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Abstract

Background: The distinctive features of the digital reality platforms, namely augmented reality (AR), virtua reality (VR), and
mixed reality (MR) have extended to medical education, training, ssmulation, and patient care. Furthermore, this digital reality
technology seamlessly merges with information and communication technology creating an enriched tel ehealth ecosystem. This
review provides a composite overview of the prospects of telehealth delivered using the MR platformin clinical settings.

Objective: Thisreview identifies various clinical applications of high-fidelity digital display technology, namely AR, VR, and
MR, delivered using telehealth capabilities. Next, the review focuses on the technical characteristics, hardware, and software
technologies used in the composition of AR, VR, and MR in telehealth.

Methods: We conducted a scoping review using the methodological framework and reporting design using the PRISMA-ScR
(Preferred Reporting Items for Systematic Reviews and Meta-Analyses Extension for Scoping Reviews) guidelines. Full-length
articles in English were obtained from the Embase, PubMed, and Web of Science databases. The search protocol was based on
the following keywords and Medica Subject Headings to obtain relevant results: “augmented reality,” “virtual redity,”
“mixed-reality,” “telemedicine,” “telehealth,” and “digital health.” A predefined inclusion-exclusion criterion was developed in
filtering the obtained results and the final selection of the articles, followed by data extraction and construction of the review.

Results:  We identified 4407 articles, of which 320 were eligible for full-text screening. A total of 134 full-text articles were
included in the review. Telerehabilitation, telementoring, teleconsultation, telemonitoring, telepsychiatry, telesurgery, and
telediagnosis were the segments of the telehealth division that explored the use of AR, VR, and MR platforms. Telerehabilitation
using VR was the most commonly recurring segment in theincluded studies. AR and MR has been mainly used for telementoring
and teleconsultation. The most important technical features of digital reality technology to emerge with telehealth were virtual
environment, exergaming, 3D avatars, telepresence, anchoring annotations, and first-person viewpoint. Different arrangements
of technology—3D modeling and viewing tools, communication and streaming platforms, file transfer and sharing platforms,
sensors, high-fidelity displays, and controllers—formed the basis of most systems.

Conclusions: Thisreview constitutes arecent overview of the evolving digital AR and VR in various clinical applications using
the tel ehealth setup. This combination of telehealth with AR, VR, and MR allows for remote facilitation of clinical expertise and
further development of home-based treatment. This review explores the rapidly growing suite of technol ogies available to users
within the digital health sector and examines the opportunities and challenges they present.

https://biomedeng.jmir.org/2023/1/e42709 JMIR Biomed Eng 2023 | vol. 8 | 42709 | p.3
(page number not for citation purposes)


mailto:worlikarhemendra09@gmail.com
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR BIOMEDICAL ENGINEERING

(JMIR Biomed Eng 2023;8:e42709) doi:10.2196/42709

Worlikar et al

KEYWORDS

augmented reality; virtual reality; mixed redlities; telemedicine; eHealth; mobile health; mHealth

Introduction

Background

The term telemedicine refers to the provision of clinical health
care services over a distance through information and
communication technology (ICT) channels. Telemedicine
overcomes geographical barriersin facilitating remote medical
services. Building on this, the concept of telehealth extends to
include continuing health education, research, and evaluation
by medica professionals, al while promoting the health
outcomes of individuas and communities [1]. Telehealth
broadly encompasses the delivery of remote heath-related
services, including nonclinical servicessuch asmedical provider
training; medical education; public health education;
administrative meetings, and electronic exchange of clinica
data enabling diagnosis, evaluation, consultation, treatment,
and care management. The term telehealth has evolved as
available technol ogies have improved, such that theterm “digital
health” is now often used as a more inclusive term reflecting
the application of various different types of technologies and
telecommunications systems in health care delivery. Digital

health platforms can be either provider-to-provider or
direct-to-consumer systems supported by the ICT infrastructure
[2,3]. Thetelehealth sector has seen an effectiveincreasein the
past few years and has grown exponentially because of
COVID-19 pandemic restrictions. According to the report
published by Fortune Business Insights, the global telehealth
market size was estimated at around US $144.38 hillion in 2020
and islikely to reach US $636.38 billion by 2028 [4].

From the reality-virtuality continuum model, according to
Milgram et a [5] (as seenin Figure 1), the real environment is
that which is viewed without any overlay of the
computer-generated entity, while at the opposite end of this
continuum, immersive virtua reality (VR) is observed as
completely enhanced computer-generated environmentsviewed
through a head-mounted display unit. In the augmented reality
(AR)—based display, digital information or entities are overlaid
in the real environment, such that different aspects of reality
are observed between the real and virtual environment. These
augmentation-based realities can be discovered by optical
see-through head-mounted displays (HMDs), mobile phones,
tablets, or computer monitors [5].

Figure 1. Representation of reality-virtuality continuum by Milgram et a [5]. AR: augmented reality; AV: augmented virtuality; MR: mixed reality;

VR: virtua reality.

S

Real

environment AR

In AR technology, the digitally created data directly coincide
with the user’s real-world environment, where the user can see
the computer-generated 2D or 3D entities such as holograms.
Thevirtual entities superimposed or mapped onto the real-world
space are typically rendered using optical see-through display
such as HMDs or mobile-based devices, aso alowing for
stereoscopic visualization. The next most advanced form of
reality platform, the mixed reality (MR), follows the footstep
of AR and allowsinteraction with these virtual entitiesby using
hand gesture inputs, gaze recognition, or controllers. The VR
platform is a completely enhanced digital representation
featuring a 2D or 3D virtual environment or objects that can
replicate real-life surroundings. VR provides engaging sensory
perceptionsfor both visual and acoustic stimulation. Immersive
VR relies on headsets or stand-alone VR devices, whereas
nonimmersive VR relies on the monitor display [6].

The introduction of VR and AR technologies in medicine has
been focused on clinical-related research. The key areas
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incorporating this digital reality are surgery, psychology,
neurological condition, rehabilitation, and medical educational
[7]. The 3D picturing capabilities of the VR- and AR-based
platforms have been sought for applicationsin the visualization
of scientific experimental imaging data, tools for surgical
planning and studying anatomy, and other collaborative
interfaces for education and telehealth [8]. Surgical simulation
has distinctively used digital reality, while VR is principally
used for visual and haptic rendering, whereas AR and MR were
predominantly positioned for the tracking system and graphical
rendering, with the latter being used in a real surgical setting
[9]. The usefulness of VR education and training using
simulation methods for nursing students was comparable with
the standard model s of education and training on the outcomes
of skills, confidence, satisfaction, and performance time [10].
The current prospects of AR software applications in medical
criteria are treatment and training based [11]. Surgical
development using an MR platform has been linked as a
predominant utilization tool for training and simulation
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technology, advanced imaging and navigation, and broadening
theextent of clinical application. Recently, MR has been adapted
to neurosurgery, otolaryngology, ophthalmology, urology, and
dentistry [12]. Digital reality technology has been incorporated
into the preoperative surgical planning for several crania -based
applications for the neurosurgical subspecialty [13]. VR-based
exposure therapy is used for various psychiatric disorders such
as anxiety, trauma and stress, neurocognitive disorders, and
several mental disorders. The effects of VR have been studied
to have long-lasting positive outcomes for the treatment [14].
VR-based training has been effective in the improvement of
executive limb function and cognitive function in patients with
stroke [15,16].

Objectives

Many published studies have reviewed the use of AR and VR
capabilities in medica research and practice and have not
detailed its implication in telehealth, thus addressing this
research gap. This systematic scoping review provides an
overview of the prospects of AR and VR applicationsdelivered
using telehealth platformsin clinical settings. Thisreview offers
end users and providersan update of the current use of AR, VR,
and MR effectively in telehealth delivery and highlights the
prospects of such technologies in the future. This review aims
to explore the following research questions:

« What clinical specidties have incorporated digital reality
platforms such as AR, VR, or MR exclusively with
telehealth?

«  What are the different hardware and software technology
formatsused in AR, VR, or MR within telehealth?

«  Which important technical features of AR and VR have
been used in telehealth?

Methods

Overview

This scoping review used the framework of the PRISMA-ScR
(Preferred Reporting Items for Systematic Reviews and
Meta-Analyses extension for Scoping Reviews) guidelines[17].
Included studies from the database were solely concerned with
the application of high-fidelity simulation technology such as
AR, VR, or MR exclusively delivered via the telehealth
platform. The study has no written or published protocol.

Database and Search Strategy

Articles from Embase, PubMed, and Web of Science were
explored to obtain relative pieces of evidence. An exploded
search strategy string was developed with the support of a
university librarian. The search string included appropriate
keywords and Medical Subject Headings terms—" augmented
reality,” “virtual reality,” “mixed redlity,” “extended reality,’
“telemedicine” “telehedlth,” “m-Headth,” “e-Health,” and
“digital health.” The search strategy was initially developed on
the Embase database and replicated across the other databases
using predefined filtering techniques. The entire search strategy
can be seen in Multimedia Appendix 1.

https://biomedeng.jmir.org/2023/1/e42709
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Eligibility Criteria

The studies included must satisfy the active component use of
AR, VR, or MR delivered viatel eheal th approaches and should
have been published between the years 2016 and 2021, since
such deviceswith thistechnol ogy format became commercially
available, marked in reference to the release date for the
first-generation Microsoft HoloLens [18]. The collaboration
aspect of AR and MR technology into social or digital
communication avenues could be observed during the same
period [19]. Telemedicine or telehealth includes a broad
spectrum of health care delivery, including education prospects;
however, this review will focus on clinical aspects, including
simulation. Only full-length text articles available on the web
in the English language were included. Full-length text from
peer-reviewed articles such as randomized controlled trials,
feasibility studies, exploratory studies, narrative reviews,
systematic reviews, case and cohort studies, book sections, and
technical reports was considered dligible for inclusion. Any
studies highlighting the mentioned technology for gaming,
entertainment, or medical education were excluded.
Correspondence papers, letters, conference abstracts (no full
texts), editorial, commentary, poster presentations, and gray
literature were also excluded from this review.

