low dimensions. Asa
classification algorithm, itstheoretical basisisthat the protection
points of each type of dataare ascloseto each other aspossible,
while the distance between different kinds of data are as far
apart as possible. In this case, the classification was based on
whether aperson has diabetes. Therefore, the linear discriminant
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analysis reduced the 12 features to the 1(k—1, k=2) dimension
to discriminate patients with diabetes.

Random Forest

Random forest, which is based on decision trees [34], is a
well-known ensemble learning method that uses the bagging
method [35]. The basic theory of the bagging method is as
follows. assuming a dataset contains N observations, for
example, 100 subsets can be extracted wherein every subset
comprises n (n=N) observations that were sampled randomly
with replacement from the original dataset, and 100 base
classifiers can be built with these 100 subsets to vote for the
classification of every sample in the dataset. The decision trees
are the base classifier in the bagging method in the random
forest. This basic algorithm can be considered as a single tree
model with if-then structures. Each decision tree of the RF yields
its own classification outcome and “vote,” and the average of
all the resultsisthe final taxonomy.

The caret package in R was applied to search for the best
parameter in the random forest with 5-fold cross-validation
repeated 100 times. The number of trees was 500, and the best
number of variables randomly sampled as candidates at each
split was 4 after the parameter selection.

Support Vector Machine

Support vector machines [36] are among the most popular
supervised learning techniques in the machine learning field.
A support vector machine reflects the data to a
higher-dimensional space with a kernel function. The
classification mission relies on the training data, which are
called support vectors. For general 2-class problems, the
observations are determined by a hyperplane with the
maximizing margin through the nearest support vectors.

In this study, the radial basis kernel was chosen. The caret
package of R was also used to match the parameter with the
best AUC performance in the support vector machine model
with 5-fold cross-validation repeated 100 times. The optimal
cost and gamma parameter values obtained for the model were
0.137 and 0.012, respectively.

Easy Ensemble Method

Type 2 diabetes screening is an unbalanced problem because
there are fewer patients than healthy individuals. To address
the unbalanced issue, we employed the easy ensemble method
[37]. In short, we randomly sampled the same number of all
positive observations from the negative observations and made
the two groups correspond to a minor dataset in the train set.
We then repeated the above step 100 times to generate 100
minor datasets. Next, we built 100 same-method models based
on these datasets. Furthermore, for 5-fold cross-validation, the
preval ence probability of every sample was averaged by these
100 models in every validation for both the test set and
validation set.

Model Evaluation

In this article, we used the ROC curve, AUC, sensitivity,
specificity, accuracy, and positive predictive value (PPV) to
measure the performance of the models. The cutoff value was
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selected based on the maximal value of the Youden index [38]
in the training set.

Results

After the data cleaning and feature sel ection process, the dataset
included 8057 cases that were divided into three sets: 80% of
the NHANES 2011-2014 data for the training set, 20% of the

Table 1. Factors associated with diabetes used to build the models.

Yang et a

NHANES 2011-2014 data for the test set, and the NHANES
2015-2016 data for the validation set. After crude feature
selection with the t test and chi-sgquare test in the 2011-2014
NHANES dataset, logistic regression analysis was further
performed to assess the related factors of type 2 diabetes; this
process ensuresthat therewill be no overfitting or generalization
of the model for future patients. The 12 selected factors are
shown in Table 1.

Feature Crude® ORP (95% CI) Adjusted® OR (95% CI) Pvalue
Age 1.05 (1.05-1.06) 1.05 (1.04-1.06) <001
Sex 0.82 (0.70-0.97) 0.62 (0.50-0.76) <.001
Waistline 1.04 (1.03-1.05) 0.99 (0.97-1.01) 27
Sagittal abdominal diameter 1.20 (1.18-1.22) 1.16 (1.09-1.24) <.001
Relative leg length 0.70 (0.66-0.74) 0.85 (0.79-0.91) <001
60 second pulse 1.02 (1.01-1.02) 1.02 (1.01-1.03) <.001
Smoking 0.74 (0.63-0.88) 1.13(0.92-1.38) 26
Alcohol 1.43(1.19-1.72) 1.31 (1.04-1.66) 02
Hypertension 3.26 (2.72-3.90) 1.02 (0.82-1.27) 86
Family history 0.28 (0.24-0.34) 0.32 (0.26-0.39) <.001
General health condition 2.05 (1.88-2.24) 1.59 (1.44-1.76) <.001
Control or loss of weight 0.42 (0.35-0.51) 0.55 (0.44-0.69) <.001

8Crude: 1-way logistic regression.
POR: odds radio.
CAdjusted: multiple logistic regression.

Therisk of having type 2 diabetesincreases with increased age
(95% CI 1.04-1.06, P<.001), sagittal abdominal diameter (95%
Cl 1.09-1.24, P<.001), pulse (95% CI 1.01-1.03, P<.001), and
alcohol use (95% CI 1.04-1.66, P=.02) aswell as poorer general
health condition (95% Cl 1.44-1.76, P<.001). In contrast, female
sex, longer relative leg length, lack of type 2 diabetes family
history, and control of weight are the protection factors of type
2 diabetes (95% ClI 0.50-0.76, 0.79-0.91, 0.26-0.39, and
0.44-0.69, respectively; P<.001 in all cases). We built three
different models using linear discriminant analysis, random
forest, and support vector machine methods to determine type
2 diabetes risk using the training set with these noninvasive
tests. Afterward, the test set and external validation set were
used to measure the predictive ability of the models.

We generated six models with three different machine learning
methods as well as corresponding ensemble methods in the
training set. The 5-fold cross-validation resultsin Table 2 show
that the linear discriminant analysis method yielded the best
AUC compared with the random forest and support vector
machine methods not only with the simple methods but also
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with the easy ensemble methods. However, the ensemble method
improvements in the different methods are in the order of
support vector machine > random forest > linear discriminant
analysis. In 5-fold cross-validation, the simple linear
discriminant analysis method showed 0.844 AUC, 74.1%
sensitivity, 79.5% specificity, 78.7% accuracy, and 40.2% PPV;
the ensembl e linear discriminant analysis method showed 0.845
AUC, 79.7% sensitivity, 73.5% specificity, 74.5% accuracy,
and 35.8% PPV. The simple random forest method showed
0.823 AUC, 86.2% sensitivity, 61.2% specificity, 65.1%
accuracy, and 29.2% PPV; its ensemble method showed 0.834
AUC, 78.4% sensitivity, 73.2% specificity, 74.0% accuracy,
and 35.2% PPV. The simple support vector machine method
showed 0.808 AUC, 69.2% sensitivity, 81.1% specificity, 79.2%
accuracy, and 40.5% PPV; the ensembl e support vector machine
method showed 0.842 AUC, 78.7% sensitivity, 74.8%
specificity, 75.4% accuracy, and 36.7% PPV. Theline graphin
Figure 2 shows that the AUC improved with accumulation of
themodels, and the values remained stabl e after the composition
of approximately 10 models.
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Table 2. Average results (SD) of the 5-fold cross-validation of the modelsin the training set.
Method AUC2 Sensitivity Specificity Accuracy PpvP
Simple methods
Linear discriminant analysis 0.844 (0.016) 0.741 (0.035) 0.795(0.015)  0.787 (0.013) 0.402 (0.020)
Random forest 0.823 (0.016) 0.862 (0.029) 0.612(0.019)  0.651 (0.015) 0.292 (0.011)
Support vector machine 0.808 (0.015) 0.692 (0.035) 0.811(0.017)  0.792 (0.014) 0.405 (0.023)
Ensemble methods
EES linear discriminant analysis 0.845 (0.016) 0.797 (0.032) 0.735(0.016)  0.745 (0.014) 0.358 (0.017)
EE random forest 0.834 (0.016) 0.784 (0.033) 0.732(0.016)  0.740 (0.014) 0.352 (0.016)
EE support vector machine 0.842 (0.016) 0.787 (0.034) 0.748(0.017)  0.754 (0.014) 0.367 (0.018)

8AUC: area under the curve.
bppy/; positive predictive value.
CEE: easy ensemble method.

Figure2. Comparison of thetop 50 models with the easy ensemble method and the simple method with different machine learning methods and 5-fold
cross-validation in the training set. AUC: area under the curve. LDA: linear discriminant analysis. RF: random forest. SVM: support vector machine.
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The 5-fold cross-validation indicated that the different models
show reliable capability. Similarly, the AUCs of the devel oped
models range from 0.810-0.850 in the test and validation
datasets, indicating their stability and extensibility for predicting
therisk of new patientswith type 2 diabetes. Furthermore, when
considering the performance of the easy ensemble methodsin
the test set (Table 3), these methods appeared to predict type 2
diabetes more efficiently than the other methods. For the random
forest and support vector machine methods, the easy ensemble
methods provided significantly better AUC values than the
respective simple methods (absolute AUC improvement 0.014,
z=3.062, P=.002 and 0.07, z=5.010, P<.001, respectively), as
determined by the Delong test for two correlated ROC curves
(2-sided). However, the LDA improvement was not significant
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(z=1.252, P=.21) according to the Delong test. In the validation
set (Table 3), we found a similar pattern. The easy ensemble
methods improved the overall predictive performance by 0.004
(z=2.734, P=.006) for linear discriminant analysis, 0.008
(z=2.991, P=.002) for random forest, and 0.037 (z=5.908,
P<.001) for support vector machine.

The results indicate that the ensemble methods can be used to
screen large populations for type 2 diabetes based on their
significantly improved performance in the tests for the random
forest and support vector machine methods and in the external
validation set for thelinear discriminant analysis, random forest,
and support vector machine methods. For better and easier
application of type 2 diabetes screening, a screening website
based on the ensemble method has been established [39].

JMIR Med Inform 2020 | vol. 8 | iss. 6 [€15431 | p.233
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

Yang et a

Table 3. Performance of the simple and ensemble methods in the text and validation sets.

Method AUC2 Sensitivity Specificity Accuracy PpvP
Test set
Simple methods
Linear discriminant analysis 0.864 0.697 0.829 0.808 0.429
Random forest 0.836 0.830 0.648 0.676 0.303
Support vector machine 0.796 0.630 0.864 0.827 0.460
Ensemble methods
EEC linear discriminant analysis 0.867 0.758 0.777 0.774 0.385
EE random forest 0.850 0.776 0.770 0.771 0.383
EE support vector machine 0.861 0.752 0.783 0.778 0.390
Validation set
Simple methods
Linear discriminant analysis 0.846 0.759 0.762 0.761 0.418
Random forest 0.828 0.888 0.594 0.648 0.331
Support vector machine 0.811 0.720 0.789 0.776 0.435
Ensemble methods
EEC linear discriminant analysis 0.849 0.819 0.709 0.730 0.389
EE random forest 0.836 0.813 0.713 0.731 0.390
EE support vector machine 0.848 0.824 0.714 0.734 0.394

8AUC: area under the curve.
bppy; positive predictive value.
CEE: easy ensemble method.

Discussion

Comparison With Prior Work

The results of one analysis predicted that the world ranking of
the number of years of life lost due to diabetes will increase
from 15th to 7th [40] by 2040. The fact that type 2 diabetes
damages health conditions deserves specia attention. In this
article, we generated type 2 diabetes screening models and
applied them to alarge population. Although some researchers
[16-20] have studied machine learning models for screening
and predicting type 2 diabetes, most of their studiesfocused on
improving performance by selecting many features, such as
blood test results, instead of considering the practical
significance of cost and flexibility. In contrast, we used a
noninvasive test covering demographic factors, body
measurements, and questionnaire variablesto build our models,
this addresses the shortcomings of using invasivetests. Jai Won
Chung et al [21] also adopted noninvasive features to predict
prediabetes, including age, gender, family history of diabetes,
hypertension, alcohol intake, BMI, smoking status, waist
circumference, and physical activity; they obtained abest AUC
of 0.76 in the external test data. However, the attributes they
chose were relatively traditional compared with those chosen
in this study; in addition, the similarities between prediabetes
and healthy casescan resultinlower AUC values. Thevalidation
of our modes indicates that body measurements and
guestionnaire questions can be used to predict whether aperson
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hastype 2 diabetes. In the case of further effectsresulting from
high blood sugar conditions, the models can be used to screen
the identified people.

Principal Results

Inthefeature selection processin this study, traditional analyses
such asthet test, chi-square test, and binary logistic regression
were used. We extracted unusua attributes related to type 2
diabetes, such as sagittal abdominal diameter, relativeleg length,
and heart rate, which were proven to be significant in similar
studies [28,41,42], in addition to some common risk factors,
such asage, sex, acohol use, and family history [43,44]. Among
thesefeatures, relativeleg length was an interesting clueto type
2 diabetes that has not previously been used in type 2 diabetes
prediction; this feature was selected by t test and forward
conditional logistic regression. Epidemiological studies from
various settings indicate that humans with shorter legs relative
to their stature have higher risk for type 2 diabetes [ 28]. Relative
leg length can be easily determined and has a strong correlation
with type 2 diabetes; therefore, it may be a useful new attribute
in model building or epidemiology research. With increasing
adoption of this feature, our model will be more accurate and
dependable.

Reliabletype 2 diabetes screening model s based on noninvasive
tests and machine learning algorithms were established and
validated in this study. All the easy ensemble methods yielded
higher predictive performance (AUC=0.85 and AUC=0.83,

JMIR Med Inform 2020 | vol. 8 | iss. 6 [€15431 | p.234
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

respectively) in the test set and validation set than the simple
methods, indicating the efficiency of the ensemble methods.
Screening model s based on popul ation are always an unbal anced
problem, with more negative samples and fewer positive samples
in the whole dataset. In other words, the learning ability of the
models is not satisfied by the positive samples. We randomly
matched a negative sample for every positive sample and
generated 100 base models. Thistype of repeated learning from
the positive samples may improve the results of the models. In
addition to AUC, the application of the ensemble can increase
the steadiness of the performance; this was exhibited by other
measurements, such as sensitivity, specificity, accuracy, and
PPV. Compared with different machine learning methods, the
ensemble method improvement islimited; thissuggeststhat the
dataset and features are more essential. In recent research, the
results show that individuals with screen-detected type 2
diabetes were diagnosed earlier and had better outcomes than
those who were clinically detected with regard to al-cause
mortality, cerebrovascular disease, rena disease, and retinopathy
[45]. In addition to earlier ordina treatment, Ej et al [46]
introduced a method to recover the function of islets by diet
control. Regardless of treatment, quality of life improvement
and decreased disease burden are important.

Limitations

Thereare several limitations of our research project. The World
Health Organization definition of diabetesis inferior to proper
diagnosis by an experienced physician; aso, we cannot clearly
separate type 1 diabetes from type 2 diabetes, which would
cause bias because of their different epidemiological attributes.
After removing the baseline missing values and executing the
inclusion and exclusion criteria, there were 10,710 samplesin
the entire database. Additionally, 2653 missing and biased
values were removed. The proportion of patients with diabetes
to patients without diabetesis approximately 1.5; therefore, the
increased amount of abandoned diabetes data may reduce the
predictive ability of the model. Reproducibility remains doubtful
given the variable demographics of the different datasets. Only
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a study using noninvasive features to screen for diabetes can
minimize the impact of demographic changes such as those
considered in large population health studies and nutrition
surveys. The best PPV was only 0.435 in the validation set; this
indicates that only approximately 40% of true positive samples
from the people detected positively by these models were
patients with type 2 diabetes. A higher false-positive value
increasesthefinancial expenses of the health care systeminthe
beginning; however, thistype of screening program canimprove
the overall health of the population, and earlier diagnosis can
decrease the disease burden, ultimately decreasing health care
expenses related to diabetes. On one hand, although the easy
ensemble method [37] applied here addresses the unbalanced
problem in one sense, more positive observations may yield
better performance; on the other hand, the building of type 2
diabetes screening models is always an imbalanced problem
when screening patients with type 2 diabetes from a large
population. Therefore, we cannot solve the unbalanced problem
completely. After considering all the other possible biases
influencing the performance of the models, the key point isto
further explore and optimize the unbalanced problem.

Conclusions

Accurate models with low-cost variables based on NHANES
datafor screening type 2 diabetes were established; the models
performed better with the application of ensemble methods.
The use of NHANES data by the models ensured a sufficient
sample size, and the models can be atool to determinethe health
conditions of people who were not included in the survey.
Compared with prior literature, this study has certain advantages,
such as noninvasive features and reliable model performance.
However, we still obtained low PPV results for the unbalanced
problem and could not completely solve the missing value
problem. Furthermore, we can not only optimize the method
by incorporating more quality data from medical schools but
can aso combine our study with a cohort study to achieve
primary prevention.
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Abstract

Background: The radia artery pulse wave is a widely used physiological signal for disease diagnosis and personal health
monitoring because it provides insight into the overall health of the heart and blood vessels. Periodic radial artery pulse signals
are subsequently decomposed into single pulse wave periods (segments) for physiological parameter evaluations. However,
abnormal periods frequently arise due to external interference, the inherent imperfections of current segmentation methods, and
the quality of the pulse wave signals.

Objective: The objective of this paper was to develop amachine learning model to detect abnormal pulse periodsin real clinical
data.

Methods: Various machine learning models, such as k-nearest neighbor, logistic regression, and support vector machines, were
applied to classify the normal and abnormal periods in 8561 segments extracted from the radial pulse waves of 390 outpatients.
The recursive feature elimination method was used to simplify the classifier.

Results. It was found that alogistic regression model with only four input features can achieve a satisfactory result. The area
under the receiver operating characteristic curve from the test set was 0.9920. In addition, these classifiers can be easily interpreted.

Conclusions: We expect that this model can be applied in smart sport watches and watchbands to accurately evaluate human
health status.

(IMIR Med Inform 2020;8(6):€18134) doi:10.2196/18134

KEYWORDS
pulse wave; quality evaluation; single period; segmentation; machine learning

frequently used position for pul se-taking because the pulse wave
of theradia artery contains abundant physiological information

Pulse-taking is widely used in disease diagnosis and persondl and is convenient for pulse-taking due to the accessibility of
health monitoring. For example, in traditional Chinesemedicine e vessels [1]. The development of smartwaiches in recent
(TCM), pulse-taking is an important approach to differentiate  Y&&'S, coupled with pulse-taking analysis applications, enables
TCM syndrome patternsin which the physician usestheir fingers individuals to monitor their pulse rates and physiological state

to detect patients pulsations. The radial artery is the most throughout the day. Asthe number of smartwatch users expands,
researchers are increasingly attempting to detect a variety of
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subclinical diseases such as atrial fibrillation (AF) by radia
artery pulse waves in the early stages of disease progression.
However, the majority of existing approaches are based on heart
rate variability, which ignoresimportant information contained
in the changing pulse wave during a single cardiac cycle. The
deep neural network models used for prediction are sometimes
difficult to interpret [2]. Recently, researchers in the field of
TCM diagnostics and hemodynamics have successfully utilized
theinformation contained in single-period pul se waves not only
to differentiate traditional syndrome patterns and diseases such
ashypertension, diabetes, and other diseases not directly related
to heart rhythm but also to fit modern clinical indices through
objective recording [3-7]. Incorporating single-period pulse
wave signals in smartwatches may improve the accuracy of
existing applications in an interpretable way and expand the
application scope of radial artery pulse waves.

Ding et d

In general, the radial artery pulse wave is a periodic signal.
Therefore, it is necessary to segment the whole pulse wave
series into periods before performing data mining of
single-period pulse waves. However, the radial artery pulse
wavesignal issoweak that it isvulnerableto interference (such
as breathing or vibration) during the acquisition process. These
interferences can lead to waveform distortion, which increases
thedifficulty of segmenting the periods. In addition, no currently
existing algorithm can extract single-period pulse wave signals
from whole pulse wave series without error. Therefore, some
pulse wave segments (abnormal segments) obtained by period
segmentation are often remarkably different from the normal
waveforms (Figure 1). These abnormal waveform pulses may
affect future prediction results. As a result, automatically
identifying these outliersfrom single-period pulsewave signals
will significantly improve the accuracy of analysis.

Figure 1. Norma and abnormal pulse wave segments. A radial artery pulse wave series was segmented into periods by the segmentation method
detailed in the Preprocessing section with a=.7. The segments of the original waveform between two adjacent segmentation points are regarded as
single-period pulse waveforms. A and B show the abnormal segments caused by segmentation error and serious interference, respectively; C shows a

normal segment; t (s): timein seconds.
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The early approach wasto omit the waveform outliersthat were
too long or too short [8]. However, this method cannot be used
to identify outliers with normal lengths. Thakker and Vyas[9]
used dynamic time warping as a similarity measure in a pulse
seriesin which the most dissimilar segmentsin the pulse series
were classified as outliers. However, for patients with atrial
fibrillation or other specific diseases, abnormal waveforms often
appear in one series. In addition, significant outside interference
may drastically reduce the number of normal segments. Dueto
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RenderX

these factors, it is difficult to discriminate between normal
signals and outliers using this algorithm. This similarity is not
the only important criterion for classifying pulse segments.
Wang and Lu[10] utilized ak-nearest neighbor (KNN) classifier
based on manual label data to measure the quality of the
segmented single periods. However, the details and accuracy
of the classifier were not shown. In a recent study, a method
based on the Hilbert-Huang transform and an autoregressive
moving average model was proposed to remove noise-induced
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mutations[11]. Theaccuracy of this method could reach 91.8%
in a sample size of 207. However, because this method works
on the entire pulse series, segmentation mistakes could not be
identified. A consensus on the best method to eval uate the signal
quality of asingle-period pulse wave has not been reached. The
purpose of this study wasto utilize machine learning modelsto
develop a signal quality evaluation model that can separate
normal segments and abnormal segments. We expect that the
model can be applied to help smart sport watches and
watchbands evaluate human health status more accurately.

Ding et d

Methods

Data

In this study, the original radial artery pulse wave signals were
taken from 390 outpatients at Shanghai Shuguang Hospital. Al
samples were split into an 80/20 ratio for training and testing
sets. In other words, the data set was randomly divided into a
training set with a capacity of 313 and a testing set with a
capacity of 77.

Preprocessing

The steps of preprocessing, including segmentation and
standardization, areillustrated in Figure 2.

Figure 2. The steps of data preprocessing. During segmentation, to reduce the influence of baseline wander, the derivative of the original signal was
used to | ocate segmentation points by the threshold method. The corresponding segments of the origina signal between two adjacent period segmentation
points were single-period pulse wave segments. During standardization, each segment was rescaled and resampled to standardize its amplitude and
length.
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A simple segmentation method is the threshold method, which
regards the minimum point below a specific threshold or the
maximum point above a specific threshold as the period
segmentation point. However, baseline wander is one of the
most common forms of interferencein pulsewave signals. Thus,

itisdifficult to apply the threshold method to the original signal.
In contrast, as shown in Figure 3, the derivative of the original
signal isalmost entirely unaffected by baselinewander and also
shows clearer segmentation points. Therefore, the threshold
method can be used in the derivative for segmentation.

Figure 3. Sample pulse wave with baseline wander and the derivative of the pulse wave with an applied threshold. t (s): time in seconds.
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To collect more normal and abnormal segments with different
shapes, 5 different threshol ds (between the maximum value of
the derivative and 0) were selected for segmentation. If M is
the maximum value of the derivative and a is a coefficient
between 0 and 1, the threshold is given by

threshold = Ma (1)

In this study, for each patient’s data, a takes 5 different values:
0.1,0.3,0.5,0.7, and 0.9.

During segmentation, all threshold points of the derivative were
first found. The first zero point of the derivative before each
threshold point was defined as the period segmentation point,
and the corresponding segments of the original signal between
two adjacent period segmentation points were single-period
waveforms. To avoid the presence of repetitive waveformswith
significant similarities in the data set, only 5 segments were
randomly selected for each threshold (if sufficient). No more
than 25 segments were obtained from each patient by repeating
the above process with different thresholds.

After segmentation, each segment was manually labeled as
“normal” or “abnormal” by two expert annotators. A normal
segment was required to have similar lengths, amplitudes, and
shapes to most other segments in the same pulse series; be free
of serious interference that could not be explained by the laws
of physiology and pathology; have an approximately horizontal
baseline, in which the difference between the values of the start
point and the end point was not more than half the amplitude;
and include only one complete cardiac cycle. The segmentsin
which the two experts could not reach a consensus on their
label swere not included in subsequent analyses. A total of 6832
segments were collected in the training set, of which 3974
(58.2%) were normal segments and 2858 (41.8%) were
abnormal segments. In addition, atotal of 1729 segments were
collected in the testing set; 965 normal segments (55.8%) and
764 abnormal segments (44.2%) were identified.

The amplitudes and lengths of the segments differed from one
another. To reduce the impact on the classification process, the
origina signals were standardized before classification. The
segments were rescaled so that all values fell in the interval
(0,2). 1f X={xq, Xy, ..., X} Wasasegment, the rescal ed segment

Y was given by
E

Cubic spline interpolation was used to resample the segments
to unify their lengthsto astandard length. In this study, thetrial
valuesfor the standard length were integers between 3 and 100.
In general, the frequency range that contains useful information
is below 25 hertz, and the cardiac cycle is no longer than 2
seconds. 100 sampling points are sufficient to contain al the

http://medinform.jmir.org/2020/6/€18134/
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useful information in one period. Hence, integers greater than
100 were not tested in this study.

Classification M ethods

All 100 sampling points of the pulse wave segments were used
as input features of the classifiersin this study. Three machine
learning algorithms were applied to devel op the classifiers:

1. KNN: Then_neighbors parameter was determined through
cross-validation; the trial values for n_neighbors were
integers in the range of 1-50.

2. Logistic regression: To reduce the influence of
multicollinearity, L2 regularized logistic regression was
chosen.

3. Support vector machine: support vector machine models
with the radial basis function kernel (SVM-RBF), linear
kernel (SVM-Linear), and 3-degree polynomial kernel
(SVM-Poly) were applied. The cost and gamma parameters
were determined through cross-validation, with trial cost
values of 0.01, 0.1, 1, 10, and 100 and trial gamma values
of 0.001, 0.01, 0.1, 1, and 10.

To edgtimate the accuracy of the models (out-of-sample
accuracy), 10-fold cross-vaidation was applied. The most
appropriate machine learning model was chosen by comparing
the sensitivity, specificity and accuracy of the different
algorithms. Based on the selected model, a reasonable value of
standard input length was then identified by comparing the
classification accuracies with different standard lengths.

In addition, the pulse waveformsthat point at different positions
in acardiac cycle have different physiological significance and
may influence the signal quality evaluation to varying degrees.
To evaluate the contribution of each feature to the classification,
recursive feature elimination was used to rank the features
[12,13]. By excluding features one by one, it is possible to
identify the smallest subset of features that can achieve
satisfactory classification performance.

All the above steps were implemented in the training set. The
final prediction model was validated on the testing set.

Results

Accuracy, Sensitivity, and Specificity of the Three
Classification Models

The maximum accuracy, sensitivity, and specificity of each
classification algorithm are presented in Table 1. All valuesare
greater than 0.94, which indicates that all three agorithms
performed similarly and effectively in waveform classification.
To increase the simplicity and interpretability of the model,
logistic regression was selected for further investigation.
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Table 1. Comparison of the three classification agorithms, Iﬁio.

Ding et d

Method Accuracy Sensitivity Specificity
KNN& 0.9732+0.0086 0.9901+0.0085 0.9494+0.0066
Logistic regression 0.9698+0.0122 0.9801+0.0141 0.9546+0.0128
Support vector machine
SVM-RBF® (cost=10, gamma=0.1) 0.9797+0.0084 0.9862+0.0127 0.9691+0.0074
SVM-Linear® (cost=0.1, gamma=0.001) 0.97030.0124 0.9814+0.0137 0.9540+0.0140
0.9756+0.0103 0.9866+0.0110 0.9594+0.0109

sV M-Polyd (cost=1, gamma=0.1)

3 NN: k-nearest neighbors; n=6.

bSvM-RBF: support vector machine-radial basis function kernel.
CSVM-Linear: support vector machine-linear kernel.

dsv M-Poly: support vector machine-3-degree polynomial kernel.

Standard Length

Figure 4 showsthe performance of thelogistic regression model
with different standard lengths. When the standard length was
>15, the model was stable and performed well; when the

standard length was <15, the performance of the classifier
deteriorated gradualy as the standard length decreased.
Therefore, 15 was selected as areasonable value of the standard
length for simplification of the model.

Figure 4. Accuracy, sensitivity, specificity, and standard deviation intervals of the classifier with different standard lengths.
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Each segment was resampled using the standard length of 15,
and the importance ranking of the 15 feature points (Table 2)
was then calculated based on the recursive feature elimination
algorithm. When we sequentially eliminated the features one
by one, asillustrated in Figure 5, the classifier performed equally
well when the number of features was equal to or greater than
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4. As shown in Table 2, the four most important feature points
arethethird, 14th, fourth, and first feature points. That isto say,
a satisfactory logistic regression classification model can be
established by using only four features (the third, 14th, fourth,
and first points of the 15 feature points).
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Table 2. Importance ranking of the feature points.