Study Selection and Data Extraction

The papers obtained from the applied search strategy from the
information databases were imported to the reference manager
EndNote 20 library, and duplicates were discarded [20]. Three
researchers (HW, SC, and JK) performed initial screenings
based on titles, abstracts, and keyword searches. Author HW
conducted dligibility criteriaand full-text screening. The selected
studies were then reviewed based on the article type, study
design, clinical condition addressed in the study, mode of
telehealth communi cation, acceptance criteria, and the hardware
and software used in the studies for the guidance for data
synthesis. Finally, the relevant information from the studieswas
tabulated into an Excel (Microsoft Corp) spreadsheet, and a
descriptive synthesis of the data was generated. In our review,
we summarized and grouped the various telehealth branches
using digital reality platformsfor the various clinical condition
based on descriptive statistical findingsfor theincluded studies.
Different facets of the digital reality technology were detailed
for its application in clinical research.

Results

Overview

Of the 4407 abstracts identified from the search protocol, 134
full-text articles fulfilled the inclusion criteria. A total of 1079
duplicate records were removed, 2598 records were discarded
after title, abstract, and keyword search, and 410 records were
deemed not fit after the initial screening as these articles were
not about topic of interest having objectives that did not aign
with the outcomes of thisreview and did not satisfy theinclusion
criteria. Of the 320 articles that were subjected to full-text
review, 177 articles were deemed not relevant because they
either included the digital reality technology or telehealth
strategies but not delivered jointly, and 9 were excluded after
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recognizing multiple papers published on the sametopic by the HW, SC, and JK (Figure 2).

Figure 2. Flowchart for the structured literature search and selection.

1234 records identified
from Embase

1024 records identified from
PubMed

2099 records identified from
Web of Science

Identfication

4407 total records idenftified
from search strategy

1079 records discarded after

deduplication

Saeening

3328 records retrieved from
literature search

2598 records excduded after title,

ahstract, and keyword screening

730 records remaining after
initial screening

410 records excluded:
213 not delivered via telehealth

93 not about topic of interest

57 no full-text found
14 other than English
22 other reference artide type

Eligibility

320 full text articles
reviewed for eligibility

11 others

136 records excluded:
177 not relevant

¥

9 similar studies accepted

Included

134 full text articles included

Digital Reality Platform via Telehealth

As demonstrated in Figure 3, VR and AR cover most of the
listed telehealth domains for the eligible studies. The most
studied and researched area is tel erehabilitation accomplished
using VR. The other subareas involving VR use include
telepsychiatry for evaluation and treatment, telediagnosis, and
teleconsultation. In addition, AR and MR are prevalent modes
of the reality technology platform for telementoring and
teleconsultation. Finally, telesurgery and telemonitoring are the

https://biomedeng.jmir.org/2023/1/e42709
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2 subfields of telehealth where AR technology have seen an
upward trend.

Clinically based digital health applications were considered for
the review as various specific branches of the telehealth
spectrum (Figure 4). Telerehabilitation is a postclinical care
service delivered at home or remotely for recovery purposes
and constitutes most of the included tel ehealth group from the
included studies [21,22]. Evident from the included studies,
stroke rehabilitation emerges as the leading medical condition
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that has seen an uptake of these services. Different aspects of
rehabilitation, such as functional motor training, including
upper-extremity training and fine motor skills, cognitive
functional training, visuomotor tracking training, and balance
and gait training are primarily used for treating poststroke
survivors [23-41]. In turn, the patient groups who have used
telehealth for the purposes of rehabilitation have reported
improvementsin their quality of life, increased daily activities,
and improved levels of motivation [42]. From the multiple
studiesincluded, telerehabilitation has been experimented as a
home-based treatment for various neurological and cognitive
disorders or diseases such as Parkinson disease, acquired brain
injuries, multiple sclerosis, cerebral palsy, mild cognitive
impairment, Alzheimer disease, and dementia [43-58].

Conventional therapy programsin the form of physical therapy
and behavioral therapy are the nonpharmacological treatments
that have used this remote delivery platform. In asmall number
of studies, the home-based rehabilitation in the form of novel
telerehabilitation have been used for patients undergoing surgical
procedures, such as total hip replacement, total knee
arthroplasty, and total knee replacement, as a postrecovery
treatment measure [59-62]. Mirror therapy for patients with
phantom limb pain and physiotherapy treatment for patients
with chronic body pain have incorporated this model of remote
teletherapy [63-68]. Thisfield hasalso been applied in physical
rehabilitation for musculoskeletal disorders, provision of
vestibular rehabilitation therapy in patients with a balance
disorder, and kinesiotherapy for older adults at risk of falls
[2,69,70]. Physical therapy in the pediatric group and musical
therapy in patients with spinal cord injury have explored this
stream of technology [71,72]. Pulmonary rehabilitation therapy
for respiratory disorders such as chronic pulmonary respiratory

Worlikar et al

disorder, pulmonary fibrosis, and myocardial infarction; low
vision rehabilitation in providing functional visual assistance;
and the COVID-19 pandemic have been an influential factor in
accelerating remote rehabilitation therapy [22,73-77].

Telementoring is a subset of telemedicine that reflects remote
expert guidance such as training or telenavigation to medical
and nonmedical personnel in performance of life-sustaining
procedures [78]. The impact and usability of the telementoring
technique in provision of cardiopulmonary resuscitation in
treating cardiac arrest has been demonstrated by different
authors in simulated environments, with the assistance of a
remote mentor using an HMD or Google Glass [79,80]. Other
authors have explored the use of telementoring guidance, in
intraoperative telenavigation, and preoperative planning in
simulated battlefield and emergency trauma. The telementoring
approach for preoperative planning and telenavigation during
the intraoperative process has been demonstrated in complex
emergency hand reconstruction surgery [81,82]. Forward
damage control procedure performed on a patient-simulator
model depicting a right-sided femoral gunshot wound and
simulated trauma injuries such as airway obstruction by
conducting cricothyroidotomy have been carried out using
remoteinstruction—as have, lung decompression, tracheostomy,
or REBOA (resuscitative endovascul ar balloon occlusion of the
aorta) catheter deployment to deal with specific traumainjuries
with the aid of aremote medical expert [82-86]. The feasibility
of telementoring applicability in the performance of chest
thoracotomy, skin grafting, and fasciotomy has been evaluated
using ex vivo anima models [78,87,88]. Telementoring has
been used to great effect in different stages of surgical planning
in various orthopedic, craniofacial, spinal cord, vascular, and
cardiothoracic surgeries [6,89-100].

Figure 3. Collaboration between digital reality technology and telehealth for the included studies.

Teleconsultation
Telediagnosis

Telepsychiatry

Virtual reality

Telerehabilitation

Telesurgery
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Telemonitoring
Telerehabilitation
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Figure4. Anoverview of different clinical conditions and groups categorized within specific tel ehealth domains.

Teleconsultation is a primary segment of telehealth services,
broadly consisting of remote consultation services using ICT.
This remote consultation can be synchronous or asynchronous
and between clinicians (provider-to-provider) for shared
decision-making or between clinicians and their patients
(provider-patient) [101]. This approach has been applied in
patient assessment using the National Institute of Health Stroke
Scale for patients with acute stroke and during remote clinical
roundsin isolation wards for patients with COVID-19, thereby
reducing direct exposure of the staff [102,103]. This technique
has also been evaluated in trauma and emergency-related
scenarios, such as remote consultation in reading and
interpreting electrocardiogram reports related to drug
intoxication or poisoning [104,105]. The effectiveness of
provider-to-provider tel econsultation has been demonstrated in
provision of support for ambulatory staff and first-responders
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in triage during smulation of major trauma [106]. The
applications of tel econsultationin provision of surgical careare
broad, alowing collaborative, contextual, and presurgica
planning and visuali zation and intrapperative surgical navigation
through high-fidelity immersive redlity platforms and devices,
as well as facilitating remote delivery of complex information
to patients[107-115]. Teleconsultation viatheredity platforms
has been used to explore the feasibility of telepathology in
carrying out an autopsy, image scanning, and transfer of serially
sectioned cancer tissue from a mouse [116].

Telemonitoring isan advanced form of clinical care servicethat
provides patient-centered care. This method allows health care
providers to collect and track patient information and deliver
remote care assistance[117]. This branch of telehealth has been
evauated in pediatric cohorts dealing with hospital-induced
stress as a shared experience on a mobile-based AR game for

JMIR Biomed Eng 2023 | vol. 8 | 42709 | p.8
(page number not for citation purposes)


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

JMIR BIOMEDICAL ENGINEERING

play therapy. This aspect alows managing pediatric patient
profiles, data collection, and further analysis for effective
treatment [ 118]. Telemonitoring via hol ographic conversational
agents; that is, a computer-generated character to deliver
physiotherapy home exercises to patients with muscul oskel etal
disorders and chronic pain has been demonstrated to increase
their treatment adherence [119]. Supervised AR-based home
training has been used for patients with phantom limb pain by
providing mirror therapy, thereby promoting visuomotor
integration by reengaging the neural circuitsrelated to lost limbs
[120]. Telemonitoring has been used in postoperative care and
wound assessment in orthopedic and neurosurgical cases and
has also been applied for teleproctoring or remote monitoring
in pilot simulation astraining for fundamentals of aparoscopic
surgery examination [121-123].

Telepsychiatry uses ICT to offer a range of clinical and
nonclinical services such as psychiatric evaluation, therapy
(individual or group-based), patient education, and management
remotely [124]. Studies using this element of telehealth and
computer-generated virtual environments have evaluated the
feasibility of remote therapy such as Virtual Reality Exposure
Therapy for patients with acrophobia and evaluation of the
technical system in delivering specific phobia treatment for
arachnophobia [125,126]. Remotely delivered psychological
treatment by the mental health professional include behavioral
intervention therapy, cognitive behavioral therapy, mindfulness
therapy, and acceptance and commitment therapy for patients
facing stress, anxiety, public speaking anxiety, and social anxiety
disorder, among others [127-130]. In a simulation study,
cognitive and affective assessment of astronauts has been carried
out to characterize social isolation from space[131]. Evaluation
of telepsychiatry using the reality platform such as VR versus
thetraditional videoconferencing platform, and the devel opment
of newer platforms such as social VR for older adultsin urban
areas has demonstrated such techniques could |ead to improved
quality of life by reducing social isolation [132]. Telepsychiatry
assessment via VR as a home-based treatment delivered by
mental health professionals, such asapsychiatrist, psychologist,
licensed social worker, or amental health counselor, has been
demonstrated to mitigate clinician burnout [133,134].