Importance ranking Position of the feature point
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Figure5. Accuracy, sensitivity, and specificity of the classifier with sequentially eliminated input features and their standard deviation intervals.
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The prediction model indicates that when x,; and x,, are close
to 0 and X3 and x,, are sufficiently large, the corresponding pulse
wave segment can be classified as normal.

Final Prediction M odel

If x,, isthe value of the nth feature point, and P isthe probability

that the segment is normal, the logistic regression classifier
identified based on the training set can be given by We applied this classifier to the testing set, and the receiver
operating characteristic (ROC) curveisshownin Figure 6. The

P = Sigmoid(-9.6919x, + 8.2570x; + 8.9216x, — 7.9818X14 = grea under the curve (AUC) was 0.9920. Using the defaullt
10.8732) (3) threshold of 0.5, the accuracy, sensitivity, and specificity of the
classifier were 0.9607, 0.9741, and 0.9437, respectively. This

where . ; : -
is consistent with the performance on the training set and
] achieves the expected resullt.
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Figure 6. ROC curve of the final logistic regression classifier on the testing set. AUC: area under the curve.
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Discussion

In this paper, we compared the performance of three
classification algorithms with different input features in the
signal quality evaluation of single-period pulse waves. It was
discovered that a logistic regression classifier with only four
input features could achieve a satisfactory result. The equation
of thefinal prediction model reveals that a pul se wave segment
will be classified as normal only when x; and x,, are closeto 0
and x3 and x, are sufficiently large. This classifier is simple;
however, it is consistent with the physiological process of the
pulse wave.

A pulsewaveisexcited by cardiac gjection. Asshownin Figure
7 [14,15], the fluctuation of the radial artery pulse wave
corresponds to the events constituting the cardiac cycle.
Therefore, aradial pulse waveisvery similar to an aortic pulse

wave. The pressure begins to rise rapidly as the aortic valve
opens and ventricular gjection occurs. Shortly after gjection
begins, the pressure reaches a peak and then gradually decreases.
On the other side, the aortic pulse wave is greatly influenced
by the reflection wave from the lower limbs, whereasthe radial
pulse wave is mainly influenced by the reflection wave from
the upper limbs [16]. The peak of aradial pulse wave occurs
much earlier than that of an aortic pulsewave dueto differences
in timing of the wave reflections in the upper limbs and the
relatively distant lower body. When the reflection wave from
thelower limbs and aortic valve closure propagatesto theradial
artery, the radial pulse wave correspondingly increases for a
short time. These increases may not occur due to some
physiological or pathological factors [17]. However, the rapid
riseand gradual decline are essential features of anormal radial
artery pulse wave.

Figure 7. Comparison of cardiac pressure and radia artery pressure in the cardiac cycle. The fluctuation of the radia artery pulse wave corresponds
to the events constituting the cardiac cycle. For anormal waveform, both the starting and ending points should be close to 0, and the peak should appear

near the third feature point. mm Hg: millimeters of mercury.
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For a normal waveform, it is apparent that both the start and
end points should be close to 0. A high start or end point
indicates that the waveform exhibits significant interference.
As aresult of the relatively long duration of the diastole, the
pulse wave remains low and steady at the end of the diastole.
Both x4 and x;5 are small in normal waveforms. However, as
X5 isaso the starting point of the next cardiac cycle, itismore
likely to increase due to cardiac activity before systole and
inaccurate cycle division. x,4 iS thus more representative of the
end point than x;5. Correspondingly, at the beginning of the
cardiac cycle, due to the rapid rise of the pulse wave in the
systole, x, is not more representative than x,. Therefore, x; and
X14 Were incorporated into the mode! to indicate the conditions
of the starting and ending points. In addition, x; and x;, of an
incomplete cyclewill not be sufficiently small for the signal to
be considered normal because the segmentation points of an
incomplete cycle only contain signals of part of the cardiac
cycle as opposed to both ends. Therefore, both x; and x4 can

aid identification of the qualities of segmentation.

The peak of the radial artery pulse wave usually appears near
X3. Therefore, under normal conditions, X; should be closeto 1.

Due to the relatively slow rate of pressure drop during systole,
X, does not have sufficient time to become very small. If either

X3 OF X4 isnot sufficiently large, it is sufficient to prove that the

waveform is abnormal. This can identify external interference;
for example, the maximum value will not appear near X; dueto

the elevation of the latter part of the waveform, which can also
lead to an anomaly in x,,. Furthermore, this change can aid the

identification of segmentation errors. If we regard multiple
cyclesas one cycle, thefirst peak appearstoo early; asaresuilt,
X5 and %, are not sufficiently large in most cases. If 5 or more

cycles happen to be segmented together, one of x5 or X, may be

closeto 1. However, under these circumstances, the waveforms
rise and fall much more rapidly; thus, it is difficult for x; and

X4 to maintain large values simultaneously. Therefore, the
incorporation of x5 and x, into the model can help classify the
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waveform by detecting whether the peak of the waveform is
located at the correct position.

In summary, the four input features of the logistic regression
model are not only simple and effective but also interpretable.
However, thismodel also has limitations. Most of our samples
are free of heart disease, and the corresponding pathological
characteristicswill not be shown in the data. Consequently, this
classifier only aimed to investigate common normal radia artery
pulse waves. When searching for differences in the pulse
waveforms of individuals without heart disease, we can
effectively identify and eliminate abnormal segments with this
classifier. However, for patients with some specific diseases,
their pulse waves may change due to various pathological
factors, which will ultimately lead to errors in classification.
An exampleof thisissinusarrest, acondition in which the sinus
node does not produce an impulsein one or more cardiac cycles,
this causes the heartbeat to pause for a while, which will
generate a long diastole segment in the pulse wave. Thisis a
very important pathological signal; however, our model will
classify it as a segmentation error due to the premature peak
value. On the other hand, we may be able to use this property
to improve the accuracy of some applications, such as
distinguishing between premature contraction and atrial
fibrillation. Premature contraction is the main cause of false
positive error in AF detection algorithms [18]. There is still a
certain proportion of normal segments in the pulse waves of
patients with premature contraction, whereas AF will decrease
the frequency of normal segments due to its irregular stroke
volume and cardiac rhythm. Thisclassifier may help distinguish
the two cases by determining the ratio of normal segments to
abnormal segments in the pulse wave series. In general, this
classifier works well in normal cases, and its application scope
can potentially expand according to its physiological
significance. However, for some specific diseases, this classifier
may lead to misclassification and even loss of key information.
In the future, we hope to study the pulse wave characteristics
of different diseases and distinguish them from random
interference and the pul se wave characteristics of healthy people
to subsequently improvethe classifier and expand itsapplication
scope based on the new discoveries.
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Abstract

Background: Clinical trials need efficient toolsto assist in recruiting patients at risk of Alzheimer disease and related dementias
(ADRD). Early detection can also assist patients with financial planning for long-term care. Clinical notes are an important,
underutilized source of information in machine learning models because of the cost of collection and complexity of analysis.

Objective: This study aimed to investigate the use of deidentified clinical notes from multiple hospital systems collected over
10 years to augment retrospective machine learning models of the risk of developing ADRD.

Methods: We used 2 years of data to predict the future outcome of ADRD onset. Clinical notes are provided in a deidentified
format with specific terms and sentiments. Termsin clinical notes are embedded into a 100-dimensional vector space to identify
clusters of related terms and abbreviations that differ across hospital systems and individual clinicians.

Results:  When using clinical notes, the area under the curve (AUC) improved from 0.85 to 0.94, and positive predictive value
(PPV) increased from 45.07% (25,245/56,018) to 68.32% (14,153/20,717) in the model at disease onset. Models with clinical
notes improved in both AUC and PPV in years 3-6 when notes' volume was largest; results are mixed in years 7 and 8 with the
smallest cohorts.

Conclusions:  Although clinical notes helped in the short term, the presence of ADRD symptomatic terms years earlier than
onset adds evidence to other studies that clinicians undercode diagnoses of ADRD. De-identified clinical notes increase the
accuracy of risk models. Clinical notes collected across multiple hospital systems vianatural language processing can be merged
using postprocessing techniques to aid model accuracy.

(IMIR Med Inform 2020;8(6):€17819) doi:10.2196/17819

KEYWORDS

Alzheimer disease; dementia; health information systems; machine learning; natural language processing; health information
interoperability

potential treatments for neurodegenerative diseases. There are

Introduction

Background

Worldwide, up to 77% of peoplewith dementiaare undiagnosed,
and “lack of detection is a significant barrier to improving the
lives of people with Alzheimer’s disease and other dementias,
their familiesand careers’ [1]. Thisaso impliesthat more than
three-quarters of the patient population with dementia is not
being referred for participation in clinical trials to study new

https://medinform.jmir.org/2020/6/€17819

many factorsinfluencing clinical tria recruitment for Alzheimer
disease and related dementias (ADRD), including physician
awareness of clinical trial opportunities, availability of study
partners who can provide information on the study subject’s
functioning, the invasiveness of procedures often performed in
Alzheimer trials, and concerns about labeling a patient with a
serious dementia diagnosis with no known treatment [2].
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Accurate prediction of the future onset of ADRD has severa
important practical applications. In particular, it facilitates the
identification of individuals who are at high risk of developing
ADRD to support the clinical devel opment of novel treatments.
Commonly, patients are identified after they are already
symptomatic and have aready experienced significant
neurodegeneration. Screening patientsinto high-risk groups can
facilitate the development of programs that investigate causal
relationsto specific ADRD etiol ogiesand recruitment to clinical
trials. Persons predicted to be at risk can aso be offered the
opportunity to plan more thoughtfully for the future while
retaining their cognitive function.

A number of previous dementiarisk models have been published
in peer-reviewed literature [2-10]. Most of these studies used
clinical data for model estimation, which limits their
generalizability to other settings. This paper extends previous
research by basing model estimation on avery large integrated
dataset of medical claims and electronic health record (EHR)
data as well as the use of more sophisticated machine learning
estimation methods than those used in most previous studies.
The use of medical claims and EHR data facilitates the use of
themodel in settingswhere large numbers of patients aretreated,
resulting in the identification of much larger potential patient
populations for clinical tria recruitment [3-12].

Objectives

Nori et al [12] showed that machine learning models predict
the onset of ADRD using medical claimsand structured clinical
data can have good performance near the time of onset and that
performance diminisheswith increasing time before onset. This
study adds clinical notes data to those datasets to enhance the
accuracy of the models and determines the prevalence of
cognitive concernsin patient clinical notesup to 10 years before
onset.

The quality of the clinical notes' models depends on common
semanticsin electronic medical record (EMR) systems. Intheir
groundbreaking work on using EMR datafor machinelearning,
Rajkomar et al [13] admitted, “Our current approach does not
harmonize data between sites” but it can achieve similar
accuracy at siteswith sufficient volumes of data. Our study uses
adataset gathered from dozens of provider groups, mostly large
integrated delivery network or hospital systems[14], and applies
natural language processing (NLP) toolsin asimpleway to map
semantically similar terms into concepts used in the models
[15,16]. The processing of the clinical notesin thisstudy favors
automation, not clinical insight and expertise. Thisfocusallows
the methods to scale with little clinical intervention as new
provider groups, and even new concepts are added to the data.

The use of a commercially available deidentified dataset will
allow new studiesto further refine the methods introduced here.
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Methods

Overview

This study used deidentified medical claims and EHR data
between 2007 and 2017 from the OptumL abs Data Warehouse
(OLDW) [14]. The database contains longitudina health
information on enrollees and patients, representing a diverse
mixture of ages, ethnicities, and geographical regions across
the United States. The data in OLDW include medical and
pharmacy claims, laboratory results, and enrollment recordsfor
commercial and Medicare Advantage enrollees. Clinical notes
are available from asubset of EMR systemsthat chose to share
these data. As this study involved analysis of preexisting,
deidentified data, it was exempt from institutional review board
approval [14].

Data Sets

This study uses and extends the clinical dataset of Nori et a
[12]. That work created a matched case-control cohort of
patientswith onset of ADRD (cases) and patientswith no history
of any ADRD (controls). Index dates vary from 2009 to 2017
with 2 years of data per patient. In that earlier work, 7 different
models with lead times of O, 3, 4, 5, 6, 7, and 8 years to index
were created from structured EHR and medical claims data to
understand how predictive accuracy can be sustained over time.
These models are called structured models because they only
use structured data—diagnosis codes, procedure codes, and
prescriptions—from the EMR and medical claims systems.

The outcome variable in this study was a confirmed incident
diagnosisof ADRD, whichincludes mild cognitiveimpairment
and forms of dementia but not a cohol-induced dementia[12].
These multiple forms of dementia diagnoses were included in
the outcome after consultation with clinicians, and areview of
the data indicated that specific diagnoses of a single type of
dementia are less reliable, and elderly patients often have
multiple dementias at onset [10,11].

This study uses the clinical notes of the same patients from
structured data. Not all EMR systems provide raw clinical notes
to the data collection process, so clinical notes are available
because of data use agreements. Hence, patients' clinical notes
data are missing due to legal agreements, not at random per
patient and per encounter. To participate in the clinical notes
models, a patient must have 2 unique dates with aclinical note
at least 31 days apart in the 2-year data collection period. The
numbers of patientsthat met thisthreshold are providedin Table
1. No other adjustment for missing datawas made. The attrition
table of the population is shown in Figure 1. The first 3 filters
are the same as those of Nori et a’s study [12], with only the
last filter of availability of clinical note data being specific to
thisanalysis.
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Table 1. Demographics of the study population.
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Yearsto index date Training set N Age, mean(SD) Encounters, mean (SD) Cases, n (%) Females, n (%)
0 Matched training 680,945 74.3 (10.5) 30.5(28.2) 136,189 (20.00) 417,390 (61.30)
3 Matched training 197,430 71.4(10.2) 24.4(21.9) 39,486 (20.00) 121,015 (61.30)
4 Matched training 130,270 70.4 (10.0) 22.5(20.3) 26,054 (20.00) 79,795 (61.25)
5 Matched training 82,105 69.5 (9.8) 20.4 (18.8) 16,421 (20.00) 50,300 (61.26)
6 Matched training 47,555 68.6 (9.5) 18.3(16.8) 9511 (20.00) 29,620 (62.29)
7 Matched training 23,455 67.6 (9.3 16.6 (16.1) 4691 (20.00) 14,630 (62.37)
8 Matched training 7870 66.6 (9.1) 16.2 (15.8) 1574 (20.00) 4885 (62.07)
0 Validation 498,935 62.4 (11.3) 21.0(21.8) 20,717 (4.15) 292,683 (58.66)
3 Validation 98,890 62.1(10.8) 18.5(17.9) 6525 (6.60) 60,560 (61.24)
4 Validation 61,471 61.7 (10.6) 17.4 (17.0) 4362 (7.10) 37,909 (61.67)
5 Validation 36,316 61.3 (10.4) 16.2 (15.9) 2763 (7.61) 22,464 (61.86)
6 Validation 18,888 61.0 (10.2) 15.2 (15.0) 1604 (8.49) 11,776 (62.35)
7 Validation 8186 60.6 (10.0) 14.2 (14.4) 806 (9.85) 5122 (62.57)
8 Validation 2660 60.0 (9.8) 14.0 (13.7) 292 (10.98) 1694 (63.68)
0 Test 1,000,448 62.3 (11.3) 21.0(21.7) 41,642 (4.16) 587,326 (58.71)
3 Test 198,074 62.1(10.8) 18.5 (18.0) 13,064 (6.60) 122,003 (61.59)
4 Test 122,939 61.7 (10.6) 17.4 (16.9) 8810 (7.17) 75,996 (61.82)
5 Test 72,304 61.3 (10.5) 16.1 (15.7) 5561 (7.69) 44,926 (62.13)
6 Test 37,938 61.0 (10.3) 149 (14.3) 3248 (8.56) 23,709 (62.49)
7 Test 16,487 60.8 (10.2) 14.1 (13.5) 1673 (10.15) 10,465 (63.47)
8 Test 5382 60.5 (10.1) 13.9(13.8) 586 (10.89) 3474 (64.55)
Figure 1. Attrition table. ADRD: Alzheimer disease and related dementias.
Unique patients with ADRD events Controls
Confirmed Memantine and Scan and Confirmed Cognitive Without any
diagnoses encounter encounter treatment test ADRD event
2,076,193 306,754 10,625 686,688 114,725 31,940,349
After age and enroliment filters
659,696 | 19,796 | 1838 | 144455 | 36,592 19,060,279
After exclusions
414685 | 13584 | 1038 | 106,175 | 25,611 16,666,727
After finding terms
138,870 | 4945 [ 68 [ 39,223 [ 24310 4,791,129
Cases Controls
207,416 4,791,129
\ \[\
Training Validation Testing Training Validation Testing
145,057 20,717 41,642 3,354,105 478,218 958,806
Matched Dropped Matched Dropped
136,189 8868 544,756 2,809,349
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Figure 1 shows that patients who entered the cohort via a scan
and a confirmatory diagnosis rarely had clinical notes that met
the thresholds for inclusion (68 of 1038 patients). The mean
number of encounters per patient is 21, but the patients that
enter by the scan rule have only 4.4 encounters. This low
encounter count before filtering by clinical note days indicates
that thereislittle opportunity to have 2 dayswith clinical notes
separated by a month. It is likely that these patients have
encounters in a specialty setting where there is no complete
view of the patient’s health history.

Asin Nori et al’s study [12], cases and controls were matched
for age, gender, number of encounters, and index year at a 1:4
ratio to reduce confounding of variables. This step isimportant
to improve interpretability of variables and reduce
multicollinearity because of age, which, if not performed, would
lead to erroneous importance of age-related variables [17-21].
Due to filtering by days with a clinical note, the cases must be
matched to controls anew in thiswork versus reusing the same
sampling asin Nori et a’s study [12].

Clinical Notes

The raw clinical notes go through the Optum proprietary NLP
for determination of all patients medical concept extraction.
NLP concepts are identified and created based on broad topics
such as medications, signs, disease and Symptoms,
measurements, and observations. The data are harvested from
the clinical notes fields within the EMRs provided to Optum
from over 50 large health care systems throughout the United
States. The data used for the development of each NL P concept
are deidentified, so the authors have no accessto the raw notes.

The authors had access to the deidentified NLP data, which
contains the date of the note, an occurrence date, a term, a
sentiment, and possibly afamily member. Thetermsare nouns,
or abbreviations, extracted from the notes; sentiment describes
the use of the noun (present, negative, possible, exhibit,
exhibit.not, discuss, deny, concern, complain, etc). The content
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of the clinical notes are either about the patient or can be from
amedical history where the content is about a family member.
Family membership can be specific (mother, father, sibling,
etc), vague (mother’s relations, ancestor, and boyfriend), or a
combination of relationships. The occurrence date may differ
from the note dateif the original text makesatemporal statement
such as “ayear ago the patient complained of ...” This study’s
modeling uses the occurrence date of the term, if it exists,
otherwise the date of the clinical note. We mapped the family
members into 3 classes: immediate, family, and other (see
Multimedia Appendix 1 for details). This mapping is based on
wildcard word matching, so it is simple to implement, but may
have errors. There are 29,528 unique terms and 1042 unique
sentiments (42 positive sentiments such as“present,” “ exhibit,”
“observe”) with at least hundred patient clinical notesin all 7
yearly cohorts.

The NLP data have additional details, such as body location,
severity, extent, and duration, that are not used in this study.

With the large number of unique sentiments (1042), the study
decided to use only positive sentiment terms, indicating the
presence of the term. In the raw notes, many negative terms are
acollection of EMR survey questions Patient denies smoking,
Patient denies depression, etc. These negative terms were
excluded to reduce the complexity of processing the data and
handling 1000 nonpositive sentiments.

Table 2 showsthe highest 20 relative risk diagnosesin the onset
year and their risks in the earlier years. The relativerisk is the
ratio of the probability of that diagnosisin cases versus controls.
Each diagnosis must be supported by more than 10 cases, 10
controls, and 99 combined patients. Empty cells indicate that
this threshold was not met. Years 7 and 8 had no unsuppressed
values. These high-risk terms decay quickly over time; only 5
of thetop 20 terms remain available for the model at year 3 and
only 1 at year 4. Additional tables of terms, including tables
with the most common terms, and the most common
comorbidities are given in Multimedia Appendix 1.
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Table 2. Top 20 relative risks of diagnosis.
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Diagnosis International Classification of — Relativerisk at yearstoindex date
Diseases, Ninth Revision code
0 3 4 5 6
Wandering in diseases classified elsewhere V403.1 2157 _a — — —
Unspecified senile psychotic condition 290.9 1926 — — — —
Unspecified persistent mental disorders due to conditions classified elsawhere  294.9 1738 6.78 589 6.20 507
Senility without mention of psychosis 797. 1648 — — — —
Other general symptoms 780.9 1627 — — — —
Unspecified nonpsychotic mental disorder following organic brain damage 310.9 1625 592 — — —
Other specified nonpsychotic mental disorders following organic brain damage 310.89 1599 — — — —
Other specified nonpsychotic mental disorder following organic brain damage 310.8 1578 — — — —
Other signs and symptoms involving cognition 799.59 1506 445 — — —
Frontal lobe executive functional deficit 799.55 1501 — — — —
Dissociative amnesia 300.12 1352 — — — —
Personality change due to conditions classified elsewhere 310.1 1352 442 — — —
Factitious disorder with predominantly psychologica signs and symptoms 300.16 1339 — — — —
Psychotic disorder with delusions in conditions classified elsewhere 293.81 1286 — — — —
Confusional arousals 32741 1248 — — — —
Visuospatia deficit 799.53 1242 — — — —
Reactive confusion 298.2 1221 454 — — —
Subacute delirium 2931 1215 — — — —
Alcohol-induced persisting amnestic disorder 291.1 1207 — — — —
Frontal lobe syndrome 310.0 1207 — — — —

3N ot applicable.

Clinical Notes Clusters

With 29,528 unique termsin all the datasets, and without access
to the algorithms that create the terms, the study needed to
determine how the terms map to clinical concepts. In the raw
clinica note, we expect that different clinicians will have
alternative spellings—mi, ami, or acute myocardial infarction;
htn or hypertension—depending on their training, the EM R they
use, and many other factors. This study’s upstream NLP does
not map these terms into concepts but leaves them in their raw
form. This creates a need to gather aternative spellings and
related clinical termsinto groups, or clusters, before using them.
Without such a grouping, an individual term’s impact may be
diluted to the point of uselessness due to idiosyncratic
abbreviations, spellings, and synonyms (eg, Alzheimer disease
vs Alzheimer dementia). The methods here will ameliorate this
situation. The terms are filtered to terms having at least 500
patients in any annual model, yielding 14,236 terms.

It would be possible, but time consuming, to map these terms
to a medical ontology, but the study decided to pursue an
algorithmic strategy relying on additional NLP processing. The
end goal of thisstep isto map the termsto data-driven concepts
that will group similar terms into more powerful machine
learning features. The positive sentiment patient terms are
processed into a sequence of terms, ordered by date, for each

https://medinform.jmir.org/2020/6/€17819

patient. Most of the clinical notes data lack a specific time of
day, so the terms have no order other than a date. If the raw
NLP provided a sequence number for the extracted terms, then
that sequence could be used to order the patient’s terms. Term
seguences with less than 50 characters long are omitted. Due
to database limits on the length of a single character field, the
process needed to count characters in the concatenated terms.
The choice was made to use these character counts to limit the
patient stories used. In total, 50 characters is approximately 8
distinct terms. The word windows used are 10 words long.

At this step, there is aterm-based story of 50-31,341 terms for
each patient. The story filefor al patientsacrossall yearsis5.9
gigabytes of text. Thetraining text is collected and analyzed as
1 text file, with arow for each patient containing the patient’'s
terms. To limit duplication of data from overlapping model
years, model years 4 and 6 are not in the NLP training model
(al year 4 terms arein either year 3 or year 5).

Thistext file can be analyzed using any NL P algorithm to build
semantic knowledge among its words. The study chose to use
Fasttext by the Facebook artificial intelligence research team
for its speed and simplicity [22]. Fasttext builds a conditional
probability model of term appearances in the context of their
surrounding terms. The output of Fasttext is a numeric vector
for each term. These term vectors are ameaningful mapping of
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each term to avector space where the vector distance maintains
word similarity. Thus, if 2 terms are very close to each other,
measured by their vector distance, then they are synonyms.
Alternate spellings of the same medical concept should be
nearby in the vector space because the termsthat surround them
in the clinical notes will be similar. The study chose
100-dimension vectors to embed the terms.

To run the Fasttext agorithm, we chose the unsupervised
continuous bag-of-words option with 8 epochs and a window
of 10 terms. We explicitly turn off subwords because we do not
want the algorithm associating the term alzheimers_disease
with crohns_disease based on common subwords (syndromeis
another confusing subword). Our reliance on terms from an
upstream process means that misspellings are not an issue in
this context. The unsupervised option means that Fasttext is
finding semantic relations among the terms. The word window
of 10 terms limits the probability model to overlapping
sequences of 10 terms. The lack of sequence information on
terms within a day means that the method needs more data to
obtain a more accurate probability model of the text relations.
Fasttext returns 11,061 terms due to its own filtering.

Once the study has the vector mapping of each term from
Fasttext, the terms can be clustered into similar groups using
the Euclidean distance of the terms as the similarity measure
[23]. Thisisperformed with the hclust functionin Rv3.5.1[24].
As the goal of this clustering is to create features for the
predictive model, we chose alarge number of clusters, 1106 or
10% of theterms. A manual inspection of the clustersindicated
that a much larger number of clusters (2212 or 5%) may split
important sets of terms, and fewer clusterswould merge groups
that are less related to the outcome. Multimedia Appendix 1
shows the clusters for terms with individual memory and
cognition terms. For example, the terms memory_loss,
memory_issues, forgetful, memory, mild_cognitive_impairment,
mci, recalling_issues, lewy body_dementia, pseudodementia,
memory_dysfunction, frontotemporal_dementia, and
short_term_memory_loss all group together with a few more
terms in 1 cluster. No manual editing of the clusters was
performed. Notethat the use of the embedding on training terms
across al years, and the clustering of only those terms
effectively omits novel terms present in the test data. However,
because terms are theresult of the upstream NLP over all years,
the introduction of new termsin testing is rare. In production,
new terms can be mapped into clusters if necessary.

The models use all the same medical features as the structured
models and add 2 sets of features for the terms. One set of
features counts the unique days with a specific term attributed
to an individua or 1 of the 3 family types. The other set of
features counts unique days at the clustered term level; thus,
every term may appear twice, once specifically and oncein its
cluster.

Machine L earning

After computing these features, the same feature filtering method
proposed by Nori et a [12] is applied. These filters remove
features without sufficient support in the dataaswell asfeatures
whoseratio of matched to unmatched oddsratios aretoo extreme
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(see Multimedia Appendix 1). The filter based on the ratio of
matched to unmatched odds avoids the inclusion of terms that
are primarily associated with age and not with the outcome.
Age-related terms can have a high unmatched odds ratio but a
low matched odds ratio; thus, the ratio of these 2 values can
filter these outliers. The ratio thresholds of 0.5 and 4 are used
to remove features that are too skewed to age. For example,
screening mammography has a very low unmatched odds ratio
because it skews highly to younger women; the ratio of its
unmatched to matched odds would belessthan 0.5, and it would
be removed from the model.

The models are fit with LightGBM [25], an algorithm that fits
agradient boosting machineto the 0 or 1 outcomevariable using
a series of decision trees. After solving the first model with a
tree, another model isfit with a new outcome initialized to the
residuals of the prior tree's fit. The series of residua fits
optimize the loss function of the origina model [26,27].
LightGBM also uses advanced methods such as sampling the
feature space and pooling features into importance sets for
improved performance. This study varied the parameters of
LightGBM using a grid search; the model quality is assessed
on the validation data, and the best model is selected. The study
searched the featurefractions (.25, .2, .15), learning rates (.015,
.01, .02), minimum data in leaf (1000, 800, 500), number of
trees (300), and size of trees (127, 63). Each model wasallowed
to search independently for the parameter set that maximized
itsquality, asmeasured by the validation set’s positive predictive
value (PPV).

Results

This study reports 3 summary measures of model quality. The
area under the curve (AUC) score is the probability that a
random case scoreishigher than arandom control. A drawback
of AUC isthat it is a global measure of discrimination, and it
does not reflect the decision boundary to take action on ascore
from the model. With thisin mind, we report 2 other measures,
the PPV and lift.

PPV isthe percentage of true positivesin the at-risk population.
To compute the PPV across this population, where the
prevalence varies widely by age, we apply athreshold per age
group where the number of patients at risk in each age group
matches the age-based prevalence of cases.