Another exciting subsection of the tel ehealth sphere, telesurgery,
enables teleoperation in an operating field executed over a
distance. Telesurgery involves using various disciplines such
as communication technology, imaging techniques, motor
control systems, robotics, redlity platforms, and digital signal
processing [135,136]. For example, in an experimental setup,
aV R-based tel eoperative system consisting of arobotic catheter
operating system can be used to imitate vascular interventional
surgery for arterial aneurysms or other vascular diseases. This
method allowed unskilled surgeonsto train in essential catheter
guidance skills and enabled experienced physiciansto conduct
surgeries cooperatively [137]. In addition, a telesurgical
experiment was conducted with a tendon-driven continuum
robot viatel enavigation for endoscopic and minimally invasive
surgical procedures by tracking coordinate trajectory registration
[138]. Finally, in another simulation case, amagnetically driven
endoscopic capsule enabled the teleoperator or user to receive
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visual feedback in VR to conduct capsule endoscopy for
colorectal cancer [139].

Moreover, the reality platform is streamed as a functional
stereoscopic display and navigates space during telesurgery.
This aspect of telesurgery has been experimented with as a
visualization opportunity using smartphone-delivered vision
and VR headsets to perform microsurgery for cataract and
phacoemulsification [140]. In addition, Stereoscopic AR
Predictive Display using the da Vinci R Surgical System to
perform laparoscopic surgery and AR-assisted robotic surgery
for kidney transplant procedures are some of the current practical
applications of telesurgery [141-143]. Telediagnosis refers to
the detection or evaluation of a disease or condition using
telematicstechnology. It is achieved remotely while the patient
is a a local site with remote diagnostic tools and devices
[144,145]. For instance, in experimental analysis, locating and
evaluating tumor-bearing hysteromyoma coordinates during a
3D navigated gynecological operation facilitates telediagnosis
when visualized on a 3D user interface of the medical record
[146]. Another study proposes a framework based on
bidirectional haptic feedback and tele immersion in the
evaluation of range of motion and maximum isometric strength
using the 10 arm movements method in the diagnosis of
musculoskeletal  disorders, poststroke rehabilitation, or
postshoulder surgery [147]. Ultrasonography (USG) is afield
in which telediagnosis using the high-fidelity visualization
system has been used to great effect. Evaluation of 3D VR
telenavigation in cardiac USG has been undertaken in simulated
settings. The added benefits of AR enablereal-time teleguidance
on procedural performance and image registration for
point-of-focus ultrasonography (POCUS) and foveated imaging
pipeline in extending VR-based telediagnosis [148-150].
Another study mentions AR video communication projected
by mobile-based AR guidance to conduct POCUS on popliteal
nerve block and a subsequent diagnosis based on the availed
health information [151].

Overview of the Har dware and Softwar e Unitsfor the
Included Studies

To experience MR, high-simulation visualization hardware
devices and some of the commercial ones included in the
selected studies are listed in Multimedia Appendix 2. These
include high-end AR and VR devices, smart glasses, mobile
devices, standard LED (light emitting diode) and LCD (liquid
crystal display) television or display screen, 3D television, and
3D projectors. The commonly included immersive
reality-capable devices are mostly wearable technology such
assmart glasses, VR or AR HMDs, and nonimmersive standard
display units. However, these high-fidelity simulation display
technologiesform thefinal part of any system and are primarily
used in combination with optical capturing and tracking devices
and input devices. The optical capturing and tracking systems
or devices incorporate 3D depth and color-sensing camera
sensors. The input devices such as controllers, trackers, or
customized input modules help navigate the immediate VR or
any MR environment. Various studies have included the VR
gaming element in their rehabilitation programs, with some
having their own developed VR rehabilitation system. Most
included studies have used biometric devices for specific
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medical parameter evaluation to draw analysis and simulation
models to conduct various training. Other relative hardware
devices and systems that have been used are listed in the
Multimedia Appendix 3.

The graphical representation for any software harbors a
visualization platform, and more specifically, the MR system
incorporates contextual 3D figures and scenes. The various
software applications and source platforms that were featured
and used in the included studies are listed as a table in the
Multimedia Appendix 4. These applications are grouped as 3D
modeling and visualization software, communication and
streaming software, file-sharing and transfer applications, and
other specific and personalized software applications. The 3D
composite images and environment for the MR technology are
created using the computer graphic designing software and
gaming engine platforms. Processing and accessing the 3D
computer-generated environment or images needs specific and
compatible visualization file applications supported by the
device. The featured 3D modeling and viewing application
allows for creating and editing static and interactive
multidimensional models and VR scenes, animations, and
games, conversion of the produced scanned images to
computer-aided design models, and stereoscopic 3D display
content. The telehealth domain explores the ICT for effective
remote clinical services while using the streaming facilities
offered by various|ow-bandwidth platforms. Thisdomain alows
offline or real-timeinteractive communication and collaboration
for any dedicated clinical services. Many communication and
streaming applications allow for remote one-to-one or group
video calls and messaging, screen sharing, file sharing, hosting
channels, and video broadcasting. Some of these platformsallow
for direct AR and VR integration and acceptance. The
file-sharing and other specific applications are synchronously
and explicitly used asasequential fragment of the entire system.
The devel oped software from the studies mentioned in thetable
encapsulates the combination of AR and VR cooperatively with
the remote telehealth applications.

Virtual Environment

A virtual environment (V E) recreates a coordinated appearance
of sensory information representing that of a physical
environment that can be unreal, interactive, or wholly imagined
environment perceived when the user wears an appropriate
gadget [152]. In addition, the term virtualworlds has been
interchangeably used with aV E. Devel oping this state-of-the-art
perceived environment is created using a subset of toolsarising
from computer game technology, specifically through
commercial game engines. The scene can be a 2D or 3D
illustration, which is a complex and time-consuming process
for its creation [153]. This element of VE has been recreated in
almost every aspect using the VR platform. For example, the
study by Levy et al [125] demonstrated the use of virtual worlds
such as a subway station and a 24-story high-rise building as
background scenes to overcome acrophobia as a VR exposure
therapy. Similarly, Cikajlo et a [127] developed a program
caled ReCoVR (Redlizing Collaborative Virtual Reality for
WEell-being and Self-Healing). The participant attends aremote
guided mindfulness program as part of a group. This
mindfulness program was organi zed as 360° video sceneswhere

https://biomedeng.jmir.org/2023/1/e42709

Worlikar et al

they carried out different tasks and exercises. Initialy, all the
participantsthat joined were seated in the virtual fireplace room;
upon the program’s progression, they were switched to other
3D VEs, such as the Dooney Rock, River Bonnet, or the
mountain-view. Shao and Lee [132] have addressed a social
VR platform that uses the 3D scenes in the VE for real-time
face-to-face communication in different distant locations to
learn about its value and urgency in the urban older adult
population. Tamplin et al [72] developed a web-based music
therapy telehealth platform using social VR, vTIME (vTime
Limited), allowing group music therapy sessions in VE, such
as singing around a campfirein aforest.

Gaming-Based VE

Moreover, many studies used VE in interactive game—based
settings for rehabilitative exercise programs. In a program
described by Meca-Lallanaet a [53], patients were required to
carry out specific tasks to accomplish amission in 2 different
scenes. a medieval fantasy world and a deserted island. Yet
again, in another exercise setup, VR exercises depict awooden
churchin Hrabova Roztoka. The patient exploresthis particul ar
place using a VR headset, thereby facilitating lower-limb
rehabilitation [36]. Telerehab VR, a custom-built application
program that runs on either a mobile-based tablet or PC, was
developed using the game engine Unity (Unity Technologies
Inc). Thissystem provides upper-limb rehabilitation for patients
with multiple sclerosis. They perform various activities of daily
living tasks happening in the VE in arealistic home setting. A
leap motion controller (Ultral eap) was used to track and control
the hand motion executed while performing the gaming tasks
[48].

Telepresence

Telepresence describes the characteristic of directly interacting
with the actual physical state, experienced from the first-person
viewpoint of the user located remotely [154]. Tian et a [147]
used the H-TIME (Haptic Enable Tele-lmmersion
Musculoskeletal Examination) set up at both the patient and
doctor ends to conduct a remote diagnosis of muscul oskeletal
examination. At both sites, the doctor and patient could feel
each other's movements because of the bidirectional force
feedback mechanism. They could view and communicate with
each other in the VE, bringing them to the same examination
room virtually. In another instance, in treating phobia, in
particular, fear of spiders, the patients were allowed to interact
in the VE, where the therapist gradually added the feared
creature to the scene. Thistreatment is performed remotely via
the tactile internet with VR headsets or standard computer
screens using a hand-tracking and haptic device such asaglove
[126].

Teleoperation refers to performing designated highly skilled
manual tasks remotely, similar to atelerobotic medical system
in minimally invasive surgery [155]. In a simulated study, an
endoscopist performs a teleoperation process using a haptic
device that controls the position of an external permanent
magnet positioned at the end of a robotic arm. The user is
wearing a VR headset and receives the corresponding visual
information from the camera of the endoscopi c capsule and then
proceeds with the navigation process inside the colon [139].
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Another simulated study used tel eoperated ultrasonography that
builds on the VE developed as a 3D representation of a real
USG probe and a mannequin imitating a patient’s body
highlighted with ageometric mesh for the purpose of following
the examination. The user wears an Oculus Rift DK2 HMD
(Oculus) to perform this simulation of tele-USG [148].
Syawaludin et al [150] introduced the use of 360° foveated
pipeline imaging viewed via an HMD. The image or video
capture is facilitated by the use of an omnidirectional
pantilt-zoom camera module, and the remote physician can
remotely diagnose the wound by zooming in and inspecting it

in a360° view over the HMD.