Lift is the ratio of PPV to prevalence. Its values range from 0
to infinity. The lift reflects the improvement in the model over
arandom choice. For arare disease, PPV may be low because
the outcome is hard to detect and dividing by the prevalence
provides a standardized way to correct for the prevalence.

Table 3 and Figure 2 show the model quality statistics for the
baseline models without the clinical notes features and after
adding the notes' termsand term clusters. In general, the models
with clinical notes always have a higher AUC score, and the
PPV and lift scores are higher in al but 1 year. Averaged over
all models, the PPV was 5 points higher and the AUC was 4
points higher when termsand term clusterswereincluded. Year
0 baseline values were reported by Nori et al [12].
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Table 3. Quality of model fit on the test data.
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Year Sensitivity Specificity Areaunder the curve Lift
Baseline Clinicd Basdline Clinica Baseline Clinical Baseline Clinical
notes notes notes notes
0 0.45 0.68 0.98 0.99 0.84 0.94 13.92 16.39
3 0.27 0.30 0.95 0.95 0.67 0.70 412 4.62
4 0.27 0.29 0.94 0.95 0.66 0.69 3.80 4.03
5 0.25 0.28 0.94 0.94 0.61 0.68 3.23 3.60
6 0.25 0.24 0.93 0.93 0.62 0.63 291 2.84
7 0.24 0.26 0.91 0.92 0.62 0.68 2.39 252
8 0.25 0.26 0.91 0.91 0.59 0.58 2.34 243

Figure2. Model quality measures. AUC: area under the curve; PPV: positive predictive value.
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Table 4 shows the most important features in the onset year.
The variable naming convention is cls, which is the prefix for
cluster variables; idv for individual terms; OFam for other
family; IFamfor immediate family; ETG for episode treatment
groups, RXG for medication therapeutic groups;, ICD for
International Classification of Disease version 9 (ICD-9); and
CPT for Current Procedures and Terminology version 4.
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Tree-based machine learning algorithms rank variables by
gain—how much the fit improves after that featureisused in a
tree node. The gain is a dimensionless value, so we report the
percentage of total gain attributed to each featurefor all features
up to 80% of thetotal gain. We refer to variables that meet this
threshold as important variables. Important variables for the
other years are shown in Multimedia Appendix 1.
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Table 4. Important variables at onset (year 0) Total Gain (N) is 22,040,569.

Varigbletype  Variable name Gain, n Percent gain ~ Cumul ativ_e
percent gain

cs Dementiaand Alzheimer dementia 3,298,549 15.0 15.0

cls Memory loss and memory issues 2,833,536 129 27.8

idv Dementia 2,162,843 9.8 376

idv memory_issues 1,525,697 6.9 44.6

idv memory_loss 1,498,113 6.8 51.4

idv mild_cognitive_impairment 459,131 21 534

idv Forgetful 419,780 19 55.3

cls Alzheimer disease and other family memory issues 382,811 17 57.1

ETG Neurological diseases signs and symptoms 378,955 17 58.8

idv cognitive_impairment 346,991 16 60.4

idv Memory 337,701 15 61.9

ICD Altered mental status 275,533 13 63.2

idv memory_lapses 256,076 12 64.3

idv short_term_memory_loss 252,683 11 65.5

CPT Neuropsychological testing (eg, Hal stead-Reitan neuropsychological battery, 245,279 11 66.6

Wechsler memory scales, and Wisconsin card sorting test), per hour of the psychol-
ogist’s or physician’stime, both face-to-face time administering tests to the patient
and time interpreting these test results and preparing the report

cls Cognitive impairment and hearing impairment 232,700 11 67.6
idv Alzheimers_disease 221,324 1.0 68.6
cs Cognitive issues and cognitive disorder 214,553 10 69.6
ETG Mood disorder, depressed 214,171 10 70.6
CPT Magnetic resonance (eg, proton) imaging, brain (including brain stem); without 213,180 1.0 715
contrast material
ICD Unspecified persistent mental disorders due to conditions classified elsewhere 174,643 0.8 72.3
cls Memory lapses and concentrating 163,176 0.7 731
idv getting_lost 159,014 0.7 73.8
CPT Computed tomography, head or brain; without contrast material 150,658 0.7 745
cls Family dementia and memory disturbance 125,350 0.6 75.1
ETG Psychotic and schizophrenic disorders 121,595 0.6 75.6
dem Age 118,598 05 76.1
RXG Atypical antipsychotics 115,677 0.5 76.7
ETG Mental disorders, organic and drug-induced 114,621 05 77.2
cls Pain and tenderness 106,109 0.5 777
CPT Neuropsychological testing (eg, Hal stead-Reitan neuropsychological battery, 100,425 05 78.1

Wechsler memory scales, and Wisconsin card sorting test), with qualified health
care professional interpretation and report, administered by technician, per hour of
technician time, face-to-face

dem Number of encounters 94,671 0.4 78.6

RXG Selective serotonin reuptake inhibitors 93,374 04 79.0

OFam informant 92,567 04 79.4

idv relaxing_issues 84,741 04 79.8

ICD Depressive disorder, not elsewhere classified 77,831 0.4 80.1
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Figures 3 and 4 extract terms that contain the phrases memory,
dementia, and root cognit to see how the terms’ prevalence
varies over time. The top 15 terms ordered by matched case
prevalence are displayed in 3 groups of 5 to allow scaling of
the y-axis in each group. The plots show the prevalence of the
unmatched validation data. The terms are present in each year
if they are part of the model features for that year, but the

Figure 3. Frequency of cognitive termsin cases.
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filtering rules can omit them. For example,
mild_cognitive_impairment appears in model years 0 through
6 but not in years 7 and 8 dueto filtering. The cluster containing
mild_cognitive_impairmentisin all modelsand isimportantin
all but the year 8 model. Figure 4 showsthe plot of these terms
in the control population, that is, a positive term for those
without an incident diagnosis.
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Figure 4. Frequency of cognitive termsin controls.
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Discussion

Principal Findings

Itisremarkablethat even with all the diagnosisand prescription
codes aswell as neurological testing and radiology procedures
available from the claims and structured EMR data, the clinical
notes terms account for thefirst 8 and 21 of the 36 top predictors
in the onset year model (Table 4). This indicates that the EHR
data collection process collects important terms and that the
NLP workflow is processing the clinical notes in a helpful
manner. The most important non-note features are mood
disorders, especially depression, psychoses, and prescription
treatments for those disorders. It also may indicate that the
clinical notes terms are a better indication of the prognostic
symptoms than the structured data.

In the longer-term predictions, there are 3 data factorsinvolved
in decreasing accuracy. First, the cohorts rapidly decrease in
size; for example, the training data at year 8 is 1% the size of
the onset year (Table 1). This decrease in size is not just a
survivorship issue, but the clinical notesdata collection process
was in its first year in year 8, so the diminishing size is a
reflection of data collection growth from year 8 to year 0.
Finally, there is commensurate growth in the features present
inthe model from 3450 to 7391 from year 8 to year 0, including
all the medical coded features. As the scope of the data asset
grows, it is possible that the future version of this model could
perform better with little new modeling effort.
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With ample evidence that ADRD is under coded [28-31], this
dataset shows the existence of clinical notes with positive
sentiment of many termsrelated to ADRD many years preceding
the onset date of the cohort. The existence and ability of the
model to extract terms such as memory |oss, agitation, anxiety,
and depression in the year 6 model (see Multimedia Appendix
1) demonstrates that these concerns are being coded in the
clinical notes well before the ADRD diagnosis is recorded.

The family history terms are not as helpful as the individual
terms. The only family term that survives in the important
predictorsis animmediate family history of Alzheimer disease
only in the models for years 3, 4, and 5, but never over 0.3%
of the total gain.

Figures 3 and 4 indicate that memory loss and other terms
involving cognition and dementia are present at higher rates
than one may expect. Memory loss is present in more than
13.52% (3522/26,054) of cases throughout the model years.
Clearly, one wonders if the cases with these terms have a
delayed diagnosisin the structural data. Furthermore, Figure 4
shows that the controls had at least 7.07% (7364/104,216)
prevalence of memory lossin all model years. Although not all
memory lossis an indication of ADRD, these prevalences are
in a population whose mean age is in the low 60's (Table 1)
and could be an indication of under coding ADRD in the
controls. However, the crux of the issue is that these memory
terms in clinical notes may not reflect the underlying
physiological changes of dementia or under coding.
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Comparison With Previous Work

The structured models fit by Nori et a [12] found evidence of
increased mental health, neurological testing, and anticholinergic
risk factors found in other studies, as well as cardiovascular
risk, which has been associated with vascular dementia[31-33].
The structured modelsin Nori et al’s study [12] did not confirm
diabetes mellitus asarisk factor, asfound in Haan's study [33].
However, this study does find diagnoses of diabetes mellitus
asimportant inthe 3-, 4-, 5-, and 8-year models both asacoded
diagnosis as well asin the notes. In addition, the clinical notes
as far back as 6 years do identify metabolic syndrome and a
cluster of terms related to insulin resistance as important (see
Multimedia Appendix 1). Thisisimportant because thereisan
|CD codefor metabolic syndrome, but that code does not surface
in the structured data models. This provides some evidence in
support of Haan's study [33], which is not present in the
structured model.

Several previous studies have attempted to model the risk of
Alzheimer and related disorders. Most of these have been small
studies using detailed clinical data [3-9]. Recently, several
studies have used widely available claims data to predict the
onset of Alzheimer and related disorders [10-12]. These
claims-based models achieved similar results similar to those
of earlier studies (AUC ranging from 0.60 to 0.78). Our study
shows that incorporating EHR data into the analysis resultsin
significant additional improvements in the performance of
models predicting Alzheimer and related disorders.

Limitations

This analysis was conducted using administrative claims and
EHR data. The accuracy of diagnostic coding is aknown issue
with claimsdata. In the case of dementia, diagnostic inaccuracy
isespecially challenging in distinguishing between its different
forms. In related work, we are exploring methods that explicitly
address errors in the labeling of those who have dementia, and
this appearsto be promising [12]. Nevertheless, it isinteresting
to note that, despite the diagnostic coding issues, our models
perform on par (or better) than previously published models
using much deeper clinical information.

Conclusions

Our findings have important implications for the usefulness of
predictive models based on administrative claims and EMR
data to identify individuals at risk of dementia. Given the
widespread availability of claimsdatathat are already routinely
used to identify individuals for interventions such as disease
management programs, it is clear that predictive models could
clearly be much morewidely used to support individuals at risk
of dementia in the community to help delay or even prevent
institutionalization in nursing homes as well asaid in financial
planning and provide other support needed by families having
amember with dementia.

Similarly, the widespread availability of EHRs in clinical
settings would enable clinicians to make use of predictive
model sto support their patientswith dementiaand their families.
In the rarer settings where both claims and EHR data are
available, our findings indicate that predictive models will be
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even more effective at identifying patients with dementia who
could benefit from social support.

A second, very important, application of machine learning
modelsisto identify patientsfor recruitment into clinical trials.
Collecting the clinical data needed for screening dementia
patients for clinical trials is extremely expensive—in the case
of Alzheimer disease estimated to be over US $4000 to screen
patients with cognitive assessments and positron emission
tomography scans [34,35]. This cost is inflated by the need to
screen many individuals for every individual identified. Any
tool that reduces the number of patients needing to be screened
will reducethe cost of patient recruitment. Asreportedin Table
3, models using EHR data correctly identified 2.5 times the
number of patientswith dementiarelative to baseline prevalence
8 years to diagnosis and 16.4 times the baseline prevalence at
the time of diagnosis. Although model performance declines
further from diagnosis, these results suggest that predictive
model s based on machinelearning methods could also be hel pful
in identifying patients earlier in their disease course. This is
important for both the provision of social support and clinical
trial recruitment. In the case of socia support, it may well be
the case that intervening earlier will be more effective in
delaying nursing home institutionalization, and it would
certainly give families more time to prepare for such an
outcome. Inthecase of clinical trids, it ispossible that recruiting
patients who are earlier in the disease course may improve the
effectiveness of pharmacologic interventions, which, to date,
have been of little clinical value.

Clinical notes data extracted into deidentified structured tables
can be useful in adding value to models built with structured
data. The accuracy of the onset year model is much higher than
that of other modelsin the literature (94% AUC vs in the 70%
range) [8,20-33]. This ability to discriminate with a PPV of
68% (51% higher than without notes) means that this model
can be an effective screening tool for patient and provider
follow-up. Therapid declinein model quality beyond diagnosis
limits the utility of the model for long-term prediction. It is
unclear if thisdecline can be easily remedied once more clinical
notes data are available or if this indicates a more important
issue of primary data collection and under coding with more
challenging remedies.

Clustering terms from the deidentified clinical notes helps to
overcome variation in how clinical notes are written across
diverse provider groups. The term clusters also boost the
strength of the group by combining similar concepts into a
coherent feature that improves prediction.

Future work should focus on semisupervised approaches that
expand the data available for training by learning to label data
in a consistent manner. Work on semisupervised methods can
also help enhance the reliability of case/control labeling for
ADRD, as started by Nori et al [12].

Recent work by Xie[36] shows promisefor augmenting labeled
data with use cases outside the medical domain. It is not yet
clear if these methods can augment/perturb medical record data
in away that can boost model performance.
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Abstract

Background: Artificial intelligence—based assistive diagnostic systems imitate the deductive reasoning process of a human
physicianin biomedical disease diagnosis and treatment decision making. Whileimpressive progressin this area has been reported,
most of the reported successes are applications of artificia intelligence in Western medicine. The application of artificial intelligence
in traditional Chinese medicine has lagged mainly because traditional Chinese medicine practitioners need to perform syndrome
differentiation as well as biomedical disease diagnosis before atreatment decision can be made. Syndrome, a concept unique to
traditional Chinese medicine, isan abstraction of avariety of signsand symptoms. The fact that the rel ationship between diseases
and syndromesis not one-to-one but rather many-to-many makesit very challenging for amachineto perform syndrome predictions.
Sofar, only ahandful of artificial intelligence—based assistive traditional Chinese medicine diagnostic models have been reported,
and they are limited in application to a single disease-type.

Objective:  The objective was to develop an artificial intelligence—based assistive diagnostic system capable of diagnosing
multiple types of diseases that are common in traditional Chinese medicine, given a patient’s el ectronic health record notes. The
system was designed to simultaneously diagnose the disease and produce alist of corresponding syndromes.

Methods: Unstructured freestyle electronic health record notes were processed by natural language processing techniques to
extract clinical information such as signs and symptoms which were represented by named entities. Natural language processing
used a recurrent neural network model called bidirectional long short-term memory network—conditional random forest. A
convolutional neural network was then used to predict the disease-type out of 187 diseases in traditional Chinese medicine. A
novel traditional Chinese medicine syndrome prediction method—an integrated learning model—was used to produce a
corresponding list of probable syndromes. By following amajority-rule voting method, the integrated learning model for syndrome
prediction can take advantage of four existing prediction methods (back propagation, random forest, extreme gradient boosting,
and support vector classifier) while avoiding their respective weaknesses which resulted in aconsistently high prediction accuracy.

Results: A dataset consisting of 22,984 electronic health records from Guanganmen Hospital of the China Academy of Chinese
Medical Sciences that were collected between January 1, 2017 and September 7, 2018 was used. The data set contained a total
of 187 diseases that are commonly diagnosed in traditional Chinese medicine. The diagnostic system was designed to be able to
detect any one of the 187 disease-types. The data set was partitioned into atraining set, avalidation set, and atesting set in aratio
of 8:1:1. Test results suggested that the proposed system had agood diagnostic accuracy and astrong capability for generalization.
The disease-type prediction accuracies of the top one, top three, and top five were 80.5%, 91.6%, and 94.2%, respectively.

Conclusions: Themain contributions of the artificial intelligence—based traditional Chinese medicine assistive diagnostic system
proposed in this paper arethat 187 commonly known traditional Chinese medi cine diseases can be diagnosed and anovel prediction
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method called an integrated learning model is demonstrated. This new prediction method outperformed all four existing methods
in our preliminary experimental results. With further improvement of the algorithms and the availability of additional electronic
health record data, it is expected that a wider range of traditional Chinese medicine disease-types could be diagnosed and that

better diagnostic accuracies could be achieved.

(JMIR Med Inform 2020;8(6):€17608) doi:10.2196/17608

KEYWORDS

traditional Chinese medicine; TCM; disease diagnosis; syndrome prediction; syndrome differentiation; natural language processing;
NLP; artificial intelligence; Al; assistive diagnostic system; convolutional neural network; CNN; machine learning; ML;

BiLSTM-CRF

Introduction

The field of machine learning has experienced unprecedented
and rapid development in recent years; this growth can be
attributed to three factors—advanced artificial neural network
architecture and algorithms, enhanced computing power, and
the availability of vast amounts of training data. Machine
learning has been successfully applied to many fieldsincluding
medical health systems. Applications of machine learning in
medical health systems can be roughly classified into two
categories—image-based such as radio imaging analysis and
text-based such as el ectronic health record analysisusing natural
language processing. Numerous reports have shown strong
performance of image-based machine learning applications
[1-6] while the successful development of text-based medical
applications|[7,8] remains achallenge because of itsunstructured
and diverse form of input data. In this age of digital medicine
(and itsassociated deluge of digital information), it has become
a daunting task for medical experts to fully utilize medical
history and the test result datain atimely fashion; therefore, it
isnot only possible but necessary that machinelearning is used
to assist medical professionals in diagnostic and treatment
decision making. Systems that can be used to assist medical
professionals in this decision making are often called assistive
diagnostic systems.

Assistive diagnostic systems have become an intense research
focus for both medical practitioners and scientists in the past
decade. A typical assistive diagnostic system consists of a
functionality that extracts critical clinical information such as
symptoms from electronic health record, and another
functionality that performs deductive reasoning to predict or
diagnose biomedical diseases based upon the extracted clinical
infformation. Liang et a [9] reported an artificia
intelligence-based pediatric disease diagnostic system that
demonstrated high diagnostic accuraciesin diagnosing common
childhood diseases across multiple organ systems which was
comparable to that of experienced physicians. This was
accomplished by using anatural language processing technique
to extract relevant symptom information from electronic health
record notes, and by using logistic regression classifiers to
predict the disease based upon the symptoms.

In comparison to treatment decision making in Western
medicine, treatment decision making in traditional Chinese
medicineis more challenging. In traditional Chinese medicine,
physicians need to perform syndrome differentiation [10] as
well as disease diagnosis before adecision concerning treatment

http://medinform.jmir.org/2020/6/€17608/

can be made. A syndrome is a concept unique to traditional
Chinese medicine and isan abstraction of avariety of symptoms
and signs—it isapathological summarization of aspecific stage
of adisease. A syndrome covers disease location, etiology, and
the struggle between the disease’s pathogenic factors and the
body’s resistance. In traditional Chinese medicine, the
relationship between disease and syndrome is not one-to-one.
Instead, disease to syndrome mapping may be considered
many-to-many; therefore, the application of machine learning
to decision-making processes in traditional Chinese medicine
is challenging. Numerous attempts have been made to apply
machine learning to traditional Chinese medicine to assist
physiciansin their trestment decisions[10-13]. Zhou et al [12]
proposed atraditional Chinese medicine diagnostic model with
multilabel classification. The model takes symptoms as input
and predicts medicine disease-type and corresponding
syndromes and was able to show good diagnostic accuracy. Liu
et a [13] used adeep learning technique and one-versus-the-rest
strategy for multilabel classification in diagnostic modeling for
syndrome differentiation of traditional Chinese medicine chronic
gastritis diseases and also achieved good results.

Despite these encouraging preliminary results, existing artificial
intelligence—based traditional Chinese medicine systems have
been limited in what their diagnostic model can diagnose
(typically only onetype of traditional Chinese medicine disease).
In practice, it is highly desirable for an assistive diagnostic
system to be capable of diagnosing or differentiating between
multiple diseases and syndromes.

In this paper, we present an artificial intelligence—based
traditional Chinese medicine diaghostic system which can
diagnose 187 diseases common in traditional Chinese medicine
and predict their associated syndromes from unstructured
freestyle electronic health records. In the system, notes from
freestyle electronic health record are first processed using a
bidirectional long short-term memory network with conditional
random forest [14-17] to form structured data, then features are
extracted from the structured data and further vectorized. A
convolutional neural network for processing text [18,19] was
used to predict which traditional Chinese medicine disease was
diagnosed from the vectorized data, and an integrated learning
model was used to predict the disease’s corresponding
syndromes.
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Methods

Overview

A high-level block diagram of the diagnostic system is shown
in Figure 1. The system consists of four subsystems—natural
language processing, feature extraction, disease diagnosis, and
the syndrome prediction. The natural language processing
subsystem takes notes from freestyle electronic health record
asinput, extracts named entities, and produces structured data
from the recogni zed named entities and the rel ationships among
the named entities. The feature extraction subsystem extracts

Zhang et a

clinical information useful in disease diagnosis and syndrome
differentiation from the structured dataand produces additional
vectorized data as output. The vectorized data are fed into a
disease diagnosis network to predict the disease and are then
given to the syndrome prediction subsystem to produce a list
of syndromes. The syndrome prediction subsystem consists of
187 models, each of which correspondsto adiseasein traditional
Chinese medicine. The output of the disease diagnosis subsystem
isused asinput for the syndrome prediction subsystem in order
for the syndrome prediction subsystem to sel ect the appropriate
model to use.

Figure 1. Block diagram of the proposed assistive diagnostic system. EHR: electronic health record; NL P: natural language processing; TCM: traditional

Chinese medicine.

structured
data

EHR
notes

Feature
Extract

NLP

Natural Language Processing Subsystem

The natural language processing subsystem is responsible for
generating structured data from unstructured electronic health
record notes. Its internal block diagram is shown in Figure 2.
There are three functional blocks in this subsystem. The first
block preprocesses electronic health record notes, the second

vectorized

Disease
diagnose

TCM
disease

data

List of
syndromes

Syndrome
predict

block annotates and corrects, and the third, which is a
bidirectional long short-term memory network with conditional
random forest, isresponsible for named entity recognition. The
second block exists only during thetraining phase of the system;
during the testing and application phase, notes do not need to
be annotated, thus the second block is bypassed.

Figure 2. Natural language processing subsystem block diagram. Dashed-lines indicate that the component’s existence is conditional based upon
whether the system is in the training phase. BiLSTM-CRF: bidirectional long short-term memory network with conditional random forest; EHR:

electronic health record; NLP: natural language processing.
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Electronic Health Record Notes Preprocessing

Electronic health record notes were preprocessed by removing
unnecessary or unusable components of the electronic health
record such as pictures. Noteswere transformed into a standard
format (half-angle encoding was used); notes were written in
Chinese, and since Chinese characters can be encoded in either
full-angle or half-angle format, a standard format was required.
Freestyle noteswere sorted and divided according to predefined
sections such as chief complaint, family medical history, etc.

Electronic Health Record Notes Annotation

In the training data set, all electronic health record notes were
annotated to be used for supervised training of the bidirectional
long short-term memory network with conditional random
forest, the convolutional neural network for processing text,

http://medinform.jmir.org/2020/6/€17608/

and theintegrated learning model network. Noteswere annotated
with named entities and the rel ationships among entities. Figure
3 shows sample annotation of the electronic patient record of a
patient with a coughing history of 40 years who experienced
severe coughing in the 15 days prior to visiting the physician.
The éectronic health record indicates that the patient entered
the hospital in a wheelchair and was observed as being pale,
weak, and in good spirit. Observations based upon physical
examination of the tongue were recorded in the notes; tongue
quality was observed as being pale red, furred, with white and
greasy coating. Through annotation, the notes were marked with
named entities such as cough, tongue quality, and pulse
observation. Clinical information contained in the electronic
health record notes wasfirst processed by computer to form the
initial training data. Subsequently, medical experts manually
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examined and corrected the preliminary resultsto form thefinal

Figure 3. Example of electronic health record notes annotation.
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Bidirectional Long Short-Term Memory Network With
Conditional Random Forest Network for Named Entity
Recognition

The bidirectional long short-term memory network with
conditional random forest was responsible for generating
structured data from the preprocessed electronic health record
notes. Thiswas accomplished by employing arecurrent neural
network as shown in Figure 4. Numerous studies have shown
that a bidirectional long short-term memory network with
conditional random forest isbest suited for processing sequential
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data such as speech and text [14-16].The open-source
implementation [17] of the model presented by Lample et &
[16] was adopted for the construction of our bidirectional long
short-term memory network with conditional random forest
system.

With this network, named entitiesin the electronic health record
notes can be extracted and properly placed in predefined data
structures according to the relationships among the named
entities. Figure 5 shows an example of the mapping between
the electronic health record notes and the structured text with
predefined sections.
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Figure4. Bidirectional long short-term memory network with conditional random forest block diagram. CRF: conditional random forest; LSTM: long
short-term memory; NN: noun, singular speech tag; PRP: personal pronoun speech tag; VBO: verb speech tag; VBP: verb, singular present speech tag.
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Figure5. Anexampleof named entity extraction from electronic health record notes. EHR: electronic health record; TCM: traditional Chinese medicine.

EHR Notes Named Entities
Chief complaints Section name |Element name Element value
SYMpton name chest tightness
occasional chest tightness for 6 . sympton duration 6 menths
moenths. Worsened chest tightness along Chle_f accompanying sympteor (AC) chest pain
with chest pain in the past ftwo weeks. complaints 45 duration 2 weeks
Recent sickness history
chest tightness got worse two weeks ago Pathological |sympton name chest tightness
due to physical fatigue, accompanied by histery sympton cause fatizue
dry mouth, bitterness in mouth, led to
chest pain for about 20 minutes. Felt place of hirth Eeijing
better after taking some cardio—resecue Fersonal smoking history 30 vears
pills. admitted as “coronary heart history drinking histery 30 vears
disease” patient
Personal history |[tongue quality red
born and lived in Beijing, with a smoke TCN furred tongue thin and yellew
history of 30 wyears, drinking history Diagneses tongue body fat and big
of 30 wears pulse weak
TCH four diagnoses:
looks normal, calm, sound weak, breath
calmly, tongue being red, body of
tongue being fat and big, furred tongue
being thin and vellow: pulse weak
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Feature Extraction Subsystem

Thefeature extraction subsystem was responsiblefor extracting
useful information from the structured text data. The internal
blocks of this subsystem are shown in Figure 6. The structured
text contained many redundant and nonrelevant entries since
the data structure was defined for ageneralized purpose. During
the feature extraction process data were cleaned, descriptions
of symptoms and physical conditions were standardized (given
that different physicians may have used different wording) using
a predefined dictionary, a process called split-and-join was
performed. Since the same named entity could be found in
different sections of the structured text, for example, in the
medical history aswell asin the chief complaint, this step split
the sections into parts and joined the relevant parts based upon
their features.

Figure 6. Block diagram of the feature extraction subsystem.

Zhang et a

During feature selection, entities corresponding to the same
symptom were correspondingly ordered. For example, a chief
complaint of “coughing for 3 days accompanied coughing
phlegm for 2 days’ contained two symptom
entities—" coughing” and “coughing phlegm”—and two time
entities—" 3 days’ and “2 days.” Inthisexample, atotal of four
symptomswere obtained— “coughing”, “ coughing for 3 days’,
“coughing phlegm,” and “ coughing phlegm for 2 days’— from
which aweighted sum was calculated. An entity’s weight was
calculated based upon the time distance from the current time
asweight(n+ 1) = weight(n) + increment, wheren=0, 1, 2, ...N,
increment= 1/N, weight(0)=0 and N was the total nhumber of
timeunits. Thisformulagivesalarger weight valueto an entity
that is nearer in time to the current time, and a smaller weight
value to an entity that is further in the past. The weighted sum
was used to decide which features were extracted and the
extracted features were output as vectorized data.

structured
text

data
cleaning

standardization

vectorized
data

feature
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split-
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Convolutional Neural Network for Processing Text
Disease Diagnosis Subsystem

Convolutional neural networks are composed of aternating
convolution and pooling layersand afully connected layer. Due
to the characteristics of convolution kernel, the features
represented by adjacent elementsin a2-dimensional space can
be mined. Similarly, in the field of natural language processing
field, 1-dimensional convolution kernels can be used to mine
correlations among different words in a sentence. A network
that uses convolutional neural networks for natural language
text processing is called a convolutional neural network for
processing text network. After word segmentation of a Chinese
sequence, word embedding represented each word with a
high-dimensional vector denoted by floating-point numbers to
convert a sentence into a 2-dimensional matrix. Convolution
operations are performed on the 2-dimensional matrix with
multiple convolution kernels whose widths were equal to the
dimension of the word vector dimension but which were of
different heights. Pooling operations were then performed to
classify and to predict Chinese text [19].