Exergaming and Serious Gamingvia VR

In the context of virtual telerehabilitation, exergaming and
seriousgames are the 2 most popular applications that emerge.
Simply put, exergaming is an activity connected with playing
video games that involve physical exercise [70]. In contrast,
serious gamesfollow the objective of games, implicitly focusing
on increasing skills and ahilities and gaining experience and
knowledge [156]. The TELEKIN system, a beta edition, uses
the interface of the serious game to rehabilitate cognitive and
musculoskeletal disorders using a web-based framework [43].
Thetraining sessions are conducted and played ina3D VE that
includes a number of games. Two of them involve physical
actions—flexion and extension of wrist, hip, or shoulder asthe
doctor choosesto control the ball and platform in executing the
game. Another game focuses on cognitive rehabilitation by
featuring random words that the user must arrange themto form
asentence, which can be achieved using gesture-based controls
[43]. Gandolfi et a [44] used the Tele Wii Lab platform as a
home-based balance training, and Sheehy et a [28] and Allegue
et a [30] used the Jintronix system (Jintronix, Inc) in
upper-extremity rehabilitation of chronic poststroke patients,
which used the exergaming platform. The study by Triandafilou
et al [24] that developed a networked multiuser gaming format,
Virtual Environment for Rehabilitative Gaming Exercise
(VERGE), conducted a feasihility trial to determine the
effectiveness of this developed system with other potential home
treatments. The VERGE system features a set of 3 exercises,
namely Ball Bump, where the users passthe ball back and forth
acrossthetable; Food Fight, wherethe usersin multiplayer can
pick up the food on the table and throw it at each other; and the
Trajectory Trace game, where 1 player draws a trajectory path
inthe space while ancther player retracesthetrajectory to erase
it. Burdeaet a [32] included acommercial rehabilitation system
with anovel therapeutic game controller, BrightBrainer (Bright
Cloud International Corp). This system offers a multitude of
interactive games (Breakout 3D and Card Island Towers of
Hanoi, among others), training motor, cognitive, and executive
functions for chronic poststroke patients. Qiu et a [35]
demonstrated the feasibility of a home-based VR system that
features 12 developed games focusing on the elbow-shoulder,
hand, wrist, and entire arm for upper-extremity rehabilitation
in poststroke patients (finger games: car, bowling, and piano;
hand games:. piano and fruit picking; wrist games. Wakamole
and wrist flying; and finally, the shoulder-elbow games: the
Maze, Arm Flying, Brick Break, and soccer goalie)
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Avatar Representationsor Virtual Agents

The term avatar isadistinguishable digital characterization of
a human form (either specific or random) [128]. Moreover,
these avatarscan beeither in 2D or 3D illustration, representing
a specific part of the body, usually arms or an entire body
structure with particular facial expressions. 3D avatars have
been a central representation in the scope of VR and AR. The
study by Anton et a [59] implements the Kinect-based
Telerehabilitation (ie, KiRES) interface, providing two 3D
avatarsto guide the patient during their physical therapy session.
One of the avatars represents the remote therapist and represents
the local user or the patient, colored red and blue, respectively,
so the patient can follow and perform the exercises executed
by the 3D remote therapist avatar (in red). The patient can see
their movements reflected by their blue avatar changing their
positions as per the scenes from the therapy. In the study trial
conducted by Jung et a [74], in a telerehabilitation
program—Pulmonary Rehabilitation in Virtual Reality (PR in
VR) program—each patient was provided with a VR headset,
pico G2 4k (Pico Immersive Pte Ltd), preloaded with the PR in
VR application. This application contains education and
rehabilitation modules, and the chronic obstructive pulmonary
disorder rehabilitation module comprises several physical
exercises directed by a virtual instructor in 3D avatar
embodiment.

The REWIRE autonomous telerehabilitation platform offers
home-based intensive rehabilitation as offline remote monitoring
by hospital clinicians. This system features a virtual therapist
with artificia intelligence implanted and provides real-time
feedback to maintain correct posture. In addition, the exercises
performed by the patients are showcased as a 3D avatar on the
screen. This intelligent system highlights each body segment
of the exercisein a different color, intense green for the proper
posture and red color for theincorrect posture[23]. The VERGE
system enables the use of avatars to control and manipulate
objects in the virtual gaming environment, alowing the
capability to include multiple avatars and different users to
mani pulate the same object [24]. In the social VR app, VTIME
(vTime Limited), an avatar persona is used for
self-characterization to communicatein animmersive VE [128].
Afyouni et a [65] describethe use of RehaBot, avirtual assistant
that illustratesto the user how to perform the exercises correctly
(both the therapist and patient can replay the session in a 3D
avatar). The RehaBot embeds real-time pattern and gesture
recognition together with a dynamic correction module that
considers the game difficulty level and reading from the virtual
assistant to produce a tailored set of exercises that are rather
fitting to the patient’s native abilities.

Telestration and Annotationsvia AR and MR

Telestration enables the drawing of freehand representations,
also known as annotations (such as lines, circles, or any other
symbols or sketches) over any image or video feed. With the
latest AR and MR technology, this telestration can be achieved
in 2D and 3D and superimpose this annotation in the live video
streaming during the video call [157]. The Virtua Interactive
Presence and AR tool is a mobile or tablet-based augmented
reality platform running on an iPad device (Apple). It
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incorporatesthetelestration feature, allowing the remote expert
surgeon to freeze the screen and then draw an image using a
2D pen tool. This composite video feed, viewed on both the
loca and remote Sations, enables intraoperative
telecollaboration in real-time [90]. In the feasibility study by
Wang et a [100], POCUS using the HoloL ens was conducted
by the trainee in a simulated teleconference session. The MR
capture video from the trainee was broadcasted. Live guidance
provided by the expert mentor facilitatesthe traineeto complete
a right quadrant Focussed Assessment using Sonography in
Trauma examination. The broadcasting was achieved using
V See, a proprietary low-bandwidth, group videoconferencing
and screen-sharing application. To perform complex hand
reconstruction of a patient after a bomb-blast injury, a
telementoring network was established between an expert
surgeon in Lebanon and alocal surgeon in Gaza. This session
was hosted using acloud-based AR platform Proximie (Proximie
Limited), allowing the remote surgeon to superimpose their
own hands or range of annotations and drawing tools into the
virtual surgical field [82].

Mitsuno et a [93] demonstrated telementoring in a simulation
study to perform craniofacial surgery by using a
teleconferencing setup, Skype (Microsoft Corp) for HoloLens,
enabling the telestrated features and images overlaid on the
receivers visual field. A POCUS examination was performed
using anovel smartphone app VuforiaChalk (PTC Inc), an AR
video platform for remote AR assistance, anchoring the AR
annotationsin each other’s supposed visual environment [151].
In the study, Ritcher et al [141] proposed the first predictive
display with AR registration and rendering using stereoscopic
displays designed for teleoperated surgical robots known as
Stereoscopic AR Predictive Display. The simulation study
measured the effectiveness of Stereoscopic AR Predictive
Display conducted onthe daVinci R Surgical System (Intuitive
Surgical) to complete the peg transfer task. The System for
Telementoring with AR (STAR) platform now combines optical
see-through display, HoloLensAR HMD. Similarly, thissystem
allows for telementoring guidance by overlaying 3D graphical
annotations onto the mentee's view of the surgical field, which
remains anchored in the same place even after the mentee moves
their head position [95].

The experiment by Zhang et al [110] aimed to enhance
teleconsultation by using the AR technology ARKit (Apple) to
create an immersive replica of the consultant. Using a Kinect
sensor (Microsoft Corp) to capture the skeletal feature points
of the consultant, the patient views a 3D dynamic virtual avatar
doctor appearing in the patient’s telepresence environment on
their iPad device. A qualitative study was conducted to gain the
experience and perception of AR Glasses in patients with
pulmonary disorders for home-based telerehabilitation. The
web-based tel erehabilitation system Optimov (Optimov) enabled
via an AR Glasses device Laster WAV headset (Laster
Technologies) provides exercise coaching using a 3D virtua
agent [73]. A holographic virtual therapist was deployed in the
HOLOBALANCE, anovel hedlth care platform for providing
vestibular rehabilitation therapy for patients with balance
disorders [158]. In the design and evaluation user study by
Kowatsch et al [119], a hybrid ubiquitous coaching model
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relying on mobile and holographic conversation agents was
introduced. The 3D virtual conversation agent demonstrated
the squat exercise, engaging in real-time audio feedback for
counting the repetition or providing automatic error detection
for incorrectly or incompletely following the exercise. An
innovative 3D point tracking module and unique AR system
integrated with the Hol oL ens was used for surgical applications
using telementoring. This module allowed for real-time 3D
position tracking of thevirtual scal pel handled by an experienced
surgeon remotely. The inexperienced trainee wearing the
HoloLens can see the surgical annotation superimposed with
the actual surgical scene; the virtual path coregistered on the
phantom arm model [78]. Next-generation mobile-based AR
games for pediatric health care allow shared experiences with
multiple other AR-supported devicesto detect and interact using
the same local area network. Several games were devel oped
using the Unity game engine and ARCore Unity, a software
development kit for Android operating software. Jungle
Adventure, Map explorer, and Wakamole implemented AR
interaction, whereas Map explorer and Wakamole particularly
enabled the inclusion of a 2-player for a shared collaborative
experience [118].

First-Person View for AR Capture Video Feed

Noorian et al [102] demonstrated smart reality glassesto conduct
remote consultation using the National Institutes of Health
Stroke Scale scores for stroke assessment. The onsite doctor
wears the reality glass, Google glass. This Google glass is
embedded with the Xpert Eye platform (AMA XpertEye),
capable of assisted reality, allowing the person wearing this
device to share their field of view in a 2-way real-time
videoconferencing. Similarly, Nikouline et al [123] presented
a feasibility study using the Google glass live video stream
coming from the onsite proctor and the participant tasksrel ated
to fundamental s of Laparoscopy for scoring and eval uation done
by the remote proctor. In their experiment, Lin et a [84]
implement projective video texture-mapping that supplements
a robust high-level stabilization video feed obtained from the
mentee’s first-person view. This effective format provides the
remote expert with an effective workspace visualization,
allowing seamlessintegration of annotationsin an effective AR
surgical telementoring. The prospective observational study by
Martin et a [103] usesHoloL ens 2 MR deviceto conduct remote
clinical consultation in a COVID-19 ward. A senior staff
member would enter the COVID-19 ward to undertake clinical
rounds, and the other staff members of the staff team would
join virtually, thereby minimizing exposure and infection
transmission. Dynamic 365 Remote Assist (Microsoft Corp)
software allowed for bidirectional audio and video functionality
through which the remote staff team could see the first-person
view from the HoloLens 2 device. In addition, this platform
allowed to place relevant imaging and electronic health record
data in the user field of view, improving situational awareness
and better clinical decision-making. Finaly, it significantly
reduced the risk of direct viral transmission.

Web- and Cloud-Based Telehealth Delivery Modes

As digital communication network and services evolve, these
arerapidly being adopted in health care delivery. The web- and
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cloud-based applications have become prevalent in telehealth.
Telehealth relies on the backbone of internet infrastructure
supported using various broadband connections such as digital
subscriber lines, fiber broadband, and wireless connection,
including fixed wireless broadband, cellular network or mobile
broadband, and satellite communication. Thus, ICT hasbecome
central to offering an array of digital health solutions such as
real-time audio and videoconferencing, remote patient
monitoring, store and forward technol ogies, and mobile health,
among others [159,160]. A web-based application principally
operates on thewebserver. It isaccessed through aweb browser
over an internet connection, whereas cloud-based applications
operate similarly to web applications, operating on either or
both the client and server sides [161]. The custom-devel oped
systems KiRES [59] and STAR [85] rely on the WebRTC
framework, an open-source application programing interface
allowing for real-time audio-video and multimedia connection.
In addition, the study by da Silva et a [55], included a
web-based gaming application MoveHero, to evaluate the
feasibility of home-based nonimmersive serious games in
patients with cerebral palsy.

Interestingly, any virtual web-based application feeds on the
information; thus, data storage and hosting become integral to
all online services. The study by Kato et al [42], adopted the
cloud-based storage and file hosting service Dropbox (Dropbox
Inc) for collecting the spatial coordinate datafor each joint using
the 3D optical camera during the VR telerehabilitation. The
proof-of-concept study by Sirilak et a [107], implemented an
e-consultation system based on the AR and MR systems using
the HoloLens device for remote consultancy services in the
intensive care environment. This e-consultation platform
depended on a cloud-based data center that performed as an
information exchange and provided servicesfor the end devices.
It also consisted of body area network technology to integrate
thevital physiological information from different client devices
to the data center. Prvu Bettger et al [62], used a virtua
telehealth system—virtual exercise rehabilitation assistant or
virtual exercise rehabilitation assistant (Reflexion Health,
Inc)—for posthospital care for total knee arthroplasty, Tsiouris
et a [2] included a custom-developed platform
HOL OBALANCE system in managing balance disorders, both
using the technol ogy-forward cloud-based platform.

Discussion

Principal Findings

This scoping review explores state-of-the-art extended reality
platforms and telehealth solutions used in the clinical context.
This review highlights the reported evidence-based practical
and probable applications of the extended and MR platform
with telehealth used in different clinical specialties. Thisreview
also addresses the technical characteristics of the AR and VR
features used in telehealth services, including various hardware
and software arrangements.

Stroke is the leading clinical condition incorporating
telerehabilitation, asegment of the telehealth service and digital
VR [23-41]. Approximately half of the included studies from
the search strategy feature the use of telerehabilitation (Figure
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4). Other clinical conditions such as neurological or cognitive
disorders, musculoskeletal conditions, and postsurgical recovery
have also adopted telerehabilitation facilities in the home or
remote settings to continue treatment. Telerehabilitation used
technical attributes of exergaming and serious gaming in
improving the motor and cognitive functional skills[43-58].

Other divisions of telehedth, namely telementoring,
teleconsultation, and telemonitoring, have been more frequently
used for surgical-related procedures, emergencies and trauma,
and in several disaster simulation for disaster response and
preparedness [162]. The AR and MR technologies are more
prevalent with telementoring, teleconsultation, and tel esurgery
(Figure 3). Exposure therapy under telepsychiatry hasused VR
to give the patient a photorealistic experience of overcoming
their pathological response to their fear [126].

Telestrated AR features through anchoring of annotations in
real-time and space, performed remotely via various
communication channels: a useful aid in telesurgery [81]. The
technical features from the digital reality technology of VE,
digital avatars, telestration or the 3D rendering of annotations,
and first-person viewpoint have demonstrated telemedical
capabilities. The web- and cloud-based applications have various
potential uses across the web-based clinical sphere[110]. Most
of the included studies relied on existing commercial
high-fidelity simulation technological hardware devices such
as head-mounted AR and VR displays. The study and software
designs for most of the included studies were codeveloped by
the respective research teams by using multiple supportive
platforms as a direct requirement for the project objectives.

These novel reality technologies of AR, VR, and MR enable
3D visualization, thereby creating avisua sense and experience
of high ecological validity [163]. This technology has been
extended asaremote, home-based solution for patients, thereby
enabling patient empowerment [164]. Thistechnology ishighly
engaging and motivating from the patient responses to
telerehabilitation, consequently necessitating initial patient
training needs may become an arduous task to the facilitator
[42,165]. Network connectivity, internet and server security
concerns, and technological constraints are some of the most
common pitfalls across several studies included in this review
[99,166]. Thelack of interoperability between the hardware and
software platforms poses asignificant challengein realizing the
potential of thistechnology [2]. The need for improved network
infrastructure and scalability poses a challenge and target for
telehealth services; however, thereisarisk of complete network
failure, which can affect the use of such systemsin critical care
applications [83]. Patient confidentiality isintegral at any stage
during electronic exchange of health-related data; thus, network
and data security protection are crucial factors for accessing
telehealth services and should be robustly adhered to the
governing regulations [66,149,167].

The exploded search strategy capturesabroad array of important
clinical applications of this high-fidelity reality technology and
telehealth facilities. This review presents a current road map
and the prospects of digital reality technology and telehealthin
the clinical space. The determining factors presented allow the
readers and researchers to evaluate the relevance of this
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technology and its subsequent uptake in the clinical health
sector. The study protocol was not registered, the included
studies were not classified for risk of bias assessment, and the
genera characterization for the included studies were not
presented. In addition, the review only included studies available
in the English language and no relevant additional pieces of
information was considered from the gray literature. From the
broad array of literature-based evidence, most of the included
experimental studies were pilot feasibility studies with small
sample sizes, leading to reporting bias.

Conclusions

This review uniquely details the current and potential
applications of digital reality technologies such asVR and AR
and telehealth solutions. The feasible and practical application
of AR and VR in the digital clinical space has been explored,
asweéll asthe challenges this multiparty technology enduresin
effective implementation and adoption. This suite of

Worlikar et al

technologies offers a collaborative experience among health
care professionals and their patient community. The telehealth
component with the high-fidelity digital reality allows for an
immersive and integrative means for teleconsultation,
telesurgical procedures, and telementoring among the medical
peer-to-peer group allowing for effective decision-making and
treatment approaches. The uptake of VR and exergaming in
various telerehabilitation programs has opened new avenuesto
posttreatment measures. Thisessential application of telehealth
enhances the traditional health care delivery approach by
enabling remotely delivered clinical care and services and
developing home-based treatment programs. Further validated
studies are needed to evaluate the overall assessment of this
trending technology, thereby leading to commercial pathways.
A robust and secure communication infrastructure will improve
the accessibility of telehealth capabilities and extend the
interoperability of the digital reality platform alowing for a
diverse digital health care ecosystem.
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Abstract

Background: Measuring the amount of physical activity and its patterns using wearabl e sensor technology in real-world settings
can provide critical insightsinto health status.

Objective: This study’s aim was to develop and evaluate the analytical validity and transdemographic generalizability of an
algorithm that classifies binary ambulatory status (yes or no) on the accelerometer signal from wrist-worn biometric monitoring
technol ogy.

Methods: Biometric monitoring technology algorithm validation traditionally relies on large numbers of self-reported labels
or on periods of high-resolution monitoring with reference devices. We used both methods on data collected from 2 distinct
studies for algorithm training and testing, one with precise ground-truth labels from a reference device (n=75) and the second
with participant-reported ground-truth labels from a more diverse, larger sample (n=1691); in total, we collected data from 16.7
million 10-second epochs. We trained a neural network on a combined data set and measured performance in multiple held-out
testing data sets, overall and in demographically stratified subgroups.

Results: The agorithm was accurate at classifying ambulatory statusin 10-second epochs (area under the curve 0.938; 95% ClI
0.921-0.958) and on daily aggregate metrics (daily mean absol ute percentage error 18%; 95% Cl 15%-20%) without significant
performance differences across subgroups.

Conclusions: Our agorithm can accurately classify ambulatory status with a wrist-worn device in real-world settings with

generalizability across demographic subgroups. The validated algorithm can effectively quantify users’ walking activity and help
researchers gain insights on users’ health status.

(JMIR Biomed Eng 2023;8:e43726) doi:10.2196/43726

KEYWORDS
digital measurement; wearable sensor; machine learning; ambulatory status; Project Baseline Health Study; physical activity

been shown to be prognostic factors in various chronic
conditions [3-13]. Yet reliably producing research-grade
measurements of physical activity in real-world settingsremains
achallenge. Traditionally, the validation of such measurements
often relies on individua self-reports or is performed

Introduction

Quantifying physical activity can be highly informative about
both general health status and the condition of people with
specific diseases[1,2]. Characteristics of physical activity have
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episodically and in artificial laboratory environments. These
approaches suffer from known challenges, such as subjectivity,
assessment bias, and unreliability [14-16].

Recently, the advent of wearable technology has made it
possible to measure physical activity to a previously untenable
extent [17,18]. Ambulatory activity in particular, namely
whether individual s are walking and how much, isabasic aspect
of physical activity that can be investigated in general
populations and in specific clinical settings. Wearable devices
can collect information passively during daily living and
generate a vast quantity of digital measurements that allow
researchers to probe functional physical activity generally and
ambulatory activity specifically. Using these digital measures
in research studies, however, requires analytical validation [19].
In their design, validation studies have to balance factors such
as feasibility and the resource-intensiveness of their data
collection approach with demonstrating vaidity in representative
populations.