The structure of the convolutional neural network model used
in this study is shown in Figure 7. The inputs were the named
entities and their relationships that were extracted from the
database of the structured medical record information. To ensure
that the input length was consistent, the maximum number of
words in the sample was set to L and zero-padding was used.
From the word embedding layer, a word matrix with a size of

http://medinform.jmir.org/2020/6/€17608/

149,076x100 was obtained. Theword vector model used inthis
experiment was trained by the public open-source Gensim
module, whose corpusis composed of Chinese el ectronic health
record data from multiple hospitals. The dictionary contained
149,076 words, each word represented by a 100-dimensional
word vector. A 2-dimensiona convolution was used in this
convolutional neural network. When selecting the model
structure and parameters, various factors such as sample size,
hardware equipment performance, model complexity,
characteristics of the electronic heath records, and past
experimental experience were considered. The grid search
method was used to set multiple values in descending order,
and to select the best parameter value from different rangesand
magnitudes of the same parameter. By comparing the accuracy
of the trained model with that of the test set, we set 256
convolution kernels with dimensions of (L-1)* 100, (L-2)* 100,
and (L-3)*100 (asfilters), from which 256 2x1, 3x1, and 4x1
feature surfaces were obtained. A maximum pooling layer was
added to perform dimension reduction on the features of the
filter layer. Findly, the pooled vectors were stitched through
the fully connection layer as the input of the softmax
(normalized exponential) layer to predict the disease from 187
possible classes. Due to the complexity of the multiclass
classification problem and because the input electronic health
record data may not be ideal, the prediction accuracy of the
model inthefirst class cannot reach accuracy of 100%. Thetop
five classes can be predicted accurately and also have practical
significance; therefore, the top five are used in the model
prediction as the final output.
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Figure7. Illustration of the text convolutional neural network.
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Integrated M odel for Syndrome Prediction Subsystem

Syndrome differentiation is an integral part of treatment in
traditional Chinese medicine. The syndrome prediction
subsystem producesalist of the most probable syndromes based
upon the structured vector data. In theory, many machine
learning algorithms could be used for syndrome prediction;
however, in practice, not all are suited to the task due to the
characteristics of the relationships between disease and its
associated syndromes in traditional Chinese medicine. For
example, text processing convolutional networks were ruled
out since they cannot perform well in a situation where the
number of syndromes associated with a disease is small. Back
propagation [20] neural networks have strong nonlinear mapping
capabilities because they can approach arbitrarily close to any
continuous curve. Furthermore, back propagation possesses
flexibility in terms of the number of network layers, the number
of neurons in alayer, and the learning rate coefficients. Thus,
back propagation networks have been favored in traditional
Chinese medicine modeling [20]. The support vector classifier
[21] has a strong mathematical basis and has shown excellent
performancein situations where the number of samplesissmall,
the dimension is high, and thereis strong nonlinearity whichis
why support vector classifiers have previously been used for
syndrome prediction. Random forest [22] models have also
been used for syndrome prediction. Random forests employ
bootstrap aggregation ensemble methods which combine the
predictions from multiple independent decision trees. Extreme
gradient boosting [23] has recently become popular and has
proven to be effective in syndrome prediction.
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A closer examination of these four agorithms for syndrome
predictions demonstrated that, individually, they are prone to
either underfitting or overfitting in applications of syndrome
prediction. In our system, they were collectively employed to
form an integrated learning model for a given disease-type. In
this integrated learning model, the bootstrap aggregation
(random forest) ensemble method was used to combine the
predictions from different methods such as back propagation
and support vector classifier. The extreme gradient boosting
was used to combine weak classifiers into a strong classifier.
Figure 8 illustrates the 187 integrated models, each of which
can produce alist of syndromes for a given disease.

Each of the models consists of four individual agorithms—back
propagation, support vector classifier, random forest, and
extreme gradient boosting. Asshownin Figure 9, theintegrated
model selects the final output from the outputs of the four
algorithms by majority-rule. In majority-rule, the selection
decision is based upon the highest number of votes for the
outputs from each of the four algorithms. This approach not
only overcomes the drawbacks of underfitting and overfitting,
but al so takes advantage of the strength of individual algorithms
in predicting syndromesfor some but not other types of diseases.

Theintegrated learning model approach has a better capability
for generalization compared to the capabilities of existing
approaches. This alows our artificia intelligence—based
assistive diagnostic system to handle 187 classes of disease
while existing systems may only be capable of handling one or
two.
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Figure8. Illustration of the 187 integrated models.
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Figure9. Block diagram of the Integrated learning model. BP: back propagation; RF: random forest; SV C: support vector classifier; XGBoost: extreme
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Results

Data Source

The data set used in this research was obtained from
Guanganmen traditional Chinese medicine Hospital in Beijing,
China. A total of 22,984 electronic health record notesthat were
generated between January 1, 2017 and September 7, 2019 were
used for thetraining, validation, and testing of thissystem. This

http://medinform.jmir.org/2020/6/€17608/

data set contained 187 first-category diseases and atotal of 466
first-category syndromes. Furthermore, these 187 traditional
Chinese medicine diseases are among the 236 most common
diseases in traditional Chinese medicine [24]. These diseases
cover internal medicine, gynecology, pediatric, orthopedicsand
traumatol ogy, otolaryngology, dermatology, and surgery.

Originally, there were 23,719 electronic health record notes. A
quality control process was applied to exclude notes with
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incompl ete records such as missing admission page or discharge
page, or notes with inconsi stent information such as conflicting
information between admission page and discharge page. In
addition, notes that did not contain standard descriptions of
complaint were discarded to eliminate biased or incorrect
opinionsfrom different physicians. From this process, 735 notes
were discarded resulting in a total of 22,984 notes that were
included.

Thedistribution of the number of electronic health record notes
for different diseases and syndromes was 2180, 1913, 109, and
584 notes for cluster disease, diabetes, asthma, and spleen
disease, respectively. Since this distribution imbalance would
lead to bias that favors those with a large number of training
samples and would reduce the system’s generalization
capability, to mitigate thisissue, upsampling and downsampling
were used to preprocess the original data set in order to make
sample distribution approximately even. Upsampling with the
synthetic minority oversampling technique was used to increase
the number of electronic health record notes for asthma and
spleen disease to 1000 each, while the number of electronic
health record notes for cluster disease and diabetes were each
trimmed to 1000 through downsampling.

The processed data set was then partitioned into the training
set, the validation set, and the testing set in a typical ratio of
8:1:1. Thetraining set was used to train the coefficients of the
models, the validation set was used for adjusting the model
parameters, and the test set was used for measuring the
performance of the system. During the partition of the data set,
a k-fold+bootstrap resampling technique was employed to
process the training set and the validation set. Generalization
capability wasimproved by searching the best superparameters
on different partitions during the training and integration of
multiple models.

Validation

One-tenth of the total number (2298/22,984) of electronic health
record in the data set was used for validation. The purpose of
validation was to fine tune the neural network parameters.
Disease Diagnosis Results

The convolutional neural network for processing text disease
diagnostic system was trained with a data set that contains 187
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types of traditional Chinese medicine diseases. Thetest data set
contained 2298 copies of electronic health record notes. The
test results on the trained convolutional neural network for
processing text model were 83.9% for the top 1 score, 92.4%
for the top 3 score, and 95.7% for the top 5 score. Asindicated
by the test results, disease diagnosis generated relatively high
diagnostic accuracies for the top 1, top 3, and top 5 score. The
top 1 score, thetop 3 score, and thetop 5 score were cal culated
as follows. First, the list of predicted diseases was sorted into
descending order based upon associated probabilities. If the
number one predicted disease matched the target disease, then
the test was considered a success for the top 1 score. If one of
the first three predicted diseases matched the target disease,
then the test was considered asuccess for thetop 3 score. If one
of the first five predicted diseases matched the target disease,
then the test was considered a success for the top 5 score.

Based on the above definitions for the top 1 score, the top 3
score, and the top 5 score, naturally, it is always valid that the
top 5 score > the top 3 score > the top 1 score. The results also
suggest that even for only the top 1 score, prediction accuracy
ishigh.

Syndrome Prediction Results

For each traditional Chinese medicine disease, a syndrome
prediction model of that disease was trained. Under the same
experimental conditions and data set, a 5-fold cross-validation
method was used to evaluate the prediction results of each of
the four algorithms and that of the integrated learning model.
The calculated prediction accuracies of all 187 traditional
Chinese medicine diseases were calculated. For the sake of
brevity, only the results of 12 disease wereincluded in Table 1
along with the average accuracies over all 187 diseases.

As shown in Table 1, extreme gradient boosting generally
outperformed back propagation, support vector classifier, and
random forest methods. Furthermore, the integration learning
model reached an average prediction accuracy of 0.91, better
than any of the four known models. The reason for the
outstanding performance of the integration model lies in the
fact that it employed a majority-rule selection method for the
final prediction result.
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Table 1. Syndrome prediction results.
Syndrome Model Accuracy
Back Propagation Support Vector Classifier Random Forest Extreme gradient boosting  Integration
Medical condition
Bloody Stool 0.872 0.868 0.886 0.890 0.942
Abdominal Pain 0.808 0.800 0.822 0.880 0.877
Cough 0.832 0.872 0.894 0.896 0.935
Stroke 0.823 0.852 0.892 0.903 0.912
Insomnia 0.841 0.925 0.986 0.950 0.984
Hemoptysis 0.802 0.799 0.932 0.919 0.972
Blindness 0.784 0.779 0.790 0.846 0.803
Depression 0.809 0.817 0.819 0.820 0.826
Asthma 0.953 0.879 0.951 0.950 0.954
Anorectal Disease 0.908 0.861 0.879 0.901 0.893
Pepey Disease 0.832 0.865 0.870 0.887 0.892
Mean accuracy (of al 187) 0.822 0.872 0.868 0.886 0.913

Assistive Traditional Chinese M edicine Diagnostic
System

Existing assistive traditional Chinese medicine diagnostic
systems that have been reported can handle only one type of
disease or afew syndrome predictions. Our system can diagnose
187 traditional Chinese medicine diseases and the associated
syndromes. So far, we have not found systems similar to ours.

Theoverall system-level prediction accuracy was calculated by
dividing the total number of correct predictions by the number
of test cases. A correct prediction was defined by both disease
and syndrome having been correctly predicted, simultaneously.

The test results of system-level accuracy were 80.5% for the
top 1 score, 91.6% for the top 3 score, and 94.2% for thetop 5
score. Our disease diagnosis model and syndrome prediction
model together yielded relatively high diagnostic accuraciesfor
the top 1 score, top 3 score, and top 5 score.

Discussion

Principal Results

Unlike most previous research projects which have typically
focused on traditional Chinese medicine syndrome prediction
for only one disease-type, we successfully used machinelearning
to simulate hypothetical deductive reasoning similar to that of
human physicians in order to diagnose traditional Chinese
medicine disease and corresponding syndromes for 187 types
of diseases. The state-of-art syndrome prediction accuracy was
obtained by employing a new syndrome prediction model. The
prediction accuracy of this system is sufficient to assist
traditional Chinese medicine practitionersintheir daily clinical
work.

Limitations

The data set, which only spanned two years in a single
traditional Chinese medicine hospital, wasrelatively small. Not
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all common diseases and syndromeswere contained in thisdata
set; therefore, additional clinical data are needed to further
improve the system.

Comparison With Prior Work

Prior work reported by other researchers mainly focused on one
particular type of traditional Chinese medicine disease[20-23].
Our work is centered around the capability of diagnosing all
the traditional Chinese medicine diseases and associated
syndromes. At present, the proposed system can diagnose 187
out of 236 common traditional Chinese medicine diseases.

Conclusions

Artificial intelligencein diagnosing patientsis highly desirable
in today’s digital medical age. With an abundance of medical
information contained in freestyle medical health record notes,
machine |earning—based assi stive systems can mine the medical
data to extract useful and logical information and form
preliminary opinions on diseases and treatment plans. For
traditional Chinese medicine, syndrome prediction is also part
of the diagnostic process. Because traditional Chinese medicine
diseases can be linked to many syndromes, and syndromes can
be linked to many diseases, disease diagnosis and syndrome
prediction are more challenging in traditional Chinese medicine
than in Western medicine. An effective artificia
intelligence-based traditional Chinese medicine assistive
diagnostic system was devel oped in thisresearch by employing
bidirectional long short-term memory network with conditional
random forest for named entity recognition, a convolutional
network for text processing for disease diagnosis, and an
integrated learning model for syndrome prediction. The main
contribution of this paper isanovel syndrome prediction scheme
and convolutional network that represents 187 traditional
Chinese medicine diseases. The system was trained, validated,
and tested by using the data set obtained from nearly 23,000
electronic health record notes from Guanganmen Hospital. The
proposed system distinguishes itself from existing assistive
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systems in that it can predict traditional Chinese medicine [20-23]. Future work will include optimizing the convol utional
disease-type and syndromes simultaneoudly, and it can diagnose  network for processing text to learn all 236 common traditional
187 types of common traditional Chinese medicine diseases. Chinese medicine diseases, further improvement of the
Furthermore, preliminary results suggest that the system integrated learning model for syndrome prediction, and the use
achieved higher prediction accuracy than all existing systems  of additional electronic health record notes to train the system.
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Abstract

Background: Traditional Chinese medicine (TCM) has been shown to be an efficient mode to manage advanced lung cancer,
and accurate syndrome differentiation is crucial to treatment. Documented evidence of TCM treatment cases and the progress of
artificial intelligence technology are enabling the development of intelligent TCM syndrome differentiation models. This is
expected to expand the benefits of TCM to lung cancer patients.

Objective: The objective of this work was to establish end-to-end TCM diagnostic models to imitate lung cancer syndrome
differentiation. The proposed models used unstructured medical records as inputs to capitalize on data collected for practical
TCM treatment cases by lung cancer experts. The resulting models were expected to be more efficient than approaches that
leverage structured TCM datasets.

Methods: We approached lung cancer TCM syndrome differentiation as a multilabel text classification problem. First, entity
representation was conducted with Bidirectional Encoder Representations from Transformers and conditional random fields
models. Then, five deep learning—based text classification models were applied to the construction of a medical record multilabel
classifier, during which two data augmentation strategies were adopted to address overfitting issues. Finally, a fusion model
approach was used to elevate the performance of the models.

Results:  The F1 score of the recurrent convolutional neural network (RCNN) model with augmentation was 0.8650, a 2.41%
improvement over the unaugmented model. The Hamming loss for RCNN with augmentation was 0.0987, which is 1.8% lower
than that of the same model without augmentation. Among the models, the text-hierarchical attention network (Text-HAN) model
achieved the highest F1 scores of 0.8676 and 0.8751. The mean average precision for the word encoding—based RCNN was 10%
higher than that of the character encoding—based representation. A fusion model of the text-convolutional neura network,
text-recurrent neural network, and Text-HAN models achieved an F1 score of 0.8884, which showed the best performance among
the models.

Conclusions: Medical records could be used more productively by constructing end-to-end modelsto facilitate TCM diagnosis.
With the aid of entity-level representation, data augmentation, and model fusion, deep learning—based multilabel classification
approaches can better imitate TCM syndrome differentiation in complex cases such as advanced lung cancer.

(IMIR Med Inform 2020;8(6):€17821) doi:10.2196/17821
KEYWORDS

traditional Chinese medicine; syndrome differentiation; lung cancer; medical record; deep learning; model fusion
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Introduction

Lung cancer is a source of hardship worldwide, with high
incidence and mortality [1,2]. According to cancer registration
data collected by the Chinese National Central Cancer Registry,
over 650,000 people were diagnosed with lung cancer in 2011
[3]. Standard treatment options for lung cancer are surgery,
radiotherapy, and chemotherapy [4]. However, patients with
low health status, such as patients in advanced stages, tend to
have low tolerability of regular treatments [5]. As a respected
component of traditional Chinese medicine (TCM), Chinese
herbal medicine possesses the advantages of availability,
efficacy, and lower toxicity than chemotherapy and radiotherapy
[6]. Moreover, its benefits and underlying mechanismsin cancer
therapy have been elucidated by abody of research [7-10]. After
long-term practice, clinical evidence has aso shown that TCM
for cancer therapy can stabilize tumor lesions, enhance quality
of life, and prolong survival [11,12]. More than 1 billion TCM
treatments are performed in China every year according to the
China Public Health Statistical Yearbook [13], and this figure
is expected to increase further; meanwhile, the number of
high-level TCM expertsis insufficient to support the vast need
for TCM.

The efficacy of TCM treatment is based on syndrome
differentiation, a diagnosis method in TCM that stratifies
patients conditionswith their respective disease and then guides
the choice of TCM intervention [14]. Master TCM syndrome
differentiation is an intricate and time-consuming process.
Because the aptitudes of clinicians vary, it can be difficult to
maintain stable efficacy when treating a given disease.
Therefore, differentiating syndromes when confronted with
complex and aggressive cancers can be challenging [15].

From the perspective of informatics, the TCM syndrome
differentiation procedure can be regarded as supervised
classification. Statistical machinelearning algorithms have been
applied to establish TCM diagnosis models [16], such as naive
Bayes[17], decision tree[18], support vector machine[19], and
K-nearest neighbor [20]. However, in clinical practice, patients
can concurrently suffer from multiple diseases. In this case,
TCM diagnoses of severa syndromes can coexist. In this
circumstance, multilabel classifiers are applied to address a
problem in which a set of syndromes designates one sample.
Utilizing inquiry diagnosis, Liu et a [21] constructed coronary
heart disease syndrome differentiation models through various
multilabel learning algorithms. Their experiment showed that
the multilabel k-nearest neighbor a gorithm outperformed other
algorithms. Wang et al [22] formulated chronic fatigue syndrome
differentiation asamultilabel learning task. Combining random
forest, conformal prediction framework, and problem
transformation methods, they established a reliable diagnostic
tool with large-scale confidence levels from 80%-100%.

In accordance with the universal approximation theorem, adeep
neural network with agiven number of hidden layers should be
able to approximate any function that exists between input and
output [23]. With the proliferation of neural networks and the
growing body of TCM clinical records, syndrome differentiation
modeling approaches adopting deep neural networks have

https://medinform.jmir.org/2020/6/€17821
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become a trend. Liu et al [24] collected 919 TCM inquiry
diagnosis scales and established a deep belief network based
on a multilabel model for chronic gastritis TCM syndrome
diagnosis. Thisnetwork demonstrated superior performancefor
all five evaluation measures. Moreover, the average precision
was 2% higher than that of the second best performing
algorithm. Xu et a [25] designed an artificial neural network
with 10 hidden layersfor chronic obstructive pulmonary disease
TCM syndrome differentiation. According to the Global
Initiative for Chronic Obstructive Lung Disease, 18,471
structured TCM outpatient medical recordswere separated into
4 subgroup datasets, and the subgroup artificial neural network
models were trained. The evaluation indicated that subgroup
syndrome differentiation models outperformed the full-group
model.

Dueto the flexibility and compactness of TCM clinical records,
datasets used in syndrome classifier training tend to be
constructed manually from free-text medical records to
reproduce the syndrome differentiation process. This is a
labor-intensive task that requires extensive medical expertise;
some information loss is inevitable [26,27]. Considering the
inaccessibility of TCM literature, Hu et a [28] modeled
yin-yang syndrome differentiation as a text classification task.
By employing a convolutional neural network (CNN) and the
fastText classifier, two sets of experiments were conducted.
The results showed that the CNN system using 5-gram
characters as its inputs was the most accurate.

The af orementioned studies denote that weighted mathematical
logic operation—based models can be used for intelligent TCM
syndrome differentiation. However, symptom classification and
the determination of diagnostic thresholds are subjective; thus,
many adjustments are needed. Moreover, disputes persist
regarding the objectification and correction of the weighted
coefficient. Furthermore, most TCM syndrome differentiation
models assume that input variables such as symptoms are
mutually independent. This assumption does not conform to
clinical observations.

To better generali ze the experience of TCM experts, we modeled
syndrome differentiation for lung cancer in the form of medical
record text classification. Asin previous research that seeksto
uncover relationships between symptoms and herbs and between
syndromes and prescriptions [29], this work models TCM
syndrome differentiation for lung cancer and the procedure for
TCM lung cancer diagnosis. The contributions of thiswork are
asfollows:

1. Syndrome factors, rather than the syndromes themselves,
are adopted and standardized as labels to address the
redundancy and changeability of TCM syndromes.

2. Two encoding gradients represent medical entities by
applying Bidirectiona Encoder Representations from
Transformers (BERT) and conditional random fields (CRF)
methods.

3. A datafusion approach capitalizeson all modelstoimprove
performance by building ensemble models.

4. Two data augmentation approaches were used to overcome
the difficulties of ill-posed problems of samples and
overfitting.
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Methods

Study Design

Our work can be divided into entity-level representation learning
and multilabel classifier modeling. As classified objects, TCM
syndromes were split into sets of syndrome factors according
to the principle of TCM syndrome factor differentiation [30].

Liuetd

Medical record texts were sent to the established networks to
learn words and encode characters; then, the titles were
extracted. Considering the difficulties of ill-posed problems of
samples and overfitting, two data augmentation approaches
were added. Finally, amodel fusion framework was constructed.
The optimum parameters for each deep learning algorithm and
the best-performing algorithm were selected separately through
the validation set. The framework is shown in Figure 1.

Figure 1. Framework of the end-to-end traditional Chinese medicine syndrome differentiation model.
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We employed the BERT-CRF framework [31,32] to build
entity-level representation. We used both character and
word-row texts as input for the pre-trained BERT model to
obtain semantic coding. Wethen saved it asacodelist according
to theword/character sequence. Meanwhile, aCRF architecture
was assembled as the output layer to predict the text sequence
labelsand recognize the medical entities. Based on the semantic
code list and the recognized entities, we generated entity-level
representation with concatenating individual code in the order
of the defined code list. We believed that the entity-level strategy
would exploit the prior knowledge of TCM medical information
that wasimplicitly learned during training. Multilabel classifier
modelling was used for syndrome differentiation.

As shown in Figure 2, the deep learning—based syndrome
differentiation models consisted of a classification layer and a
sigmoid activation function. The models were fed by
preprocessed TCM medical records and produced a sequence
of label scores corresponding to each category. If the confidence
score was higher than the threshold (ie, 0.5), the category label
was added to the final syndrome differentiation.

Let X = (Xq, Xo, Xg, ..., Xy) denote the N dimension sample space
of amedical record text and Y = (v, Y, Ya, ---, ¥im) denote the
set of lung cancer syndrome factor labels. Formally, the

https://medinform.jmir.org/2020/6/€17821

syndrome differentiation multilabel learning task can then be
defined as follows:

The multilabel task is to learn a function f: x 2" from agiven
dataset ((X1, Y1), (X2, Y2), (X3, Y3), --., Xy, Yn)), Where x;[Ox and
Y, 0Y arethe m-dimension label sets.

The universal approximation theorem indicates that a
feed-forward deep network with asingle hidden layer containing
afinite number of neurons can approximate continuousfunctions
on compact subsets under mild assumptions on the activation
function [33]. In our experiment, the multilabel models with

deep learning approximated the function f: x 2" and obtained
the syndrome factor prediction labelsin lung cancer diagnosis.
Our experiment used fastText, text-convol utional neural network
(Text-CNN), text-recurrent neural network (Text-RNN),
recurrent convolutional neural network (RCNN), and
text-hierarchical attention network (Text-HAN) models to
approximate the function f.

For a deep learning—based multilabel classifier, the network
parameters in the label matching module must be learned from
atraining dataset. The classifier isrepresented as C. For N-class
multilabel classification, we used binary cross-entropy loss
function and added L 2 regularization to all model parameters.
The total functionis asfollows:
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wherey*; indicatesthe ground truth predictions of theith sample
from the training dataset, v, is the label of the task, ® denotes
all the parameters of the model, and A4, is the regularization
hyperparameter.

We converted the multilabel classification to multiple binary
classifications. The confidence score for each label in the
prediction results was then obtained with multiple logistic

Figure 2. Schematic of the deep learning—based multilabel classifier.
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regression models. We employed the sigmoid activation function
for each label to compute the confidence score through alinear
combination of each vector as

score = sigmoid(w;0)

)

where O is the output of the last layer and w; indicates the
weight. In our experiment, if the confidence score for each
category was >0.5, the corresponding label wasincluded in the

prediction results. If the score was <0.5, the corresponding | abel
was not included in the prediction results.

TCM medical records
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Deep Learning—Based Classifiers

fastText [34] was used asthe baseline model in our experiments.
fastText is often on par with deep neural networks in terms of
classification accuracy.

Thefirst classifier wasa Text-CNN model [35]. Theinput word
was embedded to obtain a 3D sensor. Next, aconvolution layer
with multiple filter widths of varying sizes and pooling layers
was adopted to extract local features. We then concatenated the
sigmoid function with the final fully connected layer. In this
way, the Text-CNN could capture partial textual features.

Thetext-RNN model usesbidirectional long short term memory
to extract context information and global information about
sentences[36]. A traditional text-RNN usesthelast hidden layer
as the classification. To extract context information for each

https://medinform.jmir.org/2020/6/€17821

RenderX
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word, we used k-Max pooling for all hidden elements. We then
used afully connected layer with asigmoid function to classify
the lung cancer syndromes. In this experiment, we applied a
text-RNN model with N features as inputs per sentence.

In the RCNN model [37], a recurrent structure is utilized to
capture as much contextual information as possible when
learning word representations. This may introduce less noise
than traditional window-based neural networks. We employed
a convolution layer and max pooling layer to automatically
judge which wordswere crucia in the text classification and to
capture the key components in the text. Then, the lung cancer
syndrome was classified using a fully connected layer with a
sigmoid function.

The Hierarchical Attention Network (HAN) [38] mirrors the
document’s structure. It progressively constructs a document
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representation by aggregating important words into sentence
representation and then aggregating important sentence
representation into document representation. Therefore, two
bi-directional Gate Recurrent Unit (bi-GRU) models are set to
acquire the varying levels of sequence encoding. Furthermore,
considering the fact that the importance of words and sentences
is context-dependent, two levels of attention layers are added
separately after the sequence encoder. In this way, the model
can vary the amount of attention to individual words and
sentences when constructing the document’s representation.

Data Augmentation

To address possi bl e overfitting, we added two dataaugmentation
approaches (ie, we shuffled the sentence randomly and dropped
words with a given probability). Consider the sentence " i &
FER A DB, KRR B P HEBRS54%” (chest radiography
examination shows pleural effusion, went to Chest Hospital to
exclude the possibility of TB). Using the shuffle method, the
sentence may become “HEBRZEZEMBIERR, FERATM
P=FEA A (to exclude the possibility of a TB patient going
to the Chest Hospital, the examination shows pleural effusion
chest radiography); in the dropping method, it may become* i
FRpsiRR, BIRIHIRE54% (chest radiography pleural
effusion, Chest to exclude the possibility of TB). During the
model training batch, we used the shuffle mechanism and
dropping mechanism to avoid overfitting and to ensure that the
models demonstrated differences.

Evaluation Metrics

We used evaluation metrics to measure the performance of the
learning methods in our experiment. We employed
micro-averaging methods to average the classes. In this way,
each class could be summed and their averages could be
computed.

Precision

Precision and recall are useful prediction success evaluation

metricswhen aclassisimbalanced. Precision isthe measure of
the relevancy of the results and was computed as follows:

]
©)

where f(x;) is the output classifier function and y; indicates the
prediction resullts.

Recall
The recall is a measure of how many relevant results are

returned:
@]
4

where f(x;) is the output classifier function and y; indicates the
prediction results.

F1 Score

The F1 score is defined as the harmonic mean of the precision
and recall:
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El
()
Hamming Loss

In simplest terms, the Hamming lossis the percentage of labels
that are incorrectly predicted (ie, the percentage of wrong
labels). The smaller the Hamming loss value, the better the

performance:
@]
(6)

where f(x) is the output classifier function, Arepresents the
symmetry difference between the predicted label set and the

true label set, and N indicates the class number.
Mean Average Precision

The mean average precision is a score that is assigned to
multilabel tasks. Its value is between 0 and 1. The higher the
value, the better the performance.

]
)

Area Under the Curve

The area under the curve (AUC) is one of the most important
evaluation metricsfor any classification model. The AUC refers
to the area under the receiver operating characteristic curve.

Results

Dataset

The dataset used in the experiment consisted of 1206 clinical
records of patients diagnosed with non—-small cell lung cancer.
The records were collected by Professor Zhongying Zhou, a
renowned TCM master with expertisein lung cancer treatment.
The medica records were composed of chief complaints,
anamnesis, history of present illness, lab test results, four TCM
examinations, and syndrome differentiation results; each visit
resulted in severa TCM syndrome diagnoses. Due to
redundancy, the collected syndrome set required standardization,
while syndromes in the dataset had distinctive persona
characteristics. This causes amapping problemin the published
TCM syndrome standards that have been prevalent for decades
[39]. To preserve as much of the original diagnosis as possible,
we transformed each syndrome into a set of syndrome factors.
These were regarded as the assembly parts of the TCM
syndromes. The feasibility of this transformation has been
discussed by Luo et a [40]. The splitting followed TCM
syndrome factor differentiation [30]. Before factorizing, there
were nearly 600 distinctive TCM syndrome labels, with 2-4
labels for each record. When the syndromes were replaced by
TCM syndrome factors, only syndrome labels were left, with
2-6 labels for each record. The 12 obtained syndrome factor
labels and their frequencies are shown in Table 1.
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Table 1. TCM syndrome factors for lung cancer and their frequencies.
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Syndrome factor Frequency
Yin deficiency 1069
Qi deficiency 1052
Phlegm 1036
Stasis 1035
Cancer toxin 766
Irascibility 522
Wind 294
Thirst 79
Dampness 72
Yang deficiency 27
Qi stagnation 19
Blood deficiency 6

Model Training

Our experimental results were obtained by 10-fold
cross-validation. The entire dataset of 1206 medical records
was randomly splitinto 10 subsets of equal size, each consisting
of 120 medical records. In each of the 10 folds, a model was
trained on 8 subsets, tested on 1 subset, and validated on the
remaining subset. Then, the performance was averaged over
the 10 folds.

For algorithm robustness and efficiency, we applied dropout to
each pooling, highway, and long short term memory (LSTM)
layer. For the base model, the dropout probability was 0.5, and
the learning rate was set at 0.01-0.03. The hidden state
dimensions in Bi-LSTM were 256. All fully connected layers
contained 512 units. Moreover, the initialization network
weights were sampled in a Gaussian distribution, and the bias
was initialized to 0. The minimum batch size was set to 1024.
To prevent overfitting during the training process, the L2
(0.00002) regularization was added for all model parameters,
and we directly minimized the loss function using Adam
stochastic optimization [41].

The above experiments were implemented using a computer
equipped with 2 GeForce GTX 1080 Ti graphics processing
units (Nvidia Corporation).

Experimental Process

The performance of the models without and with data
augmentation is shown in Tables 2 and 3. When character
encoding—based representation was used as the input, the
Text-HAN, RCNN, and fastText models performed best for all
indicators when data augmentation was applied. Moreover, the
micro-F1 scores of al five models improved. For example, in
the word-encoding RCNN results with the convergence model,
the F1 of RCNN with augmentati on was 0.8650%-2.41% higher
than that of RCNN without augmentation. The Hamming loss
of RCNN with augmentation was 0.0987%-1.8% lower than

https://medinform.jmir.org/2020/6/€17821

that of RCNN without augmentation. These results revea that
data augmentation methods can mitigate overfitting problems.

Comparing the models, the micro-F1 scores of the Text-HAN
model reached 0.8676 and 0.8751 for the -character
encoding—based and word encoding-based classifications,
respectively; these scores are higher than those of the other four
models. This may be due to the attention mechanisms and
hierarchical structure, which can overcome the diffusion
problem of backpropagation gradients and can detect additional
information by computing the word-level and sentence-level
attention. Theoretically, Text-HAN adopts two levels of
attention mechanisms and hierarchical structures; thus, it can
consider additional text information and ignore less relevant
content when constructing the document representation.

Observing the two representation methods, the evaluation
metrics denote that the models with word-encoding
representation asinput performed better for al indicators except
for the mean average precision without data augmentation; the
mean average precision of the word encoding—based RCNN
with data augmentation was 10% higher than that of the
character encoding—based RCNN.

To improve the classifier performance, we applied the hybrid
predicting layer by linear weight after the sigmoid layer and
adopted grid search methods to obtain the best hyperparameters.
The hybrid results are shown in Table 4. Compared with Table
3, the model fusion approach improved the performance,
especialy the F1 score of the fusion model of Text-CNN,
Text-RNN, and Text-HAN. The F1 score was 0.8884, which
represents the best performance among the models in the
experiment. Theoretically speaking, the ensembl e selection used
forward stepwise selection by building optimized Text-CNN,
Text-RNN, and Text-HAN ensemble models. This is because
the selection of features from the ensemble learning approach
can exploit the advantages of al of the models to create an
optimized fusion model with superior performance.
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Table 2. Character encoding—based multilabel classification results.

Model Precision Recall F1 score Hamming loss Mean average precision AUC2
Unaugmented
fastText 0.8188 0.7923 0.8053 0.1202 0.8164 0.9211
Text-CNNP 0.8327 0.8342 0.8334 0.1042 0.8634 0.9472
Text-RNNC 0.8403 0.8240 0.8321 0.1231 0.8731 0.9021
RCNN¢ 0.8467 0.8352 0.8409 0.1005 0.8842 0.9324
Text-HANE 0.8314 0.8552 0.8431 0.0990 0.8361 0.9261
Augmented
fastText 0.8447 0.8447 0.8447 0.0990 0.8752 0.9520
Text-CNN 0.8496 0.8505 0.8500 0.1094 0.8845 0.9399
Text-RNN 0.8267 0.8650 0.8454 0.1232 0.8010 0.9321
RCNN 0.8652 0.8648 0.8650 0.0987 0.9056 0.9466
Text-HAN 0.8580 0.8774 0.8676 0.0836 0.9022 0.9602

8AUC: area under the curve.

BText-CNN: text-convolutional neural network.
“Text-RNN: text-recurrent neural network.
9RCNN: recurrent convolutional neural network.
®Text-HAN: text-hierarchical attention network.

Table 3. Word encoding—based multilabel classification results.

Model Precision Recall F1 score Hamming loss Mean average precision AUC?
Unaugmented
fastText 0.8376 0.8815 0.8590 0.040 0.8651 0.9810
Text-CNNP  0.8241 08520  0.8378 0.0990 0.8468 0.9395
Text-RNNC ~ 0.8403 0.8240  0.8321 0.0960 0.8679 0.9403
RCNNA 0.8461 0.8659 0.8559 0.0832 0.8532 0.9321
Text-HANE 0.8367 0.8505 0.8435 0.0970 0.8366 0.9260
Augmented
fastText 0.8690 0.8760  0.8725 0.033 0.8752 0.9520
Text-CNN 0.8635 0.8338 0.8484 0.0886 0.8740 0.9479
Text-RNN 0.8377 0.8783  0.8575 0.0782 0.9052 0.9640
RCNN 0.8875 0.8548 0.8708 0.0532 0.9220 0.9632
Text-HAN 0.8648 0.8857  0.8751 0.0789 0.9210 0.9575

8AUC: area under the curve.

BText-CNN: text-convolutional neural network.
“Text-RNN: text-recurrent neural network.
9RCNN: recurrent convolutional neural network.
®Text-HAN: text-hierarchical attention network.
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Table 4. Fusion models for multilabel classification.

Liuetd

Fusion model Precision Recall F1 score Hamming loss Mean average precision AUC2
Text-CNNP and Text-RNNS 0.8898 0.8648 0.8771 0.0432 0.8836 0.9432
Text-CNN and Text-HANA 0.8905 0.8732 0.8818 0.0521 0.8876 0.9524
Text-RNN and Text-HAN 0.8890 0.8635 0.8761 0.0305 0.8968 0.9687
Text-CNN, Text-RNN, and Text- 0.8920 0.8890 0.8884 0.0312 0.9012 0.9618

HAN

8AUC: area under the curve.

BText-CNN: text-convolutional neural network.
®Text-RNN: text-recurrent neural network.
HText-HAN: text-hierarchical attention network.

Discussion

Principal Findings

Syndrome differentiation isthe basis of rules, prescriptions, and
medication in Chinese medicine. The results of syndrome
differentiation directly influence clinical outcomes. Over the
long history of medical practice in China, many syndrome
differentiation methods have been proposed, such as six
meridian, wei, gi, ying, and blood, three-energi zer, viscera, and
eight principles. These methods are interdependent and guide
TCM clinical practice. However, the similaritiesand differences
of these syndromes are difficult to distinguish, as disease
conditions change constantly in clinical practice. The greater
the number of methods for syndrome differentiation, the more
chaotic the syndrome differentiation theory. This results in
confusion regarding clinical syndrome differentiation. The
establishment of a model to imitate syndrome differentiation
has become an active research topic in TCM informatics. In
recent years, statistics-based methods such as naive Bayes,
decision tree, and ensemble learning have been used in this
field. However, these methods need to extract features from
raw data in advance; this is a difficult task that directly
influences the outcomes. Thus, reducing this influence and
building a more reasonable model for TCM practice have
emerged as new challenges in scientific research of clinical
TCM.

The symptoms of advanced lung cancer patients are complex;
therefore, their TCM diagnoses usually combine multiple
syndromes. Thiscombination isdifficult to master. In this study,
we ensembled end-to-end classification models based on deep
learning to solve syndrome differentiation problemsin TCM.
Thisprocessdid not require preexisting structured TCM medical
records. In this study, we used syndrome factor sets instead of
syndromes for the TCM diagnosis. This produces superior
standardization of the various TCM lung cancer syndromes. On
this basis, we established multilabel classifiers to accomplish
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lung cancer syndrome differentiation based on medical records
collected by TCM expert Zhongying Zhou. During
preprocessing, the entity-level strategy was explored dueto its
ability to capture partia textual features from context
information. These features are implicitly learned during
training. Finally, we integrated five deep learning models and
conducted experimentsto test their validity and benefit for TCM
syndrome differentiation. Two data augmentation methods and
model fusion strategies were utilized to address the overfitting
problem.

Limitations and Future Work

There are some limitations to our research. This experiment
focused on a small lung cancer dataset. Although some data
reinforcement methods were used, the generated data are not
authentic TCM clinical data. Thus, the ensuing effects require
further validation. In the future, we plan to incorporate an
attention capsule network, XLNet pretrained models, and a
graph neural network for lung cancer syndrome differentiation.
We aso plan to popularize additional TCM syndrome
differentiation datasets and applications.

Conclusion

The end-to-end models we ensembled based on deep learning
can imitate syndrome differentiation from the perspective of
natural language processing and may have more substantial
applicability than traditional statistics-based algorithms.
Therefore, these models can be embedded in TCM clinical
information systems and provide clinical decision support for
TCM physiciansduring their clinical practice, especially primary
care physicians and physicians in rural areas. With the aid of
our ensembled end-to-end models, TCM experiences can be
learned and transferred to TCM clinical support systems, which
will address theimbalance of TCM medical needs and medical
supplies and provide tremendous social and economic benefit.
Moreover, these end-to-end models may enable TCM
institutionsto efficiently transform their health record metadata
into data assets.
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Abstract

Background: Heparin isone of the most commonly used medications in intensive care units. In clinical practice, the use of a
weight-based heparin dosing nomogram is standard practice for the treatment of thrombosis. Recently, machine learning techniques
have dramatically improved the ability of computersto provide clinical decision support and have alowed for the possibility of
computer generated, algorithm-based heparin dosing recommendations.

Objective: The objective of thisstudy wasto predict the effects of heparin treatment using machinelearning methodsto optimize
heparin dosing in intensive care units based on the predictions. Patient state predictions were based upon activated partial
thromboplastin time in 3 different ranges. subtherapeutic, normal therapeutic, and supratherapeutic, respectively.

Methods: Retrospective datafrom 2 intensive care unit research databases (Multiparameter Intelligent Monitoring in Intensive
Care I, MIMIC-lI; e-Intensive Care Unit Collaborative Research Database, elCU) were used for the analysis. Candidate
machine learning models (random forest, support vector machine, adaptive boosting, extreme gradient boosting, and shallow
neural network) were compared in 3 patient groups to evaluate the classification performance for predicting the subtherapeutic,
normal therapeutic, and supratherapeutic patient states. The model results were evaluated using precision, recall, F1 score, and
accuracy.

Results: Data from the MIMIC-I1I database (n=2789 patients) and from the el CU database (n=575 patients) were used. In
3-class classification, the shallow neural network algorithm performed the best (F1 scores of 87.26%, 85.98%, and 87.55% for
data set 1, 2, and 3, respectively). The shallow neural network algorithm achieved the highest F1 scores within the patient
therapeutic state groups: subtherapeutic (data set 1: 79.35%; data set 2: 83.67%); data set 3: 83.33%), normal therapeutic (data
set 1: 93.15%; data set 2: 87.76%; data set 3: 84.62%), and supratherapeutic (data set 1: 88.00%; data set 2: 86.54%; data set 3:
95.45%) therapeutic ranges, respectively.

Conclusions. The most appropriate model for predicting the effects of heparin treatment was found by comparing multiple
machine learning models and can be used to further guide optimal heparin dosing. Using multicenter intensive care unit data, our
study demonstrates the feasibility of predicting the outcomes of heparin treatment using data-driven methods, and thus, how
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machine |earning—based model s can be used to optimize and personalize heparin dosing to improve patient safety. Manual analysis
and validation suggested that the model outperformed standard practice heparin treatment dosing.

(JMIR Med Inform 2020;8(6):€17648) doi:10.2196/17648

KEYWORDS

heparin; dosing; machine learning; optimization; intensive care unit

Introduction

In hospitals, intensive care units are uniquein that vast amounts
of information are collected and displayed by computerized
systems, and that the diagnostic and treatment accuracy can
profoundly affect quality of care and patient outcomes [1].
Data-driven clinical decision support systems have the potential
to help clinicians optimize treatment and medication in an
intensive care unit to maximize the medical effect for each
individual patient [2].

Heparin is one of the most commonly used medications in
intensive care units, and intravenous unfractionated heparin is
afundamental method of anticoagulant therapy. In most clinical
practice guidelines, heparin dosing isbased only on the patient’s
weight; the use of aweight-based heparin dosing nomogram s
the standard practice for the treatment of thrombosis [3,4]. For
patients who are obese who may not receive the appropriate
heparin dose if it is determined based solely on body weight,
some suggestions such asreducing theinitial infusion rate [5-7]
or using an adjusted body weight [8] have been reported. In
clinical practice, activated partial thromboplastin timetypically
reflects blood coagulation level. A high activated partial
thromboplastin time meansthat blood is clotting slowly, whereas
alow activated partial thromboplastin time means that blood is
clotting quickly. Typically, blood samples are drawn every 4
to 6 hoursto monitor activated partial thromboplastin time, and
the anticoagulation therapy outcome is measured by whether
the activated partial thromboplastin time reachesthe therapeutic
window in atimely manner; however, the wei ght-based method
easily leadstoimproper doseswhich demonstrate subtherapeutic
or supratherapeutic activated partia thromboplastin time. In
addition, therisk factorsthat result from inappropriate doses of
unfractionated heparin are unclear. Only high initial rates of
infusion, advanced age, and being female have been reported
to be associated with supratherapeutic activated partia
thromboplastin time [9,10]. Heparin administration guidelines
regarding initial loading dose, maintenance dose and rate, and
the activated partial thromboplastin time measurement intervals
vary widely among institutions. Additionally, clinicians choose
different heparin administration routes such asintravenous push
or intravenous drip due based on the immediate circumstances
and requirements of the patient.

Recently, machine learning techniques have dramatically
improved the ability of computers to provide clinical decision
support, resulting in the possibility of computer generated,
algorithm-based heparin dosing recommendations. Multivariate
logistic regression [11] and multinomial logistic regression [12]
have been used to estimate heparin dosing with an accuracy of
approximately 60%. Algorithms have also been used in studies
[13,14] for other anticoagulants such as warfarin dose

http://medinform.jmir.org/2020/6/€17648/

adjustments, but it was found that high intrapatient variability
weakened the prediction accuracy.

For these reasons, a reliable method that can help doctors
quickly predict and optimize heparin doses is urgently needed.
It is necessary that modeling and prediction of the therapeutic
window of activated partial thromboplastin time take into
account multiple factors during patient treatment in order to
provide appropriate decision support suggestions which can
help guide clinicians in determining and preparing subsegquent
heparin doses or adjusting dose rate.

Methods

Data Set

Data were extracted from the Multiparameter Intelligent
Monitoring In Intensive Carelll database (MIMIC-I11) [15] and
e-Intensive Care Unit Collaborative Research database (el CU)
[16] with the goal of comparing multiple predictive modelsand
evauating the results in different groups of patients. A
cross-database evaluation was conducted. The MIMIC-III
database and elCU database are free and open data sets
containing medical data. The MIMIC-111 database contains data
from theintensive care unit at the Beth | srael Deaconess Medica
Center and is published by the Laboratory for Computational
Physiology at Massachusetts | nstitute of Technology. Theel CU
database, published by the Philips e-Intensive Care Unit
Research Ingtitute, is populated with data from a combination
of many critical care units throughout the continental United
States. Datawere extracted from the databases for 14,806 adult
patients who received heparin therapy during their stay in the
intensive care unit. Only patient data with activated partial
thrombopl astin time measurementstaken 4 to 6 hours after their
initial heparin dose administration were used which reduced
the cohort size to 3835. We chose 4 to 6 hours based on past
experience and previous research [11]; it is the period within
which the first activated partia thromboplastin time
measurement typically occurred for the greatest proportion of
patients. In clinical practice, there are different administration
routes to deliver medication. Both intravenous push and
intravenous drip are commonly used to deliver heparin, and in
practice, are chosen based on patient condition and doctor
preference; therefore, patient data were further classified by
administration route—intravenous push (data set 1) and
intravenous drip (data sets 2 and 3).

Feature Selection

The outcome of interest was activated partial thromboplastin
time 4 to 6 hours after initial heparin infusion. Since the data
werefrom the Beth | sragl Deaconess Medical Center, we applied
the definition of therapeutic time used at Beth |srael Deaconess
Medical Center for the definition of therapeutic time of activated
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partial thromboplastin time in this study to ensure consistency.
Normal therapeutic was defined as activated partia
thromboplastin times from 60 seconds to 100 seconds,
supratherapeutic was defined as activated partial thromboplastin
times greater than 100 seconds, and subtherapeutic was defined
as activated partial thromboplastin times less than 60 seconds
[11]. Clinical features of interest were selected to optimize the
prediction of the therapeutic activated partial thromboplastin
time—age, ethnicity, gender, initial heparin dose, interval
between initial heparin injection and first measurement of
activated partial thromboplastin time, creatinine concentration,
type of admission, and the aspartate aminotransferaseto alanine
aminotransferase ratio (AST/ALT ratio). These features
contribute as a whole to patient outcomes, for example,
creatinine in the blood is almost entirely filtered into the urine
via glomerular filtration, and its concentration is stable under
normal circumstances; therefore, creatinine concentration in the
blood can be used as an indicator of renal function because it
reflects the filtration function of glomeruli. Aspartate
aminotransferase and alanine aminotransferase concentration
levelsin the blood are sensitive to hepatocellular damage, and
their ratio is an important indicator of liver function. These
features have been reported and discussed in another study [11],
and many of the features exhibited statistically significant
relationships with the first measurement of activated partial
thromboplastin time after initial heparin dose.

Data Preprocessing

Patient datawere preprocessed, and the features of interest were
coded and normalized as variables. Missing values for some
features were filled using the k—nearest neighbors algorithm
which uses Euclidean distance to fill in missing values based
on the values of its nearest neighborsin k dimensions.

Extreme values in data affect both the training and prediction
processes. Normalization is needed when preprocessing
continuous features; however, extreme val ues, though they may
be few, negatively affect the output of normalization.
Continuous features (age, heparin dose, creatinine value, and
AST/ALT ratio) were manually verified to have z scores within
the range of —3 to +3. According to the statistical definition of
outliers [17], the normal range should be from z=-3 to z=+3;
therefore, z scores outside of thisrange should be removed prior
to normalization. Age data were found to be within the normal
range; however, outliers were removed from initial heparin
dose, creatinine concentration, and AST/ALT ratio data.

Mode Training and Performance Tuning

The activated partial thromboplastin time value measured 4 to
6 hours after theinitial heparin dose was classified using ternary
classification into sub, normal, and supratherapeutic. The
support vector machine, random forest, adaptive boosting,
extreme gradient boosting, and shallow neural network
algorithms were implemented and tested in this study.

A support vector machine is based on maximization of the
margin (ie, the minimum distance from the separating
hyperplane to the nearest data point) between 2 classes of data.
A Gaussian kernel guarantees that classification is nonlinear.
Adaptive boosting, extreme gradient boosting, and random
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forest methods are based upon the use of boosting asthe method
of learning. Boosting methods select featuresthat are known to
improve model predictive power, and thus simultaneoudly, to
reduce dimensionality. Where typically sample features are the
outputs of aweak classifier that has been applied to each sample,
adaptive boosting trains different weak classifiers by changing
the weight of the samples, and the weak classis combined into
aweighted sum that represents the final output of the boosted
classifier. Extreme gradient boosting is based on gradient
boosting, a process in which the algorithm learns an ensemble
of boosted trees and makes a careful tradeoff between the
classification error and model complexity. Extreme gradient
boosting has recently become dominant in the field of applied
machine learning (for example, in Kaggle competitions for
structured or tabular data) [ 18]. The random forest method grows
multiple decision trees, each of which provides a classification.
Theforest choosesthefinal output by the classification that has
the majority. Artificial neural networks are built of multiple
layers of neurons; each neuron receives a number of input
variables and passes on the results to neurons in the next layer.
Anartificia neural network can learn complex functionsrelating
input to output variables and is able to deal with complex
relationships between variables and functions. Our shallow
neural network was built using TensorFlow (version 1.13.1).

Samples from subtherapeutic, normal therapeutic, and
supratherapeutic data groups were included at a 1:1:1 ratio for
training and validation of theternary classification model. Each
data set was divided into 80% training and cross-validation and
20% testing.

The best parameters for the support vector machine, random
forest, adaptive boosting, and extreme gradient boosting
algorithmswere searched (GridSearch; scikitlearn package) and
used to train the models. In the shallow neural network model,
2 hidden layers were used, and the number of neurons was set
at 36/24 to reduce model complexity. To avoid overfitting, early
stopping and regul arization were needed. Dropout was also used
since it is an effective method to avoiding overfitting and to
improve robustness. Therectified linear unit activation function
was chosen to increase nonlinearity [16,17,19]. The Adam
optimizer was used in model training with an initial learning
rate of 0.0015. We trained the model for 1500 epochs with the
dropout rate set at 0.75. To validate the predictive performance
of our models, 5-fold cross-validation was used on each.

M odel Evaluation

Thefollowing measures, precision = true positive/(true positive
x false positive), recall = true positive/(true positive + false
negative), F1 score = 2 x (precision x recall)/(precision +
recall), and accuracy = (true positive + true negative)/( true
positive + true negative + fal se positive + fal se negative), were
used to eval uate the capability of our 3-class classification model
[20]. For samples at a ratio of 1:1:1, the microaveraged
precision, recall, and F1 score are all equal to the accuracy;
therefore, we only compared the average accuracy and
macroaveraged precision, recall, and F1 score to gauge the
classification performances of these models.
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Results

Activated Partial Thromboplastin Time Distribution
in the Study Population

After removing outliers, we extracted data on intravenous push
patients (data set 1, n=1758) and intravenous drip patients (data
set 2, n=1031) who met our inclusion criteria from the
MIMIC-I1I database and data on intravenous drip patients (data
set 3, n=575) from the el CU database, respectively. In data set
1, 25.3% (445/1758) of patients had measured values of
activated partial thromboplastin time within the normal
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therapeutic range, 51.3% (901/1758) had measured values of
activated partial thromboplastin time within the subtherapeutic
range, and 23.4% (412/1758) had measured values of activated
partial thromboplastin time within the supratherapeutic range.
In data set 2, 27.0% (279/1031), 48.1% (496/1031), and 24.9%
(256/1031) of patients had measured values of activated partial
thromboplastin time within the normal, subtherapeutic, and
supratherapeutic ranges, respectively, as shown in Figure 1. In
data set 3, 27.6% (158/575), 59.0% (339/575), and 13.6%
(78/575) of patients had measured values of activated partial
thromboplastin time within the normal, subtherapeutic, and
supratherapeutic ranges, respectively.
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Figure 1. Patient distribution of aPPT value after initial heparin dosing.
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activated partial thromboplastin time after the initial heparin

Summary Statistics of Selected Features injection is shown in Table 1.

A descriptive summary of patient data in data set 1, 2, and 3
according to the therapeutic range of the first measurement of
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Table 1. Summary statistics of selected features.

Suetd

Patient groups and features

Therapeutic range

Sub Normal Supra
Data set 1: MIMIC-I11%intravenous push (N=1756), n 901 445 412
Age (years), mean (SD) 65.4 (14.6) 68.1 (15.1) 69.3 (14.2)
Initial heparin dose (units’hour), mean (SD) 907.0 (818.8) 1224.2 (1097.5) 1303.5 (908.4)
aPTT® (hours), mean (SD) 4.9(06) 4.9(06) 4.9(06)
Ethnicity, n (%)
White 639 (70.9) 311 (69.9) 291 (70.6)
Asian 11(1.2) 5(1.1) 7(L7)
Black 40 (4.4) 27 (6.1) 46 (11.2)
Hispanic/Latino 13 (1.4) 11 (2.5) 14 (3.4)
Others 198 (22.0) 91 (20.4) 54 (13.1)
Gender, n (%)
Male 550 (61.0) 256 (57.5) 217 (52.7)
Female 351 (39.0) 189 (42.5) 195 (48.3)
Admission type, n (%)
Elective 111 (12.3) 26 (5.8) 15 (3.6)
Emergency 768 (79.8) 398(89.4) 388 (94.2)
Urgent 32(3.6) 21(4.7) 9(2.2)
Data set 2. MIMIC-I11 intravenousdrip (N=1031), n 496 279 256
Age (years), mean (SD) 64.9 (15.4) 68.6 (15.2) 70.1(14.8)
Initial heparin dose (units/hour), mean (SD) 969.4 (398.3) 1148.7 (395.8) 1229.8 (495.3)
aPTT (hours), mean (SD) 5.0 (0.6) 4.9 (0.5) 5.0 (0.6)
Ethnicity, n (%)
White 353 (71.2) 208 (74.6) 179 (70.0)
Asian 9(1.8) 9(3.2) 10 (3.9)
Black 46 (9.3) 29 (10.4) 42 (16.4)
Hispanic/Latino 12 (2.4) 7(2.5) 9(3.5)
Others 76 (15.3) 26 (9.3) 15 (6.2)
Gender, n (%)
Male 312 (62.9) 163 (58.4) 132 (51.6)
Female 184 (37.1) 116 (41.6) 124 (48.4)
Admission type, n (%)
Elective 59 (11.9) 25 (9.0) 8(3.1)
Emergency 436 (87.9) 250 (89.6) 245 (95.7)
Urgent 1(0.2) 4(1.4) 3(1.2)
Data set 3: el CUY intravenous drip (N=575), n 339 158 8
Age (years), mean (SD) 64.8 (13.9) 69.0 (14.4) 73.1(12.3)
Initial heparin dose (units’hour), mean (SD) 1005.7 (892.6) 973.5 (519.3) 950.4 (539.4)
aPTT (hours), mean (SD) 5.2 (0.6) 5.2(0.6) 5.2 (0.6)
Ethnicity, n (%)
White 244 (72.0) 106 (67.1) 46 (59.0)
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Patient groups and features

Therapeutic range

Sub Normal Supra

Asian 4(1.2) 2(1.3) 2(2.6)

Black 30(8.8) 20 (12.7) 9 (11.5)

Hispanic/Latino 22 (6.5) 19 (12.0) 12 (15.4)

Others 39(11.5) 11(7.0) 9 (11.5)
Gender, n (%)

Male 217 (64.3) 99 (62.7) 37 (47.4)

Female 122 (35.7) 59 (37.3) 41 (52.6)
Creatinine (mg/dL), mean (SD) 1.7(1.7) 20(2.1) 2.0(15)
AST/ALT®, mean (SD) 15(1.2) 1.7(1.3) 1.5(1.1)

M ultiparameter Intelligent Monitoring In Intensive Care |11 database.
BFirst measurement of activated partial thromboplastin time.
CAST/ALT: aspartate aminotransferase ratio/alanine aminotransferase.
delCU: e-Intensive Care Unit database.

Data Preprocessing Results

Outliers were removed for 3 features. heparin dose, creatinine
value, and AST/ALT ratio. The statistical outliers are shownin
Multimedia Appendix 1. Not all patients had a complete set of
clinical data, for example, 154 patientswere missing AST/ALT
ratios, accounting for 8.76% of intravenous push patients
(Multimedia Appendix 2). An algorithm (k nearest neighbors)
was used to fill in the missing values. Since filled values
accounting for up to 40% have been reported to be appropriate
[21], we considered the effect of filled features on the activated
partial thromboplastin time as reasonable.