To date, the majority of measurements in validation studies
have come from either short observation periods in laboratory
settings [20,21] or self-reported labels in real-world settings
[22]. Laboratory measurements often render observations with
exceptionally clean and easy-to-use ground-truth labels, but
algorithmstrained on data of thiskind do not always generalize
to everyday activities [23]. On the other hand, using
self-reported label s as the ground truth yields a closer reflection
of individual everyday activities, but these labels are often noisy
and less accurate [15,16,24]. There have been some examples
of reference devices deployed to generate accurate truth labels
in generalizable real-world settings [25,26], but this came at
the cost of intrusiveness and resource-intensive data processing
steps after collection, such as manual video footage tagging.
With all these considerations in mind, validation studies tend
to be highly heterogeneous, and need to be interpreted in
context.

Herein we report on the development and analytical validation
of an ambulatory status classification algorithm. Thisalgorithm
classifies the ambulatory status of users of awrist-worn device
in real-world environments. We carried out 2 separate studies
including participants from independent populations with
distinct sources of ground-truth labels for a deeper
characterization of the algorithm performance. One of the
studies, the pilot program study, used a relatively small and
demographically homogeneous cohort, where participants
provided a highly accurate ground-truth source from areference
device. The other study was derived from the Project Baseline
Health Study (PBHS), a prospective, multicenter, longitudinal
study with participants of diverse backgrounds who were
representative of the entire health spectrum [27]; this was a
demographically diverse cohort that provided self-reported
labelsasthe ground-truth source. This cohort wasa so relatively
large, and we therefore expected it to yield results less
susceptible to outlier readouts. We present analytical validation
results of the performance of our algorithm against the highly

https://biomedeng.jmir.org/2023/1/e43726
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accurate ground-truth source (from the pilot), and we examine
the generalizability of the results across a study population of
demographically diverse individuals (in the PBHS).

Methods

Participant Cohorts

Two distinct studies were conducted, with training and testing
groupsidentified apriori within each study. Participantsin both
studies wore the smartwatch (the Verily Study Watch) [27-30].

The first study was a pilot program (n=75) of adult volunteer
participants recruited among Verily Life Sciences employees
in 2 locations (South San Francisco, California, and Cambridge,
M assachusetts) without specific selection criteria. For thisgroup,
ground-truth label swere collected from an ankle-worn reference
device (StepWatch 4). The Verily Study Watch and reference
device were worn simultaneously for 7 consecutive days to
ensure capture of both weekday and weekend behavior; for each
participant, days were included as evaluable if both devices
were worn synchronously for a minimum of 8 hours. No
demographic information on race or ethnicity was collected in
this study. The observation period ran from June to December
2019.

In order to expand the demographic representativeness of the
overal validation effort, the second study included alarge and
diverse cohort (n=1691) consisting of participants from the
PBHS who consented to participate in this substudy [27]. The
period for data collection ran from May to December 2019.

Ethics Approval

The pilot program was determined to be exempt research that
did not require institutional review board review. Written
informed consent was obtained from all participants enrolled
in the PBHS; the PBHS was approved by both the WCG
institutional review board (approval tracking number 20170163,
work order number 1-1506365-1) and the institutional review
boards of each participating institution (Stanford University,
Duke University, and the California Health and Longevity
Ingtitute) [27]. The PBHS was registered at Clinical Trials.gov
(NCT03154346).

All methods complied with relevant guidelines and regul ations;
the research involving human participants was performed in
accordance with relevant gquidelines and regulations.
Experimental protocols were approved by appropriate
committeesfrom Verily Life Sciencesand by PBHS governance
(participating institutions are above).

Wear able Devices

The Verily Study Watch recorded acceleration data in both
cohorts via an onboard inertial measurement unit with a 30 Hz
3-axisaccelerometer. For the PBHS population, the smartwatch
also contained a user interface allowing participantsto tag their
activities on the watch (Figure 1A).
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Figure 1. (A) Sketch of the user interface of the study device used in the Project Baseline Health Study. (B) Data elements for the 2 studies. (C) Flow
of participant inclusion for the different cohorts and data setsin the 2 studies. AUC: areaunder the receiver operating characteristic curve; PBHS: Project

Baseline Health Study; QC: quality control.
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The reference device for the pilot program was an ankle-worn
single-axis accelerometer (Modus StepWatch 4) that provided
step count as areference label for algorithm development.

Reference L abels

In the pilot program, we generated reference labels on data
collected from the ankle-worn StepWatch: 10-second windows
were considered “ambulatory” if they had =3 steps on the

https://biomedeng.jmir.org/2023/1/e43726
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wearing foot and “nonambulatory” if they had <3 steps [31].
The default window size returned by this device was 10 seconds,
and this was deemed to provide good temporal granularity.

For the self-reported reference labels from the PBHS,
participants tagged their activities as 1 of 3 options listed by
the wrist device: “walk/run,” “still,” and “other.” Participants
could tag the start and end of an activity period directly on the
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watch, which enabled precise synchronization of the labels to
the raw sensor data stream. When necessary, participants could
edit or delete tags as needed (Figure 1B). For the purpose of
this analysis, “still” and “other” were grouped together under
the “nonambulatory” label, while “walk/run” was equated to
“ambulatory.”

The amount of data used from each of these studies is
summarized in Multimedia Appendix 1, Table S3.

Algorithm Development

Data from each study (pilot program, n=75; PBHS, n=1691)
were split into nonoverlapping training and testing data sets at
the participant level. For each study, data from approximately
half the participants were used for training the algorithm and
datafrom the other half were held out for algorithm testing. We
decided on a 50-50 split in order to retain statistical power in
thetesting data, particularly considering the intended additional
analyses of different demographic subgroups (discussed bel ow).

In the pilot program, the split into training and testing data sets
was based on participants' daily step countsin order to mitigate
potential algorithmic biases caused by training primarily on
datafrom participantswith either very low or very high activity
levels. The difference in the mean daily step counts between
the 2 halves of the split was 234 steps. For the PBHS cohort,
the split into training and testing data sets was done randomly,
asparticipantsdid not have daily aggregated results. Wetrained
multiple versions of the algorithm with combinations of different
subsets of training dataand compared performance acrossthese
different algorithms (Figure 1).

We devel oped an a gorithm that classifiesthe ambulatory status
of device users in 10-second epochs (as ambulatory vs
nonambulatory). First, the following 14 features were extracted
from the Verily Study Watch's acceleration data, in 10-second
epochs:. 3 features related to deviations of the signal, 5 features
derived from power spectral density energy in frequency bands
typically associated with user ambulation (ie, waking or
running), 2 features that are signal percentiles (ie, 95th
percentiles), and 4 features that are differences between signal
percentiles (ie, IQR). These features were fed into a shallow
neural network model with 2 dense layers. Rel.u nonlinearities
and softmax of outputs. The neural network was trained with a
batch size of 32. The Adam optimizer was used with alearning
rate of 0.001, and loss was calculated using categorical
cross-entropy. Training ran for 10 epochs. Alternative features
and neural network architectures were explored using the
training data, but larger feature sets or more complex
architectures did not result in higher performance, so this
algorithm was chosen.

The classifier threshold was optimized to minimize absolute
percentage error on daily ambulatory time on the training data
from the pilot study (vsthe datafrom the reference device used
as the ground-truth source, as discussed above). For this
optimization process, we performed 5-fold cross-validation at
the participant level within the training data. We found the
minimum daily mean absol ute percentage error (MAPE) across
the aggregated held-out data from all folds using a 1D grid
search procedure.
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The signal-processing, feature selection, model training, and
hyperparameter tuning were all performed on training data sets
identified a priori.

Analyses

The demographic characteristics of the study cohorts were
analyzed using descriptive statistics.

We analyzed the following metrics to characterize the
performance of the algorithm, calculated on the held-out test
sets. area under the receiver operating characteristic curve
(AUC) for the overall study cohorts and across different
demographic subcohorts within the PBHS cohort (this was
chosen as the metric for comparison because, unlike other
measures, such as F;-score or accuracy, it is not susceptible to
differences in the chosen classifier threshold), mean accuracy,
and MAPE of daily ambulatory time, defined as the summing
of all 10-second windows that were labeled as*ambulatory” in
aday.

Analyses were performed in python using NumPy (version
1.215), pandas (version 1.1.5), <Py (version 1.2.1),
scikit-learn (version 1.0.2), and tensorflow (version 2.10.0).

Confidenceintervalswere cal cul ated using the bootstrap method
with 1000 resampling iterations. Resampling was done at the
participant level to ensurethat all datafrom asingle participant
were either included or excluded within each resampling
iteration.

Results

Characteristics of Participants From the Pilot Study
and the PBHS Cohort

Participantsin the pilot study were mostly male (45/75, 64%),
with a mean age of 33 (SD 8.5) years. Participants from the
PBHS were more often female (1366/2502, 55%), with amean
age of 54 (SD 17) years (Multimedia Appendix 1, Table S1).

Algorithm Training

Data from each study were separately split (approximately
50-50) into nonoverlapping training and testing data sets (Figure
1); this allocation was done at the participant level (n=75 from
the pilot study and n=1691 from the PBHS population). Out of
16.769 million 10-second epochs collected from the 2 studies,
8.841 million 10-second epochs were used for training across
all algorithm iterations generated (the data sets are described in
Multimedia Appendix 1, Table S3).

From the pilot program study, a total of 1,641,272
nonoverlapping 10-second epochs were collected (n=70
participants; Figure 1), of which 228,721 (13.9%) were
“ambulatory” according to the reference device—based labels.
We used 879,593 10-second epochs (from 35 unique
participants) for training (118,730, 13.5% of which were
“ambulatory”; Multimedia Appendix 1, Table S3).

We collected a total of 14,814,910 nonoverlapping 10-second
epochsfrom the PBHS (n=1531 participants; Figure 1), of which
7,079,216 (47.8%) were “ambulatory” according to the
participant-reported reference labels. The proportion of
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“ambulatory” labels in the PBHS was higher than in the pilot
program study (47.8% vs 13.9%), which is likely attributable
to the different labeling methods across studies. We expect that
labeling from the pilot study was more stringent to show true
ambulatory epochs, because these were determined directly by
the reference device readouts (ie, any 10-second epoch with
greater than or equal to 6 steps, relativeto all 10-second epochs
collected during the wear time). In the PBHS, the proportion
of ambulatory labels was determined based on participant
self-reported, manually entered walk/run tags relative to all
entered tags. PBHS tagging, therefore, can be more vulnerable
to selection bias toward “ambulatory,” since participants may
favor reporting active over inactive states.

Data from the PBHS were not only divided into training and
testing sets, but, across each set, we considered 2 quality control
(QC) stratato test theimpact of dataquality on the devel opment
and performance of the algorithm. An extremely light QC
selection, eliminating labels with gross apparent user errors
(such as tags that were longer than a full day), was applied to
generate the “QC-minimal” sub—data set, which therefore
included virtually all labels suitable for evaluation
(10,264/104,212, 9.8% of user-tagged events were eliminated,
and another 12,010/104,212, 11.5% were truncated); a more
stringent selection was applied to generate the “QC-high”
sub—dataset (80,852/104,212, 77.6% of user-tagged eventswere
eliminated, and all tags were truncated to some degree; Figure
1 and Multimedia Appendix 1, Table S2). The 2 strata aimed
to parse out performance variability due to noise generated by
imperfectly self-reported reference label s (this was not afactor
for the labels from the reference device in the pilot program).

Popham et al

The resulting size of these QC training sub—data sets was
160,778 10-second epochs for QC-high (n=173 participants)
and 7,802,829 for QC-minimal (n=829 participants). Of these
labeled epochs, 102,783 (63.7%) and 3,863,964 (49.5%),
respectively, ~were ambulatory according to the
participant-reported tags (Figure 1 and Multimedia Appendix
1, Table S3).

Effect of Raw Data Quality on Algorithm Performance

We tested each of the algorithm iterations from the training
process above (originated using the 2 PBHS QC sub—data sets
and the pilot data set) across datafrom the held-out QC sub—data
sets from the PBHS and the pilot program by calculating AUC
values across al combinations. Namely, we tested each of the
following algorithms against the held-out data sets from the
pilot study and the PBHS QC-high and QC-minimal sub—data
sets (Figure 2): (1) trained with the PBHS QC-high sub—data
set, (2) trained with the PBHS QC-minimal sub—data set, (3)
trained with the pooled PBHS QC-high plus pilot data set, (4)
trained with the pooled PBHS QC-minimal plus pilot data set,
and (5) trained with just the pilot data set. For each algorithm
iteration, AUC values varied across the testing sub—data sets
(QC sub—data sets from the PBHS and pilot program), with
differences ranging from 0.047 to 0.187. For each test data set,
the AUC variations across the algorithm iterations (1) through
(5) were narrower, with differences ranging between 0.001 and
0.045. Therefore, data quality differences across the training
sub—data sets did not appear to affect algorithm performance,
as reflected in AUC variability, as much as data quality in the
testing sub—data sets.

Figure2. (A) Heat map of AUC values for the algorithm iterations generated via different training sub—data sets from the PBHS when tested on each
of the separate testing cohorts. (B) AUC values for the algorithm iterations generated via different training sub—data sets from the PBHS when tested
on each of the separate testing cohorts, with error bars based on the 95% CI. Each testing cohort is shown with a different color or symbol. From top
to bottom, the red dotted lines indicate mean AUC values for the pilot, PBHS QC-high, and PBHS QC-minimal test data sets, respectively. The model
trained on combined PBHS QC-high and pilot training data (highlighted in yellow) was the version of the algorithm used for further analyses. AUC:
area under the receiver operating characteristic curve; PBHS: Project Baseline Health Study; QC: quality control.
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Based on the testing results described above, we selected an
algorithm trained using combined data from one of the PBHS
sub—data sets (QC-high) plus the pilot program data set to
proceed to further analysis. This agorithm iteration (termed
“version 2022") showed the highest testing performance
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(evaluated by AUC) cal culated with datafrom the pil ot program
(the most precise and cleanest data set) without substantially
reduced performance on PBHS data (Figure 2). With this
approach, we prioritized testing the accuracy of the algorithm
against participants actual ambulatory status based on the
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reference device, not against the type of labels that are most
feasible to obtain (ie, self-reported labels), although we report
accuracy on both types of labels.

Algorithm Testing

Tested against the held-out data set from the pilot program
(Table 1), the selected algorithm had a sensitivity of 71% and

Table 1. Algorithm performance measures.

Popham et al

aspecificity of 95%, for an overall accuracy of 91.5% (95% CI
90.3%-92.9%; Figure 3A) and an AUC of 0.938 (95% CI
0.921-0.958; Figure 3B) when classifying the ambul atory status
of 10-second epochs. When tested on the held-out data set from
the PBHS QC-high sub—data set, the selected algorithm had an
overal accuracy of 75.7% (95% Cl 72.5%-78.6%) and an AUC
of 0.832 (95% Cl 0.800-0.864).

Accuracy Sensitivity Specificity PpPV2 F1-score AUC-ROCP AUC-PRC®
Pilot study 91.3% 0.706 0.948 0.696 0.701 0.938 0.781
PBHSY QCe high 75.8% 0.731 0.802 0.885 0.788 0.832 0.901

3ppV: positive predictive value.

BAUC-ROC: area under the receiver operating characteristic curve.
CAUC-PRC: area under the precision-recall curve.

9PBHS: Project Bassline Hedlth Study.

€QC: quality control.

Figure 3. (A) Accuracy of the algorithm selected for full analysis, as evaluated in the pilot cohort. Here, the color map denotes K, the number of
10-second epochs. Percentages are normalized across rows, which allows easy reading of the sensitivity and specificity values. (B) Receiver operating
characteristic curve and area under the curve of the algorithm selected for full validation, as evaluated in the pilot cohort. The red X denotes the true
positive rate and false positive rate of the algorithm at the chosen classifier threshold. AUC: area under the receiver operating characteristic curve.
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The proportion of predicted ambulatory epochs of the selected
algorithm varied with the number of steps in the 10-second
epochs (Figure 4). The lowest proportion of predicted
ambulatory epochs happenedinthe 3to 5 step range (36%-57%
sensitivity, ie, correct predictions as “ambulatory: yes'), and
the proportion of epochs classified as ambulatory grew with
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additional steps in the 10-second window (67%-91% correct
predictions). Note that data from epochs with more than 11
recorded single-leg steps are not shown due to their low
frequency (the number of samples per step count is shown in
Multimedia Appendix 1, Figure S1).
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Figure 4. Predictions of the selected algorithm to classify 10-second epochs as ambulatory (or not) according to the number of stepsin the 10-second
epochs based on the reference device data from the pilot program study. A perfectly performing algorithm would predict “ambulatory” for all epochs
with 3 or more steps on the wearing foot (indicated by the blue shadow), and nonambulatory for all epochs with fewer steps (indicated by the gray
shadow). Epochs with more than 11 recorded steps are not shown due to their small sample size (Multimedia Appendix 1, Figure S1).
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When considering daily step aggregates asthe metric of interest,
there was good agreement between the algorithm classifications
and thereference (R?=0.771), with aMAPE in daily ambulatory
time (minutes) of 18% (95% Cl 15%-20%) and a median
absol ute percentage error of 14% (Figure 5A and Figure 5B).
The mean absolute error (MAE) of daily ambulatory time was
19.5 (95% CI 15.0-23.2) minutes, and the median absol ute error
was 14 minutes (Figure 5C). Consistent with the observations
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at the 10-second epoch level, the magnitude of error in daily
ambulatory time (ie, the difference between algorithm-predicted
and actual values) was dependent on the actual daily ambulatory
time (as computed by the StepWatch; Figure 5D): the chance
for underestimating daily ambulatory time (in minutes) grew
as the reference daily ambulatory time increased. The largest
underestimation we observed was 138.5 minutes in absolute
time (relative error 32.5%).

JMIR Biomed Eng 2023 | vol. 8 | 43726 | p.30
(page number not for citation purposes)


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

JMIR BIOMEDICAL ENGINEERING

Popham et al

Figure 5. Agreement and error rates of the algorithm predictions. K is the number of user-days. (A) Agreement between the selected algorithm’'s
predictions and the ground-truth source for daily ambulatory time in the pilot-testing data set. (B) Absolute percent error in daily ambulatory time:
median (pink box) and mean (purple box). (C) Absolute error in daily ambulatory time in minutes: median (purple box) and mean (pink box). (D)
Modified Bland-Altman plot showing error in daily ambulatory time (in minutes) asit relates to the ground-truth daily ambulatory time.
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Perfor mance of the Ambulatory Status Classification
Algorithm Across Demographic Subgroups

In order to characterize the generalizability of the algorithm’s
performance, we calculated AUC values for the selected
a gorithm across demographic subgroups based on gender, age,
and race. Initialy, in the testing data set from the pilot program
(Figure 6A), the results suggested a possible difference in
performance between male and femal e participants, as seen in
the lack of overlap of the 95% Cls. However, in a similar
analysis using the larger and more diverse testing data set from
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the PBHS, which enabled subanalyses by participant gender,
race, and age, that difference was no longer present and the
results showed no meaningful performance difference across
any of the subgroups of age, gender, or race, as evidenced by
the overlapping 95% Cls (Figure 6B). A replication of the
majority population from the pilot study within the PBHS
showed an AUC of 0.8166 (95% CI 0.7501-0.8666) for White
males aged 31 to 65 yearsin the PBHS cohort, which was not
significantly different from the AUC of the PBHS cohort as a
whole (AUC 0.8339).
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Figure 6. Performance (AUC values) of the selected algorithm across different demographic subgroups. (A) The pilot study testing data set. (B) The
PBHS QC-high testing data set. AUC: areaunder the receiver operating characteristic curve; PBHS: Project Baseline Health Study; QC: quality control.
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This study presents the analytical validation in a real-world
setting of an algorithm to classify the ambulatory status of users
wearing a smartwatch. The algorithm performs well,
distinguishing between ambulatory and nonambulatory states
with high accuracy (75.7%-91.5% depending on the testing data
set). Furthermore, the approach taken to analytic validation
allowed us to investigate multiple subgroups, including age,
gender, and race, demonstrating that the high performance of
the agorithm is generalizable across a broad range of
demographics.