Model Performance Results

To eliminate category imbalances, we randomly selected 400
samplesfor each therapeutic statein data set 1, 250 samplesfor
each therapeutic state in data set 2, and 120 samples for each
therapeutic state in data set 3. For subtherapeutic and normal
therapeutic classes, general downsampling was used to reduce
the number of samples, whilefor the supratherapeutic class we
used upsampling to increase the number of samples to 120;
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therefore, experiments used 1200 samples from data set 1, 750
samplesfrom data set 2, and 360 samplesfrom dataset 3. Model
performance results are shown in Table 2.

The F1 score provides acomprehensive eval uation of the model .
Aslistedin Multimedia Appendix 3, extreme gradient boosting
achieved the second best F1 scores (77.58%, 73.94%, and
78.85% for data set 1, 2, and 3, respectively), second only to
those of the shallow neural network (87.26%, 85.98% and
87.55% for data set 1, 2, and 3, respectively). The adaptive
boosting model also performed very well in al 3 data sets
(72.80%, 81.67%, and 77.65% for data set 1, 2, and 3,
respectively), with scores close to those of extreme gradient
boosting (77.58%, 73.94%, and 78.85% for data set 1, 2, and
3, respectively). The random forest performed dightly worse
(68.20%, 73.15%, and 65.59% for data set 1, 2, and 3,
respectively) than the other 4 models. The confusion matrices
of all 5 modelsare shown in Multimedia Appendix 4. In further
experiments, the random forest still performed better than other
model sthat were not discussed herein, such asthe Naive Bayes,
logistic regression, k nearest neighbors, and decision tree, as
shown in Multimedia Appendix 3.
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Table 2. Macroaveraged scores for the machine learning algorithms.
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Models Precision, % Recal, % F1 score, % Accuracy, %
Data set 1: MIMIC-1112 (intravenous push patients)
Random forest 68.96 68.75 68.70 68.75
Adaptive boosting 74.37 72.92 72.80 72.92
Support vector machine 85.19 73.33 73.79 73.33
Extreme gradient boosting 79.27 76.25 77.58 76.25
Shallow neural network 88.05 86.67 87.26 86.67
Data set 2. MIMIC-I11 (intravenousdrip patients)
Random forest 66.71 65.33 65.06 65.33
Adaptive boosting 77.29 77.33 77.30 77.33
Support vector machine 84.59 71.33 71.71 71.33
Extreme gradient boosting 77.45 77.33 77.38 77.33
Shallow neural network 85.99 86.00 85.98 86.00
Data set 3; el CUP (intravenousdrip patients)
Random forest 66.77 66.56 65.59 68.06
Adaptive boosting 78.03 77.78 77.65 77.78
Support vector machine 84.74 76.39 76.19 76.39
Extreme gradient boosting 79.16 79.17 78.85 79.17
Shallow neural network 87.80 87.50 87.55 87.50

M ultiparameter Intelligent Monitoring In Intensive Care 111 database.
Pe|CU: e-Intensive Care Unit database.

In the subtherapeutic class, adaptive boosting achieved the
highest precisionin data set 1 (84.48%) whilethe neura network
model achieved highest in the other data sets (data set 2:
83.67%; data set 3: 83.33%). The support vector machine
achieved the highest recall in all 3 data sets (data set 1: 100%;
data set 2: 100%; data set 3: 95.83%). In the normal therapeutic
class, the support vector machine with the Gaussian kernel
achieved 100% precision in all 3 data sets. The shallow neural
network achieved the highest recall (data set 1: 85.00%; data
set 2: 86.00%; dataset 3: 91.67%). In the supratherapeutic class,
the support vector machine achieved the highest precision (data
set 1: 100%; data set 2: 100%; data set 3: 95.24%); however,
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recall of the support vector machine was not very high (data set
1: 57.50%; data set 2: 58.00%; data set 3: 83.33%). The shallow
neural network achieved the best recall in all 3 data sets (data
set 1: 100%; data set 2: 100%; data set 3: 95.83%). Considering
the comprehensive performance which is best evaluated by F1
score, the shallow neural network achieved the best F1 scorein
all 3 patient groups: subtherapeutic (data set 1: 79.35%; data
set 2: 83.67%; data set 3: 83.33%), normal therapeutic (data set
1. 93.15%; data set 2: 87.76%; data set 3: 84.62%), and
supratherapeutic (data set 1: 88.00%; data set 2: 86.54%; data
set 3: 95.45%) therapeutic ranges. Additional results are listed
in Table 3, Table 4, and Table 5.
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Table 3. Model performance for subtherapeutic.
Models Precision, % Recall, % F1 score, %

Data set 1: MIMIC-1112 (intravenous push patients)

Random forest 67.61 60.00 63.58
Adaptive boosting 84.48 61.25 71.01
Support vector machine 55.56 100 71.43
Extreme gradient boosting 74.32 68.75 71.43
Shallow neural network 79.35 91.25 84.89

Data set 2. MIMIC-I11 (intravenousdrip patients)

Random forest 58.82 80.00 67.80
Adaptive boosting 78.43 80.00 79.21
Support vector machine 53.76 100 69.93
Extreme gradient boosting 74.32 68.75 71.43
Shallow neural network 83.67 82.00 82.83

Data set 3; el CUP (intravenousdrip patients)

Random forest 66.67 58.33 62.22
Adaptive boosting 77.27 70.83 73.91
Support vector machine 58.97 95.83 73.02
Extreme gradient boosting 76.00 79.17 77.55
Shallow neural network 83.33 83.33 83.33

M ultiparameter Intelligent Monitoring In Intensive Care 111 database.
Pe|CU: e-Intensive Care Unit database.
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Table 4. Model performance for normal therapeutic.
Models Precision, % Recall, % F1 score, %

Data set 1: MIMIC-1112 (intravenous push patients)

Random forest 63.64 84.00 7241
Adaptive boosting 71.26 77.50 74.25
Support vector machine 100 62.50 76.92
Extreme gradient boosting 78.72 74.00 76.29
Shallow neural network 93.15 85.00 88.89

Data set 2. MIMIC-I11 (intravenousdrip patients)

Random forest 73.81 62.00 67.39
Adaptive boosting 78.43 80.00 79.21
Support vector machine 100 56.00 71.79
Extreme gradient boosting 72.55 74.00 73.27
Shallow neural network 87.76 86.00 86.87

Data set 3; el CUP (intravenousdrip patients)

Random forest 70.00 65.00 61.90
Adaptive boosting 81.82 53.85 78.26
Support vector machine 100 50.00 66.67
Extreme gradient boosting 80.00 66.67 72.73
Shallow neural network 84.62 91.67 87.50

M ultiparameter Intelligent Monitoring In Intensive Care 111 database.
Pe|CU: e-Intensive Care Unit database.
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Table 5. Model performance for supratherapeutic.
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Models Precision, % Recdll, % F1 score, %
Data set 1: MIMIC-1112 (intravenous push patients)
Random forest 75.95 75.00 75.47
Adaptive boosting 67.37 80.00 73.14
Support vector machine 100 57.50 73.02
Extreme gradient boosting 80.77 78.75 79.75
Shallow neural network 88.00 82.50 85.16
Data set 2. MIMIC-I11 (intravenousdrip patients)
Random forest 67.50 54.00 60.00
Adaptive boosting 75.00 72.00 73.47
Support vector machine 100 58.00 73.42
Extreme gradient boosting 76.47 78.00 77.23
Shallow neural network 86.54 90.00 88.24
Data set 3; el CUP (intravenousdrip patients)
Random forest 63.64 87.50 73.68
Adaptive boosting 75.00 87.50 80.77
Support vector machine 95.24 83.33 88.89
Extreme gradient boosting 81.48 91.67 86.27
Shallow neural network 95.45 87.50 91.30

M ultiparameter Intelligent Monitoring In Intensive Care 111 database.
Pe|CU: e-Intensive Care Unit database.

Discussion

Principal Results

In our experiments, the neural network achieved the highest
scores for all evaluation metrics. The neural network model
uses multiple layersto progressively extract higher level features
from the raw data which might be the reason that the neural
network is able to learn some unknown features that help to
provide a better classification of normal therapeutic activated
partial thromboplastin time. Since different features may be
correlated (such as the creatinine value and aspartate
aminotransferase), linear classification models are not
appropriate. Random forest, adaptive boosting, and extreme
gradient boosting are ensembl e learning methods. By integrating
weak classifiers, classification performance was greatly
improved. The support vector machine with Gaussian kernel is
awidely used and powerful classifier. Gaussian kernels ensure
that the classifier is nonlinear, which suited the characteristics
of our data, and the method was able to demonstrate high
performance; however, the neural network model was able to
take into account complex relationships between the variables
with complex functions. Among the methods tested, the shallow
neural network performed the best. The shallow neural network
achieved performance approximately 10% higher than that of
the other a gorithmsfor each metric (precision, recall, F1 score,
and accuracy) in intravenous push cases (data set 1) and
achieved performance approximately 9% higher than that of
the other agorithm metrics in intravenous drip cases (data set
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2 and data set 3). Extreme gradient boosting, adaptive boosting,
and the support vector machine were the models that
subperformed to the shallow neural network athough their
scores were, nevertheless, all above 70%. The random forest
model demonstrated the worst performance.

As a result of its relative high accuracy, this shallow neural
network model should be able to recommend doses better than
the heparin dosage guidelines which only take patient weight
into account.

In clinical practice, intravenous push and intravenous drip are
both common delivery routes for heparin. Intravenous push
heparin is aways used to rescue critical patients who require
timely intervention to decrease coagulation, while intravenous
drip heparin is used a long-term medication to prevent
thrombosis or embolic disease. These 2 administration routes
have different clinical significance; therefore, we separated the
patient groups from the 2 databases into 3 data sets to verify
whether they would have different model predictions. Theresults
suggested that model prediction performance was comparable
among the 3 data sets, which gave us insight into the stability
and suggests the model is stable regardless of administration
routes or data source.

Strengths

Since the range of normal therapeutic activated partial
thromboplastin timevariesin different institutions, our shallow
neural network model can be adapted to different heparin
administration guidelines by adjusting the parameters.
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Furthermore, the model can also be applied to other drug dosage
optimization problems after retraining. When treating a patient,
a dose of heparin can be recommended that maximizes the
normal therapeutic probability. The future application of the
model prediction has the potential to enhance patient safety,
minimizetherisk of bleeding or athromboembolic event, reduce
medical costs, and improve the efficiency of clinicians.

Limitations

One challenge of our study was to identify the features that
affect heparin doses. First, balancing both discrete features and
continuous features and their relative importance would have
enhanced modéel training performance and feature utilization
but was not performed in this study. Second, different features
may have been correlated, since they all contribute to the
comprehensive conditions of patients; therefore, determining
the intrinsic relationships would have further improved model
performance. Model optimization and verification using different
intensive care unit databases will be performed in future
research. Drug interactions with heparin and the accumulated
effects are usually not taken into account since the half-time of
heparin is too short to affect the 4 to 6-hour interval that was
monitored. A more precise neural network structure was not
used; the next step would beto exploretheintrinsic relationships
between features and further validate the model results using
additional clinical data sets. Since this study was conducted in
anonclinical setting, it will be further refined as it is used in
practice.

Comparison With Prior Work

It isdifficult to obtain personalized rather than broad normative
data to determine drug dosage in intensive care units. Heparin

Suetd

dose is commonly determined based solely upon body weight,
which is measured or estimated when patients arrive at the
intensive care unit. Here, we distinguished 2 drug delivery routes
to provide more detailed advice and choicesfor clinicians. The
overal prediction accuracies for the 3 data sets were 88.00%,
86.00%, and 87.50%. Both delivery routes in the MIMIC-I11
retrospective data showed proportions of patientswith activated
partial thromboplastin times that were 3-fold higher than those
with normal therapeutic activated partial thromboplastin times
(25.3% for intravenous push patients and 27.0% for intravenous
drip patients), and higher than those reported in previous studies
[11,12] for the multivariate logistic regression (volume under
the surface=0.48) and multinomial logistic regression
(accuracy=60%). Statistical results were consistent with those
from previousreports. Advanced age and gender (female) were
reported to be associated with supratherapeutic activated partial
thromboplastin time [9,10], as well as a high initial heparin
dose, ahigh AST/ALT ratio, and emergency admission-type.

Conclusions

The study aimed to provide support to predict heparin treatment
outcomes and recommend optimal heparin dosing to clinicians.
Data-driven machinelearning methods were used to predict the
probabilities of subtherapeutic, normal therapeutic, and
supratherapeutic activated partial thromboplastin time. After
comparing different models, we recommend the adoption of a
support system comprising a shallow neural network with
parameter adjustability. The results of this study provide new
insights into personalized medication optimization and
demonstrate the feasibility of applying the model in different
medical ingtitutions.
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Abstract

Background: According to a World Health Organization report in 2017, there was almost one patient with depression among
every 20 people in China. However, the diagnosis of depression is usually difficult in terms of clinical detection owing to slow
observation, high cost, and patient resistance. Meanwhile, with the rapid emergence of social networking sites, people tend to
share their daily life and disclose inner feelings online frequently, making it possible to effectively identify mental conditions
using the rich text information. There are many achievements regarding an English web-based corpus, but for research in China
so far, the extraction of language features from web-related depression signalsis still in arelatively primary stage.

Objective: The purpose of this study was to propose an effective approach for constructing a depression-domain lexicon. This
lexicon will contain language features that could help identify social media users who potentially have depression. Our study
also compared the performance of detection with and without our lexicon.

Methods: We autoconstructed a depression-domain lexicon using Word2Vec, a semantic relationship graph, and the label
propagation algorithm. These two methods combined performed well in a specific corpus during construction. The lexicon was
obtained based on 111,052 Weibo microblogs from 1868 users who were depressed or nondepressed. During depression detection,
we considered six features, and we used five classification methods to test the detection performance.

Results: The experiment results showed that in terms of the F1 value, our autoconstruction method performed 1% to 6% better
than baseline approaches and was more effective and steadier. When applied to detection models like logistic regression and
support vector machine, our lexicon helped the models outperform by 2% to 9% and was able to improve the final accuracy of
potential depression detection.

Conclusions: Our depression-domain lexicon was proven to be a meaningful input for classification algorithms, providing
linguistic insights on the depressive status of test subjects. We believe that this lexicon will enhance early depression detection
in people on socia media. Future work will need to be carried out on alarger corpus and with more complex methods.

(IMIR Med Inform 2020;8(6):€17650) doi:10.2196/17650

KEYWORDS

depression detection; depression diagnosis; social media; automatic construction; domain-specific lexicon; depression lexicon;
label propagation

: states in the affected person. It is expected to be the largest
Introduction contributor to disease burden worldwide by 2030, especialy in
Background China with a high-pressure lifestyle. According to a World

Health Organization (WHO) report in 2017 [1], Chinahad more

Depression, one of themajor reasonsfor suicidein recent years,  than 54 million people with depression, which meansthat there

isaseveremental disorder characterized by persisting low mood
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was almost one patient with depression among every 20 people.
In addition, anational estimation based on China's 2012 census
data shows that with an adult population size of 1.04 hillion, an
estimated 258.41 million adults (24.79%) are at increased risk
of depressive symptoms|[2]. It has been reported that the suicide
rate among patients with depression is more than 20 times that
of the general population, and patients with depression account
for more than half of those who have committed suicide [3].

Diagnosis of potential depression in an early stage can provide
more opportunities for those affected to receive appropriate
treatment and overcome the disease. However, owing to the
lack of mental health knowledge, thelack of regular counseling,
and the fact that mental health diseases are greatly different
from physical diseases as there is no pain, many patients with
depression do not recognize it. Although some know a little
about depression, they are often reluctant to seek professional
help because of a sense of shame [4].

The traditional clinical diagnosis of depression mainly relies
on standardized assessments, which are highly accurate but have
limitations in detection efficiency [5]. The medical diagnosis
requires not only filling in a depression assessment scale, such
as the Self-rating Depression Scale, but also a one-to-one
interview and long-term observation [6], which involve high
costs. Patients tend to remain undetected until the disease
presents obvious symptoms, which also meansthat the optimal
treatment period has passed [7]. The whole diagnosis process
is highly passive, as doctors have to wait for patients to knock
on their door.

Things are changing with the development of social media.
Nowadays, many methods combining machine learning
algorithms and text mining techniques have been devel oped to
diagnose potential depressionin an early stage[8-13]. Compared
with traditional approaches, these methods have been proven
to be effective and inexpensive, and have been shown to reduce
limitations and assist in clinical diagnosis in a more flexible
way. At the sametime, people are used to disclosing their inner
feelings on social media. The huge corpus provides abundant
text describing thingslike sadness, exhaustion, and breakdown,
which have the potential to reflect depression. Hundreds of
millions of people in third or fourth tier cities and poor
mountainous areas in China have little chance to disclose their
mental conditionsdirectly to experts, but they can providetheir
accounts and apply for social media methods. Experts can then
intervene and conduct more targeted treatments for users who
are potentially depressed. Another scenario involves teenagers
on campus, and teachers can pay more attention to the actual
mental status of students who are potentially depressed with
the help of forums and other web-based text. It is thus feasible
to detect users depressive mental states on a large scale on
social media, and this provides convenience for expert
assessment.

Actually, when coping with textual depression data, word-based
featureslike frequency and embedding are commonly used and
a domain lexicon might be valuable to understand the author
of the text [14]. Many research studies have achieved alot in
terms of a depression lexicon, which is mainly in English
[9,22,13]. In China, research about web-related depression
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detection isjust getting started, and we did not find any domain
lexicon research about depression in a public study. It would
not be proper to translate an English lexicon directly owing to
cultural differences. Thus, a depression-domain lexicon in
Chinese is needed.

In this paper, based on a well-labeled depression data set on
Weibo, which is one of the largest Chinese user-generated
content platforms, we constructed a depression-domain lexicon
containing more than 2000 words. This lexicon can be used to
assist in the early diagnosis of depression. We crawled more
than 144,000 microblog tweets of nearly 2000 users within a
time span of 16 months to obtain depressed and nondepressed
data sets. Some manual screening was implemented to remove
“fake” depression microblogs from the data sets, which is
clarified in the “ Data Preprocessing” subsection. We extracted
80 words as seeds and then built a semantic association graph
with the similarities between the seeds and candidate words and
utilized the label propagation algorithm (LPA) to automatically
mark new words in the graph. The LPA is a good method in
such a construction, which has been further explained in the
“Related Work” subsection. We then tested the effectiveness
of thismethod and compared it with some baseline approaches.
We found that this autoconstruction of a depression-domain
lexicon performed the best and had the most stable performance
when parameters changed. For further research, this lexicon
was used as an input for machine learning algorithms, providing
insights into the depressive status of test subjects, so as to
improve detection accuracy. According to our research, the
detection modelswith lexicon features outperformed the models
without lexicon features by 2% to 9% in terms of evaluation
SCOres.

The main contributions are as follows: (1) We extracted a set
of depressive words and constructed our domain lexicon in
Chinese, whichisagood contribution to web-related depression
signal detection, to assist in identifying users who have the
potential to experience depression in an early period. We applied
an efficient semisupervised automatic construction method in
the depression domain. Thelexicon was proven to be meaningful
in several detecting classification models in our study; (2) We
constructed a benchmark depression data set (some of the data
were used to construct the lexicon [our main research objective]
and the other data were used in the detection test) based on
microblogs, which could assist in further depression detection,
diagnosis, and analysis. Meanwhile, we released the data set
and lexicon together [15] to facilitate future web-related
depression diagnosis.

Related Work About the Traditional Approach for
Depression Detection

For decades, there have been many ways to detect depression.
Beck [16] created the original Beck Depression Inventory for
a quick self-testing measure that can briefly assess recent
depression symptoms. Thereafter, Beck et a [17] updated the
approach to Beck Depression Inventory Il that can assess the
severity of self-reported depression symptoms by paper or
electronic format. Radloff [18] developed the Center for
Epidemiologic Studies Depression Scale, which focuses more
ontheindividua’semotional experienceand lessonthe physical
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condition. Some other popular scales are the Zung Self-rating
Depression Scale [19] and Hamilton Depression Rating Scale
[20].

Since the 21st century, new scales are continuously being
improved. Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV) is a standard classification of mental
disorders used by mental health professionals, which was
improved by Hu [21]. In China, the Chinese Classification and
Diagnosis of Mental Diseases 3rd edition (CCMD-3) is a
standard for diagnosis.

Overdll, traditional ways of depression detection have been
highly validated and accepted in the real world for decades.
However, they mainly rely on the scores of scales or
guestionnaires, face-to-face interviews, and self-reports, and
often require alot of labor and time [6]. The new trend might
berelated to big datathat aretimely, rich, and easily accessible
on social networking sites like Facebook, Twitter, and Weibo.
These web-based methods can assist in large-scale early
detection, and experts can further conduct more precise
diagnosis and treatment.

Related Work About Depression Detection on Social
Media

In recent years, with abundant data on social media, some
researchers are attempting to detect depression by leveraging
web-based data. Park et a [8] explored the use of depressive
language from Twitter usersand concluded that social networks
can provide meaningful data for capturing depressive moods.
Choudhury et a [9] were the first to diagnose and predict
depression viasocial mediaby extracting several features. Hasan
et al [10] proposed a new method with the circumplex model
to classify Twitter messages as depressed, happy, or other
emotions. Resnik et al [11] explored the use of supervised topic
models in an analysis of linguistic signals for detecting
depression. During such research, word-based features are of
great importance on social media[14].

Word-based features could be shown in a lexicon. Tsugawa et
a [12] utilized positive and negative sentiment words in a
lexicon for recognizing depression. Choudhury et a [9] used
semantic orientation pointwise mutual information (SO-PMI)
and term frequency-inverse documentation frequency (TF-IDF)
to extract a depression lexicon from “mental health” in Yahoo!
Answers and set the Wikipediapage on “list of antidepressants’
as antidepressant words. Most recently, Guangyao et a [13]
employed Word2Vec (W2V) to extract words of antidepressants
and depression symptoms from Twitter as a domain-specific
lexicon.

Many previous studies achieved alot with regard to adepression
lexicon, which can greatly help in diagnosis; however, most of
the words are in English. It is not proper to use the trandated
version of an English lexicon to detect depression in a Chinese
corpus because of cultura differences. In addition, only PMI
(mainly about co-occurrence frequency) and W2V (word
embeddings) techniques cannot keep up with today’s semantic
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devel opments. We can seethefeasibility of detecting depression
on social mediawith alexicon, and more efforts are needed to
construct a better Chinese depression-domain lexicon.

Related Work About Research on Construction of a
Domain Lexicon

Many methods have been used to efficiently construct adomain
lexicon. Das et a [22] and Krestel and Siersdorfer [23] used
SO-PMI as a useful tool for emotion lexicon construction. Yu
and Dredze [24], Tixier et a [25], and Zhengyu [26] leveraged
and improved the W2V method to construct a domain lexicon.
Chao et al [27] proposed a semisupervised sentiment orientation
classification algorithm based on W2V (SO-W2V) and obtained
alexiconin different areas efficiently. The PMI method focuses
on the co-occurrence frequency between words but ignores the
context. However, W2V considers context with word
embeddings but in arelatively simple way compared with the
LPA shown below.

The LPA, which was first proposed by Zhu and Ghahramaniy
[28], plays an important role in lexicon autoconstruction with
semisupervised methods. Researchers [29,30] used the LPA
starting with several label ed seed words to expand alexicon for
polarity classification. Tai and Kao [31] built a framework to
automatically generate a lexicon by combining PMI and the
LPA. Hamilton et a [32] applied alabel propagation framework
with domain-specific word embeddings to construct accurate
domain-specific lexicons. A new method combining W2V and
LPA was adopted by Giulianelli [33] and Pu et a [34], and it
performed much better than previous methods. In thisway, the
relationships between words and specific domain contexts are
considered.

Data Collection

In order to build a depression-domain lexicon for further
detection viasocial media, we constructed two data sets of users
with depression and without depression based on data from
Weibo microblogs, which is very popular in China. Weibo has
462 million monthly active users according to a report in 2018
[35], and it is the most popular social media website in China.
Equivalent with Twitter, people are getting used to sharing their
ideas and moods on Weibo.

Inlight of the fact that depression isalong-standing illness, the
text of users should not be collected from only one microblog.
Thus, our data sets contained all Weibo microblogs within a
year published by the same users. In addition, personal profile
information like comments, number of follows, and number of
followers was al so included.

Depressed Data Set D1

Based on Weibo microblogs from January 2017 to April 2018,
we used the keywords “I'm diagnosed with depression”
[13,36,37] to construct a depressed data set D1. In thisway, we
finally identified 965 users with depression and 58,265
microblogs (Table 1).
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Table 1. Details of the collected data sets from Weibo microblogs.

Lietd

Data set Users  Total posts Mean Standard deviation Skewness Kurtosis Time span
Depressed dataset D1~ 965 58,265 60.374 31.327 -0.451 1.788 January 2017-April 2018
(16 months)
Nondepressed dataset 903 52,787 63.697 30.086 -0.615 2.066 January 2017-April 2018
D2 (16 months)
For example, “excitement,” “life,” and “forever” are common
Nondepressed Data Set D2 P

If auser never posted any text with a depression-related word
like “depress,” the user was labeled as nondepressed. In this
way, we constructed a nondepressed data set D2. To match D1,
we selected a similar number of microblogs (one user without
depression can have up to 100 posts) under the same time span.
In this way, we identified 903 users without depression and
52,787 microblogs (Table 1).

Data Preprocessing

Before the experiment, we found that there were some unrel ated
microblogs, irregular words, and emoji in our data sets. These
noisy texts can affect the accuracy of our model, so we adopted
the following preprocessing procedures: (1) Emoji processing.
Emoji and ematicons are common in social media. However,
they can cause some unexpected troubleslike encoding problems
during agorithm running and text analysis, so we removed
emoji. We will take them into account separately in further
research; (2) Unrelatedmicroblog processing. In addition to
depression-domain microbl ogsthat we focused on mostly, many
users posted plenty of daily microblogs, including red packets
snatching, game sharing, advertisements, etc. |n addition, some
“fake” depression microblogs like depression scientific articles
and content talking about friends with depression, instead of
users, are also useless and can be misleading. By manual
screening, we obtained a list of unrelated keywords in daily
microblogsand “fake” microblogs, and then, we removed them
all with regular expression; (3) Irregular words preprocessing.
New words keep appearing, and language habits are quite
different on the internet. These cause trouble during text
analysis. Therefore, we added a general dictionary of internet
words.

Methods

Construction Overview

Domain adaptability is always a difficult problem in natural
language processing. Therefore, a domain-based lexicon can
help us perform analysis in a more accurate and deeper way.

http://medinform.jmir.org/2020/6/€17650/

words in our daily life, but they can be abnormal signals of a
patient with depression. Thus, through our study, we will try
our best to determine which words used on theinternet indicate
depression and which do not indicate depression.

There are many ways to construct a domain-based lexicon
according to a survey [38], which can mainly be divided into
knowledge base, corpus base, and these two combined.
Knowledge base includes traditional methods, such as word
relation extension [39] and annotation extension [40]. Corpus
base refers to conjunction syntax [41] and word co-occurrence
[42]. In fact, a survey [38] showed that the class of methods
adopted more widely is the automatic method combining
existing knowledge and corpus base. In this view, approaches
involving semisupervised construction on relationship graphs
like the LPA, bootstrapping, and word embedding are popular
and effective methods mentioned in the subsection Related
Work About Research on Construction of a Domain Lexicon.

Inspired by Hamilton [20], Giulianelli [33], and Pu et a [34],
we applied automatic construction, a semisupervised method
that combinesW2V and LPA on alexica semantic relationship
graph, to obtain a depression-domain lexicon containing
depressed feature words. Our construction can be divided into
the following four steps. (1) Extraction of seed words. Extract
afew wordsthat are most important and valuable in the domain;
(2) Extending new words. Use the W2V model to learn word
vectors on the corpus and then extend with similarity between
seeds and new words; (3) Setting labels for the new words. If
the cosine similarity of a word and a seed is greater than the
threshold, an edge will be formed, and the weight of the edge
is the similarity. Through such iteration, a graph is obtained.
After that, the LPA is used on the semantic graph to obtain the
labels of all candidate words; (4) Obtaining the domain-based
lexicon. Finaly, by simple manual arrangement, the
depression-domain lexicon is formed. We then used it as an
input for detection models and found that the model s performed
much better than before. The method is described as a detailed
framework in Figure 1.
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Figure 1. Anillustration of the framework. DT: decision tree; LR: logistic regression; NB: naive Bayes, RF: random forest; SVM: support vector

machine; TF-1DF: term frequency-inverse documentation frequency.
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Extraction of Seed Words

Seed words are those that can be representative of a specific
domain. In order to extract the key seed wordsin the depressed
and nondepressed data sets, we leveraged the TF-IDF a gorithm,
which is awidely used feature extraction algorithm in natural
language processing. Salton and Yu [43] first proposed the
TF-IDF agorithm, and Salton et al [44] demonstrated itsvalidity
in information retrieval. Term frequency (TF) refers to the
number of times a term or word occurs in a document, and
inverse document frequency (IDF) is related to the frequency
of aterm appearing in al documents, which measures specificity
of the term over the entire corpus.

TF and IDF can be formulated as follows:

@
Bl

wheren;; istheword i in document j, k is the number of words
inj, Nisthe number of documents containing word i, D isthe
size of the documents, and DF(i) is the number of documents
in which theword i occurs at least once. Additionally, tfidf can
be formulated as follows:

E

Intuitively, this calculation of TF-IDF will show us how
important and special agiven word isin our depression domain.
Words with ahigher tfidf value tend to have a greater relevance
in a document. In our research, we regarded the data sets D1
and D2 astwo corporaand every microblog as a document. We
then extracted words with the highest TF-IDF values in our
corpora.
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Extending New Words With W2V

Now that we had the seeds S we could leverage the word
embedding model to extend new words. Word embeddings,
which help map the vocabulary to vectors, are popular toolsfor
natural language processing. We adopted W2V, an efficient
algorithm for learning embeddings using a neural language
model, to generate the vectors. W2V is an open source model
by Mikolov et a [45] at Google, and itsmain ideaisto use deep
learning technology on a specific corpus and then to map each
word into a multidimensiona real vector space, where the
distance between words that have a higher semantic similarity
issmall.

In this paper, cosine similarity was used to calculate the
similarity between words. When aword whose similarity with
the seed wordsin the training corpus was greater than the given
threshold, we extracted it as a new word and added it as a
candidate word to the candidate word set C. If § and C
represent the vectors of a seed word and candidate word,
respectively, the similarity between them can be formulated by

SM(S, Cj) asfollows:
E

Setting Labels With Label Propagation

The LPA is a common semisupervised approach on a graph
[28]. It has been applied to many fields, such as community
detection [46], personal socia relation extraction [47], and
dictionary construction. Using a graph model to construct a
lexicon can capture the globa relations among all words,
overcome the dependence on seeds, and provide a better result
in the case of limited labeled data.

The LPA builds agraph based on the similarity between nodes,
which are the words in our study. After the initialization of the
graph, the nodesin the graph can be divided into |abeled nodes
and unknown nodes. The basic idea of LPA is to predict the
label of unknown nodes based on information from labeled
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ones, and labels are propagated mainly by the weight on the
edge between the nodes. In the process of label propagation,
unknown nodes can update their own labels through the
information of adjacent known labels. If the similarity of the
adjacent node is large, the influence of its label will be large.

In our agorithm, the seeds Sare taken as the |abeled nodes and
the extended candidate words C are taken asthe unknown nodes.
The semantic graph is constructed as follows: If the seed word
i is extended by W2V to get a new word j, there is an edge
between i and j, and the weight of the edge is the similarity of
thetwo words. Thus, all of the seed words and candidate words
will form a semantic graph as shown in Figure 2.

Assuming that there are n nodesin total, then an n-dimensional
transition probability matrix can be constructed. Let S M(w;,w;)

represent the similarity between w; and w;, which is calculated
by cosine similarity. T[i][jJrepresents the similarity transfer
probability fromwordi toword j, whichiscalculated asfollows:

]

If there are 10 nodes in the graph, in which i; and i, are
depression seed wordswith thelabel “-1," ijisanondepression
seed word with the label “+1,” and the labels of the rest of the

Lietd

candidate words are unknown (given an initial value of 0), the
initial 1abels of all nodes can be represented by the vector V as

follows:
@]

The label of each unknown candidate word is obtained by
iteratively applying the transition matrix on theinitial labels of
the words. The calculation method is as follows:

]

where Label represents the label possibility of node j after the
iteration, TI[i][j] represents the transfer probability in the
similarity matrix of node i to node j, and V[i] represents the
initial Label of nodei before the iteration.

In each iteration, the label s of the seeds should remain the same.
When the labels of al wordsin the graph no longer change after
continuous iteration, the iteration is over. At the end of the
iteration process, the final candidate words are those words
whose absol ute value of |abel probability isgreater than acertain
threshold. In this way, we obtained a well-labeled domain
lexicon. The previous algorithms can be concluded as the steps
in Textbox 1.

Figure2. A simple structure of a semantic graph. i: seed word; j: candidate word.

http://medinform.jmir.org/2020/6/€17650/

JMIR Med Inform 2020 | vol. 8 | iss. 6 |e17650 | p.306
(page number not for citation purposes)


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

JMIR MEDICAL INFORMATICS

Textbox 1. Algorithms of the procedure.

Lietd

Procedure:

1) Initialize the lexicon and candidate words. C=0, Lg=0, L=0.

2) Preprocess the corpus and learn the word embedding with Word2Vec.
3) For every seed, SOS:

Input: Corpus of data set (Corpus=D1[1D2), seeds S, and the threshold T, for candidate words C.

Output: One depression-domain lexicon L with depressive words Lg and nondepressive words L,.

For aword W in Corpus, if SM(§,W)) 2T, then C=COSOW,. Record the similarity calculated by equation (4).

4) After obtaining all the extended candidate words C and the similarity matrix between words through step 3), the transition probability matrix of
similarity in C can be constructed according to equation (5). Then, the semantic relationship graph is obtained.

5) In the whole graph, Label of unknown words is calculated according to formula (7) given the initial label V.

6) Reset the labels of the seedsin Label toitsinitial value. Then, let V=Label.

7) Repeat steps 5) and 6) until the labels of C in the graph do not change anymore.

8) Obtain the final Label. For CiIC, if Labelcj <0 and |Labelgj| >0.5, then Ly=L40C;; For GOC, if Labelcj >0 and |Labelgj| 0.5, then Ly=L,0C;j.

9) Combine Ly and L, and finally obtain the depression-domain lexicon L after manual work.

Results

Experiment Setup

We employed our data set to construct a depression-domain
lexicon. We needed two types of microblogs combining users
with depression or those without depression to extract domain
seed words and to finish the automatic construction with the
LPA. Our original data crawled from Weibo had some noise,
especialy in D1, so manual preprocessing (detailed description
inthe"Data Preprocessing” subsection) was necessary to clean
thedatainto D1 and D2.

After our lexicon was automatically built, we labeled it
depressed or nondepressed for further evaluation. Three
volunteers, who had carefully read the depressed microblogs
and research articles, were invited to perform the lexicon
labeling job [48]. Thus, every word in the lexicon was labeled
three times. If there was a labeling disagreement, voting was
adopted to obtain the ground truth.

Word Segmentation

Chinese word segmentation has a great influence in lexicon
construction, especially when it comes to Weibo microblogs
and the depression domain. In order to segment Chinese words
properly in Weibo text, we used the following three steps to
segment words as accurately as possible: (1) domain dictionary;
(2) large word embedding; and (3) incorrect word removal.

Domain Dictionary

When coping with mental disease, especially depression, over
the internet, some depression-domain words like paroxetine
(“tEZ F3T"), which isacommon antidepressant, and self-rating
scde (“BIFEF”), which isatool for individuas to measure
depression, weredifficult to recognize. Other wordslike MLGB
(“ D#hXEE"), which meansdamn it, and Yali (“F3%L"), which
means pressure, were network vocabularies that could be
confusing for the computer. Domain-specific segmentation
should combine a domain dictionary [49]; however, thereisno

http://medinform.jmir.org/2020/6/€17650/

depression dictionary in public resources. To solve the
segmentation problem, we downloaded “Dictionary of
Psychology” and “Dictionary of Neuropsychiatry” from the
CNKI Tool library [50] (there is no depression lexicon yet, so
we chose the dictionary of psychology and psychiatry; CNKI
is one of the largest Chinese knowledge discovery web-based
platforms), downloaded “Weibo Dictionary” from BosonNLP
[51] (adictionary automatically constructed from millions of
annotation data points from microblogs, forums, and other data
sources), and used a manualy collected antidepressant
dictionary [26] (words like amitriptyline and paroxetine in our
data sets were replaced with antidepressant as a data reduction
method) from web-based pharmacies and science articles. The
work of Chinese domain word segmentation was inspired by
Fang [26] and Cheng [49]. The final domain dictionary
contained 122,594 words after eliminating duplicate words. We
then used jieba (built to be the best Python Chinese word
segmentation modul€) [52] as our segmentation module, which
adopted the unigram model and hidden Markov model.

Large Word Embedding

A richer corpus is associated with more precise word
embedding. Instead of using our collected data, which were
relatively rare, we leveraged the W2V models by Shen et al
[53], which aretrained on 5 million Weibo microblogs and 223
million Chinese Wiki tokens, for word embeddings.

I ncorrect Word Removal

We planned to remove incorrect words from our lexicon.
Actually, after evaluation, we found that the error rate was less
than 2% to 3%. Among 2385 words in our depression-domain
lexicon, there were 64 errors.

Evaluation Metrics

During our experiments, we constructed the depression-domain
lexicon with an automatic method, compared our method with
some baseline approaches, and analyzed key parameters like
number of seeds and threshold in the model.
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For the evaluation metrics, we employed precision, recall, and
F1 measure (F1) in equations (8), (9) and (10), respectively, to
evaluate the performance of our model and the baseline
approaches. We used area under the curve (AUC) to evaluate
themodel of unbalanced data. In terms of the number of words
in the lexicon, we also compared the numbers under different
circumstances. The equations are as follows:

where TP representstrue positive, which means depressed words
are correctly detected as depressed; FN isfalse negative, which

Table2. TF-IDF values of depressed D1 samples.

Lietd

means depressed words are incorrectly determined as
nondepressed; and FP is false positive, which means that
nondepressed words are incorrectly detected as depressed.

Figure 1 provides an entire picture of the experiment.

Seed Words

Before construction, we used the TF-IDF to extract the seed
words and obtained a list of the top 2000 words. The samples
of the TF-IDF of D1 are shown in Table 2.

By artificially screening the list, we could obtain some seed
words. Moreover, we added afew general sentiment wordswith
high levels to our seed words and finally obtained a set of seed
words of 40 depressive seeds and 40 nondepressive seeds. From
parameter sensitivity analysis, we noted that 80 seeds in total
will lead to a sufficiently large lexicon with high accuracy. The
samples of the 80 seeds are shown in Table 3.

Depressed D1 TF-IDFvalue
Mysdf (B2) 0.041383
Redly (BE#/Y) 0.032475
Depression (H1RE) 0.024328
Hope (#2) 0.013336
Life (£3%) 0.012043
Forever (FKiz) 0.006965
Pain (&) 0.006871
Sad (¥Eid) 0.006756
Live (&%) 0.006583
Mood (1) 0.006386
Night (F%_E) 0.006347
Always (22) 0.005984
Hate (i X) 0.005475
Exhausted (37 ) 0.005469
Fear (1) 0.005030
Lonely (F34) 0.004413
Idiot ({8i8) 0.004380
Emotion (B%1%) 0.004031
Insomnia (5<8k) 0.003950
Sorry (FF A #2) 0.003867
Despair (4228) 0.003410
Antidepressant (1 H1ER25) 0.002305

3TF-I DF: term frequency-inverse documentation frequency.
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Table 3. Summary of the seeds.
Seeds S

Stability, comfort, happy, happiness, successful, confidence, sunshine, struggle, positive, brave, enjoy, peace, enthusiasm,
healthy, satisfied, active, grow up, pride, good, admire, strong, perfect, praise, precious, progress, congratul ate, love,
welcome, kindness, robust, earnest, agree, support, award, advantage, good deal, develop, warm, bright colored, and
understand

(F2E, 878k, =3¢, =18, IF, 815, PAt, &b, Uk, BEL, =32, B2, B8, @R, BE, 7EH, BK, i, 135,
ESMJEL, 9‘?:%; REE, 32K, B3R, S, KB, X2, W, B, ER,AE, FE, H, &b, %, 08, kR, RE,
ik, BR)

Depression, collapse, stress, suicide, apastia, anxious, sad, tired, death, lonely, insomnia, bad, desperate, give up, low,

Category

Nondepressive (40 words)

Depressive (40 words)

leave, fear, danger, close, sensitive, lost, shadow, destroy, suspect, crash, dark, helpless, guilt, negative, frustration,
nervous, melancholy, rubbish, jump, forget, goodbye, cut wrist, edge, haze, and antidepressant

(8D, BRR, B, B, SR, AR 0, A LT, IR, KR, R B, ST, B, B BIE, Bk, B,
UK, SERR, PR, H#ESR, TRER, BRIR, BERE, LBh, IR, faE, JHIE, K, AR, IBH), BkiE, B, B, b, 18k,

FASE, HiERZh)

M odel Evaluation

In order to verify the effectiveness of the lexicon
autoconstruction method applied in this paper, we selected the
following methods as baseline approaches: (1) W2V [24-26]. A
common method of constructing alexicon based on W2V, which
is used to learn word embedding vectors on a corpus. The
semantic similarity between words and seed wordsin the corpus
is then iteratively calculated. If the similarity is greater than a
certain threshold, the new word is extended and has the same
label asthe seed word; (2) SO-W2V [27]. It isasemisupervised
sentiment orientation classification agorithm based on aword
vector. The basic idea is that through comparison with all
positive and negative seed words, an accurate orientation of the
extended word will be obtained. It has versatility in different
areas for a Chinese corpus; (3) SO-PMI [9,22,23]. It calculates
the probability of the occurrence of both seed words and
expanded words in the text. A higher probability is associated
with acloser correlation; (4) W2V-LPA. It is our method, which
considers both the word relationship and specific domain
context.

Table 4. Performance of |exicon construction methods.

To obtain afair comparison, we set the same parameters for all
methods where T, was 0.5 and the size of seeds Swas 80. For

W2V tools, we used the gensim package [54].

From Table 4 and Figure 3, we can see the evaluation results.
It is obvious that the W2V-LPA and W2V methods performed
much better than the SO-W2V and SO-PMI methods. Moreover,
when the size of seeds increased from 60 to 120, our method
was able to maintain a more stable and precise performance,
which was amost 1% to 6% higher than others (Figure 3),
whereas the value for SO-W2V declined quickly when the size
of seeds became larger. Overall, SO-W2V takes al the other
seedsinto account, but too many seeds combined will introduce
too much noise to some extent, as not al seeds are related to
an extended word. W2V isasimple and general method, which
only considers the label of the first seed when extending new
words. Additionally, SO-PMI mainly takesword co-occurrence
frequency into account. What W2V-LPA did better is that it
only predicted label s through the semantic graph of related and
similar words, and thus, the semantic context and word relation
were both considered. Therefore, we can say that W2V-LPA is
amuch better and more stable method for the autoconstruction
of adomain lexicon.

Construction method Precision Recall F1 Size of the lexicon
W2V-LPAR 0.880 0.906 0.893 2321
WavP 0.878 0.903 0.890 2321
SO-PMIC 0.879 0.877 0.877 2024
so-wavd 0.854 0.877 0.862 2321

AW2V-LPA: label propagation algorithm-Word2Vec.

Byv2v: Word2Vec.

€SO-PMI: semantic orientation pointwise mutual information.
4SO-W2V: semantic orientation Word2Vec.
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Figure 3. F1 of methods when the seed size changed. LPA: label propagation algorithm; SO-PMI: semantic orientation pointwise mutual information;

SO-W2V: semantic orientation from Word2Vec; W2V: Word2Vec.
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Parameter Sensitivity Analysis

Throughout our experiment, the size of seeds Sand the extension
threshold T, were two important parameters. More seeds or a
lower threshold will lead to alexicon with morewords but lower
accuracy, whereas fewer seeds and a high threshold will ensure
more precision but a poor lexicon. We balanced the trade-offs,
as we wanted to obtain a relatively accurate and abundant
lexicon that would be helpful for further depression diagnosis.
Figure 4 presents the size of the lexicon when the size of seeds
and threshold for candidate words changed.

First, wefixed T, at 0.7 and then varied the size of seeds from
60 to 120. If we have |ess than 60 seeds, the entire lexicon will
be so small that almost nothing will remain but seed words. A
size larger than 60 will not change the outcome, so 0.7 might
be a very high-level threshold. From Table 5, we can see that

http://medinform.jmir.org/2020/6/€17650/

RenderX

larger sizes of seedslike 100 and 120 partially jeopardized the
performance, and W2V-LPA performed nearly the same when
the sizes were 60 and 80.

We then fixed the size of seeds at 80 with varying T, from 0.7
to 0.5. With a higher threshold, the performance was relatively
excellent, whereasthe size of the lexicon started to fail at around
1000 when T, was 0.55. We believe alexicon with 2000 words

and a T of 0.5 might have good balance.

Overall, it is pleasing that our W2V-LPA method performed
quite smoothly and steadily even when the parameters were
changed, so we believe that a high-quality lexicon can be
constructed. It isdifficult to find an optimal solution, and given
D1 and D2, we will adopt a size of seeds of 80 and athreshold
T, of 0.5 asarelatively proper approach.
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Figure 4. Size of the lexicon when the size of seeds and threshold for candidate words changed.
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Table 5. Performance of the W2V-LPA method when S and T were changed.
g2 T.° Precision Recall F1 Size of the lexicon
60 0.5 0.882 0.911 0.896 1694
60 0.55 0.910 0.935 0.922 788
60 0.6 0.926 0.944 0.935 446
60 0.65 0.951 0.963 0.954 275
60 0.7 0.804 0.897 0.848 89
80 0.5 0.880 0.906 0.893 2321
80 0.55 0.916 0.937 0.926 1072
80 0.6 0.934 0.948 0.941 558
80 0.65 0.954 0.963 0.958 320
80 0.7 0.918 0.909 0.892 113
100 0.5 0.874 0.899 0.886 3070
100 0.55 0.906 0.924 0.915 1589
100 0.6 0.927 0.937 0.931 792
100 0.65 0.953 0.959 0.955 418
100 0.7 0.937 0.932 0.925 144
120 0.5 0.855 0.879 0.866 3696
120 0.55 0.889 0.904 0.896 1942
120 0.6 0.924 0.933 0.928 894
120 0.65 0.952 0.958 0.954 454
120 0.7 0.944 0.940 0.934 170

83 size of the seeds.
ch: threshold for candidate words.
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Detection Performance

After construction of the depression-domain lexicon, we could
apply it to actual depression detection in anew Weibo microblog
data set to find out if our work would help existing detection
models perform better. The detection process included data
collection, feature selection, and classification methods.

Table 6. Details of the data set for depression detection.

Lietd

Data Collection

In addition to our data set used for lexicon construction, we
collected 745 users who were depressed and 10,118 users who
were not depressed with their 1-year tweets as a new data set.
Data details are shown in Table 6.

Data set Users Total posts Mean

Standard deviation ~ Skewness Kurtosis Time span

Depressed data set D3 745 179,600 240.44

Nondepressed dataset D4 10,118 3,150,000 310.93

486.28 6.21 56.32 January
2018-June
2019 (18

months)

327.72 3.50 48.52 January
2018-June

2019
(18 months)

Feature Selection

Features like topic-level keywords, posting behaviors, number
of tweets, first-person words, and linguistic style are meaningful
in detecting depression on the internet [11,13]. We a so set our
depression-domain lexicon as one feature to see whether it
would really contribute a lot after inclusion in the detection
model. The features were asfollows: (1) Topic-level keywords.
We selected 30 topic-level keywords with the TF-IDF; (2)
Posting behaviors. For each user, average length of tweets and
total posting numbers were collected to represent web-related
posting behaviors; (3) First-person words. According to
linguistic inquiry and word count [55], we counted the number
of first-person pronounslike |, we, us, etc; (4) Linguistic style
(200 dimensions). To approximately analyze linguistic style,
we calculated the average vectors of every user with Word2Vec
[56]. Finally, we constructed the depression-domain lexicon by
the previously mentioned process.

Classification Methods

We chose naive Bayes (NB), decision tree, logistic regression
(LR), random forest, and support vector machine [5,37] as
classification methods to detect users with depression. From
model performance, we obtained a quick picture about the
importance of our lexicon. When the depression-domain lexicon

http://medinform.jmir.org/2020/6/€17650/

isselected as onefeature, the method hasthetag L. For example,
L-NB is a classification algorithm that has the feature of the
depression-domain lexicon, whereas NB does not have this
feature. After including the depression-domain lexicon in the
models, we clearly found that each detection performance
improved when compared with before inclusion of the lexicon
(Table 7). The performance of lexicon methods surpassed that
of corresponding methods without the lexicon by 2% to 9%,
which justifies the important role of our lexicon in depression
detection.

The model was based on a data set with 50% users who were
depressed and 50% users who were not depressed. When we
varied the scale of depressed users, the data set became
imbalanced and the AUC was more important to test the
performance. Figure 5 illustrates the trend of detecting
performance when setting different proportions of users who
were depressed in the L-LR method. This method achieved an
outstanding performance when the proportion of users with
depression was 50%. However, the AUC dropped sharply when
the data set was imbalanced.

Inthereal word, people with depression make up lessthan 10%
of the population, and wewill determine how to properly detect
depression with imbalanced datain afurther study.
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Table 7. Detection model performance with the depression-domain lexicon.

Detection model Precision Recall F1 Accuracy
NB?2 67% 67% 67% 67%
Lo.NB 74% 73% 73% 73%
LRS 76% 76% 75% 76%
L-LR 7% 7% 7% 7%
REd 68% 68% 68% 68%
L-RF 7% 7% 76% 7%
SVYME 65% 65% 65% 65%
L-SVM 74% 2% 2% 2%
o1 67% 67% 67% 67%
L-DT 69% 69% 69% 69%

3NB: naive Bayes.

b depression-domain lexicon as afeature.
°LR: logistic regression.

9RF: random forest.

€SVM: support vector machine.

'DT: decision tree.

Figure5. Scales of users who were depressed. AUC: area under the curve.
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Percentage of users who were depressed in the data set

achievements about a lexicon involved an English corpus.
Instead of translating an English lexicon, this paper aimed to
apply an automatic construction method for a Chinese
depression-domain lexicon based on the LPA. With Word2Vec
and a semantic relationship graph, the LPA was used to predict
thelabel of candidate wordsin the graph, and finally, our lexicon

Discussion

Diagnosis of users with potential depression via social media
has attracted increasing attention because it is a more
cost-effective and active approach dealing with massive valuable
datathan traditional diagnosis. In previous studies, most of the
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was constructed. Experiment results showed that our method
was superior to baseline construction methods and had good
performance and robustness. In addition, when our lexicon was
included asan input for the detection models, their performance
became more accurate and effective when compared with the
models without the depression-domain lexicon.

In the next step, experiments are expected to be carried out on

Lietd

conjunction will beincorporated into our method to enlarge the
range of the depression-domain lexicon. Meanwhile, more
complex construction methods like deep neural networks and
hierarchical topic models will be adopted in further research.
We expect that our lexicon will act as a useful feature in
depression detection and will be able to provide more insights
for depression diagnosis in terms of advanced depression
detection among patients.

alarger depression corpus, and more linguistic knowledge like
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Abstract

Background: Speech recognition is atechnology that enables machines to understand human language.

Objective: In this study, speech recognition of isolated words from asmall vocabulary was applied to the field of mental health
counseling.

Methods: A software platform was used to establish a human-machine chat for psychological counselling. The software uses
voi ce recognition technology to decode the user's voice information. The software system analyzes and processes the user's voice
information according to many internal related databases, and then gives the user accurate feedback. For users who need
psychological treatment, the system provides them with psychological education.

Results: The speech recognition system included features such as speech extraction, endpoint detection, feature value extraction,
training data, and speech recognition.

Conclusions; The Hidden Markov Model was adopted, based on multithread programming under a VC2005 compilation
environment, to realize the parallel operation of the algorithm and improve the efficiency of speech recognition. After the design
was compl eted, simulation debugging was performed in the laboratory. The experimental results showed that the designed program
met the basic requirements of a speech recognition system.

(JMIR Med Inform 2020;8(6):€18677) doi:10.2196/18677

KEYWORDS
speech recognition; isolated words; mental health; small vocabulary; HMM; hidden Markov model; programming

psychologica states may differ and cause notable differences
intheir speech. Fourth, thereis often background noise or other
interference accompanying speech. Therefore, the original
template matching method is no longer applicable.

Introduction

Constraints on speech recognition such as small vocabularies,
specific speakers, and isolated words need to be relaxed. At the

same time, there are many new problems that must be solved.  There have been further breakthroughs in using speech

First, expanding the vocabulary makesiit difficult to select and
build templates. Second, in continuous speech, there is no
obvious boundary between each phoneme, syllable, and word,
and there is a phenomenon of coordinated pronunciation that
isstrongly influenced by the context of each pronunciation unit.
Third, different people say the same words with different
acoustic characteristics. Even when the same person speaksthe
same content multiple times, their physiologica and

https://medinform.jmir.org/2020/6/€18677

recognition technology for various applicationsfor smartphones.
This study focused on mental health issues and investigated the
interaction between smartphone software and users mental
health based on speech recognition technology. This study
involves basic application research on the use of intelligent
software design and speech recognition technology in the
context of mental health.
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Methods

Programming of a Speech Recognition System Based
on VC2005 | solated Words

In this study, C language programming was used to implement
data feature extraction based on the Markov model. It was then
used to programmatically realize speech recognition for specific
speech instances, as well as write speech recognition functions
into functionsthat can be called by other modules. Additionally,

Figure 1. Block diagram of speech recognition system.

Utterance

i

Hello

Composition of an I solated Word Speech Recognition

System

The reference pattern is based on the template word unit shown
in Figure 2. The main technical items of the isolated word
speech recognition system are shown in Table 1.

AmiVoice engine
* Sound analysis

Recognition decoder

Fu

it was used to implement a speech recognition system
foundation, and to cultivate and improvethe ability of the system
to consult the literature and comprehensively use new
knowledge [1].

Speech recognition is essentially a pattern recognition process,
one by which an unknown speech pattern is compared with
known reference patterns of speech, and the best-matched
reference pattern is the recognition result. Figure 1 is a block
diagram of an automatic speech recognition system based on
the pattern matching principle [2].
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Figure 2. References use templates as word units. HMM: Hidden Markov Model.
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Table 1. Main technical items of the isolated word speech recognition system.

Technical items Details

Vocabulary
Speaker
Generative method
Analysis

Mode change
Model approach
Standard mode
Input method
Vocal environment
Surroundings

Level 40-50 dB, 60-70 dB, 65-75 dB

Vocabulary fixed or variable, content (numbers, commands, place names, etc), acoustic similarity

Specific speakers, nonspecific speakers

Isolated vocalization, continuous vocalization

Frequency domain analysis, cestrum domain analysis, linear prediction analysis

Fixed or variable length, feature extraction, speech segmentation, factor recognition

Multiple reference pattern matching method, statistical decision method, word formation recognition method
Standard template (multiple), word dictionary, probability distribution, generation rules

Phone-microphone (near microphone)

Signal to noise ratio >30 decibels (dB)

Quiet office, spacious office, inside amoving car

Speech Recognition Design Process

Sample Voice Collection

The standard Chinese numerals 0-9 were spoken and recorded
indoors as a sample. The recording software used Microsoft
Visud C++ WindowsMediaPlayer (Microsoft), with asampling
rate of 16 kHz and sampling bits of 16 bits. The voice data is
stored in the .wav file format, and its audio format is Windows
PCM (pulse-code modulation) [3].

Speech Signal Preprocessing

There were several elements involved in speech signd
preprocessing. First, to digitize voice signals, datawas extracted
from the speech signal by sampling and quantizing. During data
extraction, it is extremely important to master the storage form
of the voice file, and to effectively extract and ascertain the
meaning of each part of the data to improve the analysis of the
data, and lay the groundwork for the next step.

Second, the high-frequency portion of the signal spectrum was
enhanced and flattened, in order to facilitate channel parameter
analysisor spectral analysis. Pre-emphasis of the speech signal
is done by using the mean power spectrum and muzzle glottal
excitation radiation effects; the high end at about 6 dB/octave
is above 800 Hz, ie, 6 dB/octave (2 octaves) or 20 dB/decade
(10 octaves). When seeking avoice signal spectrum, the higher
the frequency, the smaller the corresponding component. For
thisreason, pre-emphasisis performed as part of preprocessing.
The purpose of pre-emphasisis to flatten the signal spectrum,
and hold the entire band from low to high frequency. The signal
to noiseratio requirements can use the same spectrum or spectral
analysisto analyze channel parameters. Pre-emphasisgenerally
uses afirst-order digital filter of theformulap: H(Z) = 1—puz?t,
where hasavaluecloseto 1, or formulay(n) = x(n) —ax(n-1),
where x(n) is the original signal sequence, y(n) is the
pre-emphasis sequence, and a is the pre-emphasis coefficient

[4].

Third, preprocessing included endpoint detection and framed
windowing. Breakpoint detection is mainly used to extract the
effective part of the data. The threshold valueis 0.3 (maximum

https://medinform.jmir.org/2020/6/€18677

vaue-minimum value). The speech signal is a typica
nonstationary signal. In processing, a window function is
generally used to intercept one segment for analysis. Part of the
extracted signal is short-term stable. Another effect of
windowing is to eliminate the Gibbs effect caused by the
truncation of infinite sequences. Common window functions

[5] are asfollows:
@]

Both the Hamming window and the Haning window belong to
the generalized raised cosine function. By analyzing their
frequency response amplitude characteristics, it can be found
that the rectangular window has good spectral smoothing
performance, but the side lobe is too high, which may cause
spectrum leakage and loss of high-frequency components. The
Haning window decays too quickly and the low-pass
characteristics are not smooth; the Hamming window iswidely
used because of its smooth |ow-pass characteristics and because
it has the lowest side lobe height [6].

Mel Frequency Cepstral Coefficient Feature
Representation

The training process of Mel Frequency Cepstral Coefficient
(MFCC) parameters and Pearson Linear Correlation Coefficient
(PLCC) parameterswas extracted, that is, state transition matrix
A, mixed Gaussian distribution weight matrix C, mean vector
1 and covariance matrix U. A maximum likelihood estimation
was performed.

MFCC Extraction

The human ear has different perception capabilities for speech
at different frequencies; this is a nonlinear relationship.
Combining the physiological structure of the human ear and
using the logarithmic relationship to simulate the human ear's
perception of speech at different frequencies, Davies and
Merenstein proposed the concept of Mel frequency in 1980 [7].
The meaning of 1 Mel is 1/1000 of the tone perception degree
of 1000 Hz. The conversion relationship between Hz frequency
fu, and Mel frequency fy,q isasfollows:
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The MFCC is proposed based on the above Mel frequency
concept, and its computer flow is shown in Figure 3.

Figure 3. Mel Frequency Cepstral Coefficient (MFCC) calculation flow diagram. FFT: fast Fourier transform.
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First, the original voice signal is pre-emphasized, and a frame
of voice signal is obtained after frame-by-frame windowing.
Second, the fast Fourier transform (FFT) is performed on a
frame of speech signal to obtain the discrete power spectrum X
(k) of thesignal. Third, trianglefilter center frequency f(m) and
frequency response H (k) are calculated as follows:

]

In Equation 5, f; and f,, are low-pass frequency filter bank
coverage and high-pass frequency, respectively; F is the
sampling frequency with the unit Hz; M is the number of filter
bank filters; N represents the points that are FFT; B™ is the
inverse function of Equation 6.
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B(b) = 700(e”?" — 1) (6)

Fourth, each filter produces an output spectral energy, after
taking the number of coefficients so as to obtain the following

set [8]:
E

A discrete cosine transform is used to convert S(m) to the time
domain. The calculation process of the MFCC c(i) isasfollows:

@

The curve and filter bank distribution corresponding to the
MFCC's Hz-Mel scale are shown in Figure 4.

Figure4. Mel Frequency Cepstral Coefficient (MFCC) scale corresponding curve.
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HMM Pattern Matching

HMM pattern matching is a double random process evolved
from Markov chains. An HMM with 1V states is usualy
represented by A = (A,B,). The meaning of these parameters
isexplained asfollows: N isthe number of states of the model.
An input observation sequence O = 04,0,,...07 can only bein
{S} at a certain moment, which is one of the N states of
{S1S,-- . \)- A ={4a;} isthestatetransition probability matrix
defined by the following equation: &; = P(G.; =S | g = S), 1
<i,j < N. Itisan implicit Markov chain. The probability of
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eachtransition from state § to state § isonly related to state S,

andisnot related to its previous state. The matrix elements must
satisfy the following equation:

@

m={1m,m,...,Tiy} istheinitia probability distribution of each
state, which represents the probability value that the observation
sequence O = 04,0,,...0r may be in each state of the model at
==========t =1, thatis, pj=P(q; =9),i =12,...,N, and it
satisfies the following equation:
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B is the output probability of any observation o, in the input
speech feature sequence O = 0,,0,,...0r in each state. It hastwo
types:. discrete and continuous. For the discrete HMM, B isa
probability matrix B = {bj(K)}, ] = 1,2,...,M; where bj(k) = P(o
| g = S), and M is the total number of symbols in the coded
symbol set and satisfies the following condition:

]

For the continuous HMM, B ={b;(0)}, 1 <j < N and ¢;;; among
these, Jo is any feature vector K in the speech feature
parameters, M is the number of Gaussian elements contained
in each state, L is the weight of the jth state and the Ith mixed
Gaussian function, N isthe normal Gaussian probability density
function, my; representsthe mean vector of thel mixed Gaussian
element in the j state, and U;; represents the covariance matrix
of the | mixed Gaussian element in the | state, and it satisfies
the following condition:
E

Results

Depending on different parameters of the HMM, it has different
classification methods. One type of classification is to divide
theHMM into two structures, ergodic and | eft to right, according
to the transition probability matrix A = {g;}. The HMM
experienced by each stateisthat any statein the model can reach
all other statesthrough afinite step; fromleft to right, the HMM
increaseswith time, and the state serial number isnondecreasing.
This model is divided into spanning and no spanning. The
HMMsof various states are mostly used for speaker recognition,
language recognition, etc. The content of speech has a strong
correlation with timing. This timing can be expressed by the
state relationship, so speech recognition must use the left to
right HMM structure. This study is based on isolated word
speech recognition, and it is not alowed to skip a certain part
of the middle of a speech fragment, so the HMM structure of
left to right without crossing must be used. Its state transition
probability matrix A = {g;} must satisfy a; =0,j #iandj #i
+1[9].

Another classification method is to divide HMMs into
continuous, discrete, and semicontinuous based on different
output probabilities B. The output probability B of each state
of the discrete HMM s a discrete probability matrix, and the
vector of the feature parameter of the speech signal must be
vector quantized before use. The output probability B of the
continuous HMM is a continuous output probability density
function. It has three forms: single, mixed, and differentiated
Gaussian probability density function. The semicontinuous
HMM isamethod that combinesdiscrete HMM and continuous
HMM. This paper uses a continuous HMM.

The following problems are to be solved by the isolated word
speech recognition system based on the HMM: First, how to
determine an optimal state transition sequence q = (0;,9y, ---,0y),

and calculate the output probability P(OJA) of the observation
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Fu

sequence O = 04,0,,...0r tothe HMM, and judge the recognition
result of the voice command based on this probability. Second,
how to adjust the parametersthat A = (A,B,1) to maximize the
output probability P(O[A). This is a problem of parameter
training of the HMM. In the process of solving the above two
problems, the output probability needs to be calculated, which
isanother key problem that needsto be solved by thisalgorithm
[10].

Discussion

Small Vocabulary Speech Recognition System Applied
in the Field of Mental Health

Speech Recognition System and Acquisition Method

For different speech types that need to be recognized [10], the
system collected data in different ways. For mobile phone
software, the intelligent degree of speech recognition is
completely dependent on the preset scheme. The same speaker's
speech may get completely different results due to different
collection methods preset by the recognition system. Therefore,
for users with special voice types, the mobile phone software
adopts multiple (1-3) collection methods to reduce errors.

Speech Processing System

The speech processing system mainly analyzes and processes
speech to achieve the purposes of transmission, automatic
recognition, and machine understanding. The anaysis and
processing are implemented based on the filtering, sampling,
and Fourier transform algorithms; the mobile phone software
runs the experimental results. The speech processing system
also processes voice signals such as echo, user's voice
disturbance, and voice noise to manage some typical voice
transmission problems.

Establishment of Related Databases

A psychological database that contains psychol ogical casesand
current user psychological data was established. It establishes
arelationship between all datain the database and usesthe data
dictionary to expand the function of the table to make the
database design simpler. The database aso needs to regularly
update relevant information to better enable the software
platform to provide users with mental health information. The
user steps are as follows: (1) After opening the mobile phone
software, the system prompts the user to fill in relevant
information such as gender and age (personal information). (2)
The voice chat system will conduct a human-machine voice
chat, with humorous and interesting content occasionally mixed
with some questions. (3) After the chat is over, the user is
notified that there is a waiting time. The software system
analyzes the voice chat data and further anayzes the
experimental results. (4) The user is notified of the analysis
result, and the software performsthe first operation on the user
if they haveidentified psychological problems. (5) The software
then establishes a specific personal psychological treatment
plan for users with mental disorders.
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Application of Analysis Software

The experimental data showed that our mobile phone mental
health software meets the requirements for accuracy,
practicability, and simplicity. The software was able to reaize
specific operations on related data by programming, to obtain
the most reliable parameters and achieve an accurate probability
of the user's voice information, thereby inferring any
psychological changes. The program was able to make a
scientific, professional, and safe analysis of users mental health
with different personality characteristics. Using this software
is convenient for users.
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Conclusion

In response to the special requirements of speech recognition,
the design of this software system is based on digital signa
processing and uses afast Fourier transform. Overall, the design
requirements were met. However, due to time and knowledge
limitations, there are still existing problems with the design,
such astheincompl ete treatment of environmental noise effects.
There is room for improvement in this software system. This
article introduces this research and factual issues such as the
application of mobile phone mental heath software. The
software platform is quantified and modularized using user
needs. It analyzes and processes specific experimenta data,
emphasizing that mental health software in a mobile phone is
convenient.
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Abstract

Background: Before major emergencies occur, the government needs to prepare various emergency supplies in advance. To
do this, it should consider the coordinated storage of different types of materials while ensuring that emergency materials are not

missed or superfluous.
Objective:

This paper aims to improve the dispatch and transportation efficiency of emergency materials under a model in

which the government makes full use of Internet of Things technology and artificial intelligence technology.

Methods: The paper established amodel for emergency materia preparation and dispatch based on queueing theory and further
established aworkflow system for emergency material preparation, dispatch, and transportation based on a Petri net, resulting in
ahighly efficient emergency material preparation and dispatch simulation system framework.

Results: A decision support platform was designed to integrate all the algorithms and principles proposed.

Conclusions: Theresulting framework can effectively coordinate the workflow of emergency materia preparation and dispatch,
helping to shorten the total time of emergency material preparation, dispatch, and transportation.

(IMIR Med Inform 2020;8(6):€19202) doi:10.2196/19202

KEYWORDS

medical emergency; resource allocation model; distribution model; large-scale emergencies; artificial intelligence

Introduction

After an emergency, enough emergency supplies should be sent
to the disaster area as soon as possible to minimize the
casualties. These emergency supplies include medical
equipment, medicine, food, drinking water, and protection from
the cold. An important factor that affects the length of time
needed to deliver emergency suppliesisthe amount of advance
preparation. If most of the emergency supplies are aready
prepared in peacetime, they can be directly transported to the
disaster area when the emergency arrives, saving time in
accumulating supplies. The government's work in the
preparation of emergency suppliesgenerally followsaparticular
process. First, the government predicts possible future
emergency needs based on relevant information such as the

http://medinform.jmir.org/2020/6/€19202/

type, time, location, intensity, and probability of future
emergency events, which is provided by relevant scientific
research institutions. Then, it obtains funds for emergency
materials through various methods. Next, it contacts relevant
companies and purchases emergency materials. Finally, it stores
the emergency materials that have been purchased. The
government's daily preparation of emergency supplies is not
without cost, and it should consider the two goal's of ensuring
safety and reducing expenditure.

Therefore, thefirst purpose of this paper isto solvethe problem
of the type and quantity of emergency materials prepared in
advance. The second purpose of this paper is to develop an
internet-based decision support platform that can perform that
function. Whether the government is judging the types and
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guantities of emergency materials demanded or researching
emergency material scheduling strategies, it must rely on experts
in related fields, including geological experts, astronomical
experts, and other expertsrelated to the nature of the emergency.
It also includes medical experts and emergency management
experts who need to be involved regardiess of the type of
emergency. Gathering these experts and government decision
makersin the same placein ashort timeisbasically impossible,
and thereisno need to do so to carry out decision-making work.
The use of the internet can solve this problem by achieving a
virtual assembly of experts and government decision makers.

Methods

Preparation, Dispatch, and Transportation of
Emergency Materialsfor Major Emergencies

Coordinated Operation of Emergency Material
Preparation and Transportation

After determining the need and demand for the type of
emergency supplies, the shipping process begins. In major
emergencies, the emergency supply—shipping process consists
of 3 subprocesses. preparation of emergency supplies,
scheduling of emergency supplies, and transportation of
emergency supplies. First, when the government receivesanew
demand for emergency supplies, the government emergency
response decision-making group needs to prepare these
emergency suppliesthrough various channels. Then, it convenes
an expert group to analyze the current traffic information,
material transport routes, and expected transit time, and it uses
computers to calculate optimal vehicle transportation routes.
Finally, vehicles carry emergency supplies to the affected area
and in accordance with a predetermined route.

The transportation of emergency supplies aso has 2
subprocesses. thefirst isthe preshipment of emergency supplies,
and the second is the shipment of emergency supplies once the
schedule has been finalized. After the government demands
preparation of emergency supplies, the staff responsible
immediately begin to prepare the supplies without having to
consider the progress of the other subprocesses. Asaresult, the
preparation subprocess in not the entire critical path.

Inthe process of preparing, scheduling, and transporting medical
supplies, the subprocesses of preparing emergency supplies,
scheduling their delivery, and transporting them are carried out
simultaneously. Because both the distance between the hub and
each disaster and the number of vehicles involved in the
transport are already determined, the optimal transit times of
emergency supplies cannot be changed [1].

Subprocess of Emergency Material Preparation for
Major Emergencies

According to the previous analysis, in major emergenciesthere
are 3 main channels for the government to prepare emergency
materials. First, the government directly dispatchesthe prepared
emergency materials in stock. Second, the government
supplements and purchases emergency materialsfrom suppliers.
Third, the government asks the mediato request that the public
donate emergency supplies.

http://medinform.jmir.org/2020/6/€19202/
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In the first channel, the cost of accessing the stocks of
emergency materials is much less than the cost of urgently
sourcing the same emergency materials from suppliers. In
addition, after receiving the transfer notification regarding the
stock, the government can immediately ship the emergency
materialswithout spending timein other areas. Finally, the place
of storage for the emergency supply stocks is either the
distribution center or very close to the distribution center, so
thetransportation timeis also much shorter than that of the other
material preparation channels. However, if the emergency
suppliesin stock cannot meet the rescue needs, the government
can use the 2 other channels to prepare emergency supplies.
The most widely used channel is ordering emergency materials
from suppliers. Requesting that the public donate emergency
suppliesisrelatively rare. Because the time of arrival, quantity,
and quality of emergency materials obtained in thisway cannot
be controlled by the government, they cannot be included in
the unified planning.

To sum up, these 3 channels together comprise the subprocess
of emergency material preparation for major emergencies.

Subprocess of Emergency Material Dispatch for Major
Emergencies

There are 2 key steps that need to be completed in order to
dispatch emergency supplies. Thefirst step isexpert evaluation,
and the second step is computer calculation [2].

First, the experts comprehensively evaluate rea-time road
conditions based on aerial photographs, information provided
by local governments, and feedback information from drivers
of transportation vehicles, thereby determining the best route
between disaster sites, as well as the required transportation
time. The expert's evaluation is very important because the result
of the evaluation determinesthe optimal transportation strategy.
However, in order to ensure the continuity of the entire process,
it isnecessary to strictly limit the time used by expert evaluation.
For a cluster decision, which is made by multiple experts
independently, experts generally make one or more rounds of
judgment before making a final decision. Under this scenario,
it obviously saves more time if experts make only 1 round of
judgment. Since each expert judges the existing information
differently, it is possible for them to evaluate each possibility
of road conditions. In order to make the conclusion drawn by
the experts conform to a unified standard, the increase in the
expected transportation time between 2 affected areas compared
with original transportation time between them can be set to m
possible minutes. Then experts can evaluate the probability of
these transportation times. If there are n experts participating
in the evaluation, the probability of the i expert evaluating the
m cases is Pi(L,),Pi(Ly),...Pi(Ly. According to the evidence
synthesis algorithm, the expert's evaluation of the probability

of thej caseis:
E

@
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As aresult, the latest expected increase in time for the vehicle
to travel a certain route is the situation with the highest
evaluation probability. Immediately afterwards, the latest traffic
information is substituted into the material transportation
scheduling model proposed above and the optimal transportation
strategy can be calculated. This cal culation processis completed
by computer [3].

M odelsfor Emergency Material Preparation, Dispatch,
and Transportation

Workflow System for Emergency Material Preparation,
Dispatch, and Transportation

If the time for vehicle k + 1 and vehicle k to return to the
distribution center ist ;) and t,, respectively, and vehicle k +
1returnsafter vehiclek, and if thereisno other vehicle between
the 2 vehicles, then thetime interval ist 1) - ty. t, refersto the
transportation of materials. If the total number of vehicles
participating in transportation is m, the minimum time interval
for all returning vehiclesis:

tp =min [tz _tl!" 't(k+ 1) - tk""tm - t(m_ 1)] (3)

The subprocesses for emergency supply preparation and
emergency supply scheduling are together called the material
preparation and scheduling process. Each batch of materials
must go through thismateria preparation and scheduling process
in order to be transported to the disaster area. If thereisafailure,
the government must look for other suppliers to enter the next
round of negotiations. This process refers to the time period
required for this meeting [4].

Here, tyy refers to the required time, and E refers to the set of

optimal solutions. This formula is to calculate the optimal
solution in the shortest time:

@

The emergency materials prestored in the government warehouse
can be shipped immediately after getting the transportation
instructions. The preparation time is 0. The time-consuming
part of the material preparation subprocessisthe following: the
government directly dispatches the stock emergency materials
prepared in advance, the government supplements and purchases
emergency materials from suppliers (if necessary), and the
government requests the society to donate emergency materials
through the media (if necessary). The government waitsfor the
maximum value of the three processes. The total running time
of this material preparation and scheduling process is shown

below:
E

In this equation, tyy is the time used by the government to
negotiate with the supplier, t;p isthe time spent by the supplier
to prepare materials after the negotiation is successful, tyy, is
the time required for the media to publish areport, and t;p is
the time between the public seeing the media report and
preparing to donate. Regarding the time to receive materials,
ty, isthe average timefor emergency material sto be transported
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from the supplier to the distribution center, t¢ is the expert's
estimated transit time of each transportation route, and ty, is

the computer calculation using the emergency materia
transportation scheduling model.

According to the previous analysis, this material preparation
and dispatch process should be compl eted within the minimum
time interval between the 2 transport vehicles arriving at the
material distribution center:

t, =1, (6)
Set in the period of [0,T,], where T, equals the first time, the

time of occurrence of each demand for emergency suppliesis
independent and follows a negative exponential distribution.
During this period, when urgent materials are needed, we can
know the average arrival rate of demands for emergency

supplies:
E

The average cost of demands for emergency suppliesis

@

According to the principle of queueing theory, the length of
stay follows a negative exponential distribution with parameter
U—A. Then, the probability density of the dwell timew is:

]

The average length of stay can be determined asfollows, where

w isthefina result:
E

The average waiting time can be found below:

]

In addition, emergency materials, such as medical suppliesand
living necessities, must be delivered within a certain period of
time. Otherwise, it will cause greater casualties. To prevent this,
the formula can be set so that these emergency materials must
be delivered within the [0,T,] period. Among the formulas,
suppose that a certain link i in the material preparation and
scheduling process needs n staff to participate together, and the
amount of time of this link is t;. The total effective working
time of the n staff membersisnt,;. ¢, refersto asingle specific
index and R, refersto the compositeindex. If thetime utilization
rate of these staff is set to r(O<r,<1), then the number of staff

required is
@]

Using the Whooped (Microsoft Corp) software to conduct a
static test on the system, the system has passed the coverage,
boundedness, and activity tests, so the design of this system is
reasonable [5].
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Simulation System Framework for Emergency Material
Preparation and Dispatch
Based on the above ideas, this paper establishes a simulation

system framework for emergency material preparation and
dispatch, as shown in Figure 1. The simulation system

Du

framework presents al links in the material preparation and
material transportation subprocesses in the first-level system,
ignoring the difference in the sourcing and preparation time of
each batch of emergency materialsand removing all emergency
materialsin the government emergency process [6].

Figurel. Framework of emergency material preparation and dispatch simulation system. PC: PC-BSD installer; PD: product department; PDR: project
definition report find suppliers; PE: portable executable; PF: planned finish date; PL: pay local; PN: part number; PNR: prior notice required; PR: pattern
recognition; PS; performance standard; PW: present worth; PWR: process work request; TA: computer computes optimal transportation routes; TC:
trace cache; TD: corporate donations of emergency supplies; TE: experts assess the trip transport routes by the expected time; T1: the government gives
the current traffic information; TL: set off emergency supplies destined for distribution center; TM: media reports, TN: government negotiations with
suppliers; TP: suppliers prepare emergency supplies; TS: find suppliers, TW: government warehouse to prepare emergency supplies.
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Results

Radio frequency identification technology can be mainly applied
to the storage of emergency supplies. It is connected to a
database, and its functions include the storage and inventory
management of emergency materials, aswell asthe management
of emergency materials after major emergencies. In daily
situations, the government puts the emergency materials into
storage after purchasing them. During this time, the radio
frequency identification technology can automatically identify
and store the materials according to their category and storage
environment requirements. Additionally, the long-term storage
of materialsis generally limited by shelf life. This technology
can automatically pick out materialsthat have passed their shelf
life and prompt management personnel to replace them with
new materials. Moreover, asthe amount of emergency materials
stored changes, the material storage warehouse may also need
to adjust its structure or expand its scale. At this time, the
technology can help managers find the materials that need to
be transferred and ensure the orderly progress of the entire
transfer [7].

After major emergencies occur, emergency supplies need to be
transported out of the warehouse to the affected area. Radio
frequency identification technology can enable managers to
track the status of each emergency item at any time and help
them formul ate the best transportation plan. More importantly,
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the use of this technology allows managers to more quickly
calculate the difference between the inventory and the demand
for various emergency supplies.

The application of the Internet of Things technology in the
process of emergency material preparation and transportation
in major emergencies is mainly achieved through multiple
terminal devices of different types, such as active and passive
microwave transmissions, reception devices involved in radio
frequency identification technology, GPS terminal signa
receivers, ground control instruments, and satellites. The most
important role played by these terminal devicesis to facilitate
the collection of multiple types of decision data. However, in
the government emergency process developed in this paper, a
large amount of data entry is required. Therefore, the
combination of the decision support platform with the Internet
of Thingstechnology is feasible and even efficient.

Based on this idea, this paper proposes a framework for the
organic integration of the related technologies of the Internet
of Things and the government emergency process[8]. After the
integration, the new decision support platform will effectively
integrate emergency supplies, rescuers, decision makers, and
computer artificial intelligence into alarge system, which will
significantly increase the speed of information transmission and
processing, thereby greatly improving the operational efficiency
of preparation, scheduling, and transportation of emergency
supplies[9].
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Discussion

This paper establishes a model for emergency materia
preparation and dispatch based on queueing theory; further
establishes a workflow system for emergency material
preparation, dispatch, and transportation based on a Petri net;
and provides a simplified simulation system framework for

Du

emergency material preparation and dispatch, shortening the
total time needed by these processes. Based on the Internet of
Thingstechnology that can be used in the process of emergency
material transportation, an integrated framework for emergency
material financing is constructed. This paper also provides an
interface to the model solution software on the decision support
platform so that this decision support platform integratesall the

principles and algorithms of emergency material financing and

emergency material preparation and dispatch with high operating X =R
transportation proposed in this paper.

efficiency. It can effectively coordinate the workflow of

Acknowledgments
The author acknowledges the Key Research and Devel opment Program of Shandong Province (Grant No. 2019GSF108010).

Conflicts of Interest
None declared.

References

1. Tucci VT, Moukaddam N, Alam A, Rachal J. Emergency Department Medical Clearance of Patients with Psychiatric or
Behavioral Emergencies, Part 1. Psychiatr Clin North Am 2017 Sep;40(3):411-423. [doi: 10.1016/j.psc.2017.04.001]
[Medline: 28800798]

2. Eaton-Evans T. Managing medical emergencies at endurance rides. In Practice 2019 Jul 11;41(6):270-274. [doi:
10.1136/inp.14108]

3. Zhou @S, Olsen TL. Inventory rotation of medical suppliesfor emergency response. European Journal of Operational
Research 2017 Mar;257(3):810-821. [doi: 10.1016/j.€j0r.2016.08.010]

4.  Ki M. Surveillance and epidemiologic investigation in public health emergencies caused by infectious diseases. J Korean
Med Assoc 2017;60(4):292. [doi: 10.5124/jkma.2017.60.4.292]

5. Schonfeldt-Lecuona C, Gahr M, Schiitz S, Lang D, Pajonk FGB, Connemann BJ, et al. Psychiatric Emergenciesin the
Preclinical Emergency Medicine Servicein Ulm, Germany in 2000 and 2010, and Practical Consequences. Fortschr Neurol
Psychiatr 2017 Jul;85(7):400-409. [doi: 10.1055/s-0042-122709] [Medline: 28768348]

6. NableJV, Tupe CL, Gehle BD, Brady WJ. Isthere adoctor on board? In-flight medical emergencies. Cleve Clin JMed
2017 Jun;84(6):457-462 [FREE Full text] [doi: 10.3949/ccim.84a.16072] [Medline: 28628427)

7. Albelaihi H, Alweneen A, Ettish A, Alshahrani F. Knowledge, Attitude, and Perceived Confidence in the Management of
Medical Emergenciesin the Dental Office: A Survey among the Dental Students and Interns. JInt Soc Prev Community
Dent 2017;7(6):364-369 [FREE Full text] [doi: 10.4103/jispcd.JSPCD_414 17] [Medline: 29387622]

8.  Aftergood DE. In-Flight Medical Emergencies. N Engl JMed 2016 Jan 21;374(3):292. [doi: 10.1056/NEJM c1512716]
[Medline: 26789896]

9.  Goertzel B. Artificial general intelligence. Lecture Notesin Computer Science 2017;56(2):32-39. [doi:
10.1007/978-3-540-68677-4]

Edited by H Li, Z Du, K Kalemaki; submitted 07.04.20; peer-reviewed by Z Liu, Y Liu, M Zhang; commentsto author 15.04.20; revised
version received 22.04.20; accepted 23.04.20; published 25.06.20.

Please cite as:

DulL

Medical Emergency Resource Allocation Model in Large-Scale Emergencies Based on Artificial Intelligence: Algorithm Development
JMIR Med Inform 2020;8(6):€19202

URL: http://medinform.jmir.org/2020/6/€19202/

doi:10.2196/19202

PMID: 32584262

©Lin Du. Originaly published in IMIR Medical Informatics (http://medinform.jmir.org), 25.06.2020. This is an open-access
article distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/),
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work, first publishedin IMIR

http://medinform.jmir.org/2020/6/€19202/ JMIR Med Inform 2020 | vol. 8 | iss. 6 [€19202 | p.329

(page number not for citation purposes)

RenderX


http://dx.doi.org/10.1016/j.psc.2017.04.001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28800798&dopt=Abstract
http://dx.doi.org/10.1136/inp.l4108
http://dx.doi.org/10.1016/j.ejor.2016.08.010
http://dx.doi.org/10.5124/jkma.2017.60.4.292
http://dx.doi.org/10.1055/s-0042-122709
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28768348&dopt=Abstract
https://www.ccjm.org/cgi/pmidlookup?view=long&pmid=28628427
http://dx.doi.org/10.3949/ccjm.84a.16072
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28628427&dopt=Abstract
http://europepmc.org/abstract/MED/29387622
http://dx.doi.org/10.4103/jispcd.JISPCD_414_17
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29387622&dopt=Abstract
http://dx.doi.org/10.1056/NEJMc1512716
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26789896&dopt=Abstract
http://dx.doi.org/10.1007/978-3-540-68677-4
http://medinform.jmir.org/2020/6/e19202/
http://dx.doi.org/10.2196/19202
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32584262&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MEDICAL INFORMATICS Du

Medical Informatics, is properly cited. The complete bibliographic information, a link to the original publication on
http://medinform.jmir.org/, as well as this copyright and license information must be included.

http://medinform.jmir.org/2020/6/€19202/ JMIR Med Inform 2020 | vol. 8 | iss. 6 |[€19202 | p.330
(page number not for citation purposes)

RenderX


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

Publisher:

JMIR Publications

130 Queens Quay East.
Toronto, ON, M5A 3Y5
Phone: (+1) 416-583-2040

Email: support@jmir.org

https://www.jmirpublications.com/

RenderX


mailto:support@jmir.org
http://www.w3.org/Style/XSL
http://www.renderx.com/