All existing validation studies of ambulatory status classification
from wrist-worn sensors have been either performed on young
and healthy populations [25] or in the laboratory or clinic
[20,21]. Yet measuring ambulatory status or daily ambulatory
time is most clinicaly relevant for people with walking
impairments—whether due to age, movement disorders,
cardiovascular illness, or other circumstances—and most
informative when donein an individual’s own environment (ie,
their real-world setting). Thus, akey innovation in thiswork is
our focus on using data captured in real-world settings (as
opposed to highly controlled clinic or laboratory settings) from
demographically diverse cohorts for the actual development
and validation of this algorithm.

Therefore, the novel contributions of thiswork are 2-fold. First,
we introduce a scalable framework for collecting reference
labels on ambulatory status via a reference device and via
user-reported data for training and validation. As part of that
approach, we used 2 separate and different modalitiesto measure
ground-truth status. This strategy enabled us to handle both
comprehensive and highly preciselabels (in the pilot program),
as well as a larger volume of inherently noisy ones
(user-reported tags from the PBHS), both in real-world settings.
Our strong results across both sets of data indicate that this
innovative multimodal approach contributed to a robust

https://biomedeng.jmir.org/2023/1/e43726

of theresulting algorithm. Thelong-term practical convenience
of awrist-worn device (as opposed to an ankle-worn device or
a dedicated assessment period) may be advantageous for this
type of continuous generalizable monitoring [32-35], although
athorough side-by-side analysis of these 2 reference standard
measurement methods to fully understand their correlation
remains as atopic for future studies.

Second, we leveraged this framework to provide large-scale
vaidation of the performance of the selected algorithm iteration,
addressing shortcomings in terms of generalization previously
reported in the literature [20,21,32]. Prior studies have used
algorithms to report on differences in physica activity by
different demographic subgroups but lacked validation data for
those al gorithms across demographic subgroups[25,36-38]. To
our knowledge, thisis one of the first studies to show a proper
validation approach to develop and test ageneralizable algorithm
across demographic subgroups where algorithm output could
have differed by subgroup.

In addition, our approach highlights several points of interest
when developing validation methodologies for this type of
algorithm. The increased sample sizes and variability in data
quality achieved by combining 2 distinct data sets enabled
deeper characterization of the algorithm’s performance. One of
our studies generated data sets where truth labels were of high
quality and accuracy but were collected from astudy population
limited in scope; the other study collected datafrom alarge and
demographically diverse cohort (albeit a somewhat engaged
and self-selected participant group who volunteered and
expressed interest in the PBHS and its health technology
aspects), which alowed us to conduct subgroup analyses for
both training and testing. Our results reinforce the
well-established fact that modern machine-learning algorithms
can sometimes perform well even when trained on anoisy data
set [39]. This observation may be useful for researchers
navigating study design decisions and tradeoffs, including
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sample sizes and data labeling methods. For future research,
determining the role of data quality factorsin the devel opment
and characterization of this type of algorithm is an open issue
[18].

Our approach to the generation of reference labels was
pragmatic, using deployment-friendly ankle-worn devices or
user-reported tags. Neither of these was as resource-demanding
as other intensive approaches (ie, video monitoring), but
generated information of sufficient quality to conduct our
validation with relatively high time resolution (10-second
epochs). Of note, the intrinsic nature of the 2 methods used for
the generation of reference labels probably contributed to the
noticeable difference in the proportions of “ambulatory” 1abels
between the 2 studies (discussed in the Results), with the
proportion observed in the pilot program study being the one
closest to other literature reports [40].

When interpreting our resultsin the context of existing literature,
it is worth noting that most validation studies for this type of
algorithm have used step counts as the metric of interest
[31,36,41-53], while ambulatory time (or a related metric) is
thefocus of aminority of reports[54,55]. In general, considering
the close correlation between step count and ambulatory time,
the performance of our algorithm could be placed on par with
other algorithms, yet detailed side-by-side appraisals of results
remain challenging; this research field is in need of
standardization [19,56,57].

Thisstudy also had limitations. Firgt, in principle, the StepWatch
readouts used as ground truth may not have provided perfect
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accuracy, even though there is extensive literature supporting
the use of StepWatch asareference device[31,50,51,56,58-60].
Second, we observed fluctuations in the ambulatory status
classification algorithm performance based on daily ambulatory
time; this fluctuation was present when the algorithm detected
10-second epochs as ambulatory (or not) and was also
manifested in the daily aggregates of ambulatory time. While
thistrend (shown in Figure 5) may have been driven, partially,
by outlying data points with high step counts in our sample,
which would be of little relevance in hypothetical clinical
scenarios, it may also have been due to low-step periods
containing mixed activities in which walking was not the only
or dominant source of hand motion. In addition, whilethe cutoff
used to read the StepWatch ambulatory classification relied on
existing literature [61], it may not be perfect in itself. In this
regard, it could be reassuring that the algorithm handled epochs
with step counts between 4 and 8 as a continuum, as this is
possibly reflective of the complexities of organic movement.

In sum, we have developed an accurate algorithm for the
detection of the ambulatory status of users of a wrist-worn
device in a freeliving, real-world setting; the output is
generalizable across several user demographic characteristics.
The characterization of this algorithm was conducted in 2
distinct data sets, which lends credibility to the robustness and
applicability of the performance results obtained in this study
and illustrates the advantages of similar approaches to future
research in thisfield.
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Abstract

Background: The incentive spirometer is a basic and common medical device from which electronic health care data cannot
be directly collected. As a result, despite numerous studies investigating clinical use, there remains little consensus on optimal
device use and sparse evidence supporting its intended benefits such as prevention of postoperative respiratory complications.

Objective: Theaim of the study isto develop and test an add-on hardware device for data capture of the incentive spirometer.

Methods: An add-on device was designed, built, and tested using reflective optical sensors to identify the real-time |location of
the volume piston and flow bobbin of a common incentive spirometer. Investigators manually tested sensor level accuracies and
triggering range cdibrations using adigital flowmeter. A valid breath classification algorithm was created and tested to determine
valid frominvalid breath attempts. To assessreal -time use, avideo game was devel oped using the incentive spirometer and add-on
device as a controller using the Apple iPad.

Results: In user testing, sensor locations were captured at an accuracy of 99% (SD 1.4%) for volume and 100% accuracy for
flow. Median and average volumes were within 7.5% (SD 6%) of target volume sensor levels, and maximum sensor triggering
values seldom exceeded intended sensor levels, showing a good correlation to placement on 2 similar but distinct incentive
spirometer designs. The breath classification algorithm displayed a 100% sensitivity and a 99% specificity on user testing, and
the device operated as a video game controller in real time without noticeable interference or delay.

Conclusions: An effective and reusable add-on device for the incentive spirometer was created to alow the collection of
previously inaccessible incentive spirometer data and demonstrate Internet-of-Things use on a common hospital device. This
design showed high sensor accuracies and the ability to use data in real-time applications, showing promise in the ability to
capture currently inaccessible clinical data. Further use of this device could facilitate improved research into the incentive
spirometer to improve adoption, incentivize adherence, and investigate the clinical effectivenessto help guide clinical care.

(JMIR Biomed Eng 2023;8:e46653) doi:10.2196/46653

KEYWORDS

incentive; spirometry; Internet-of-Things; electronic health records; web-based intervention; medical device; medical tool; data
collection; spirometry data; incentive spirometer; data analysis; algorithm; effectiveness

: supplemental oxygen requirements, and reintubation, are
Introduction common, expensive, and harmful to patients [1]. Studies

Pulmonary complications after major surgery, including estimated these F:omplications in the range of 2%-39% [2,3],
pneumonia, atelectasis, respiratory failure, prolonged though atelectasis alone has been found to affect up to 92% of
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postsurgical patients[4]. Originating in the 1970s, theincentive
spirometer was designed to mimic the physiology of asigh or
a yawvn—a slow voluminous inhalation [5,6], and this basic
medical device is often used in postoperative care to aid lung
expansion to prevent or reduce respiratory complications.

To complicate the matter, correct use and device adherence is
low among patients. Guidelines on how to properly use the
incentive spirometer device outline best practices[7,8], but over
26% of patientsfail to use their incentive spirometer correctly,
and over 38% deny ever using their devicein their postoperative
care [9], highlighting the need for more evidence-based
recommendations. There is sparse evidence for the use of the
incentive spirometer device [10] for postoperative pulmonary
complication prevention [11] with only a few studies
demonstrating clinical effectivenesswhen used properly [12,13].
As a result of the lack of high-level evidence, some clinical
practice guidelines do not support its routine postoperative use
[14]. Additionally, there remains disagreement as to the most
effective way to use the device, as studies have been unable to
demonstrate its superiority over other techniques such as deep
breathing techniques, directed coughing, early mobilization,
and optimal analgesia [15]. Uncertainty around the effective
spirometry use is partialy due to the scarcity of spirometer
compliance data[16]. Compliance measurements, madethrough
self-reporting and staff observation, are difficult to obtain, and
when captured, they have demonstrated low patient adherence
to the incentive spirometer device [12]. Though data remain
elusive, 86% of health care providers believe patient adherence
is poor, and 95.4% believe it should be improved [17],
demonstrating the perceived use of incentive spirometry. The
first step in determining the optimal use of the incentive
spirometer isto improve data collection. Automated capture of
spirometry data may improve the quality of research studies
and ultimately determine the incentive spirometer's use in
improving lung function and minimizing postoperative
complications.

Incentive spirometers are simple plastic meters to measure
inhalational breath flow and volume; they lack the ability to
record data. Digital flowmeters can be used to replicate the
incentive spirometer [18]. While an option for improving data
capture, the digital flowmeter can be clinically infeasible in
most practices due to its complexity and cost. Collecting data
directly from incentive spirometers falls into a technology
category called the “Internet-of-Things’ [19]. There have been
great advancesin the miniaturization of computing devicesand
the evolution of the“ Internet-of-Things” into mainstream health
devices [20,21]. As a result, wearable technologies and
web-based platforms are capturing more clinical data now than
ever before [22,23]. These technologies give clinicians and
researchers access to otherwise inaccessible patient data and
the ability to investigate new datainteractions, such asenabling
patients to exercise with wearable device hardware (eg, chest
monitors and watches) and incorporating and communicating
these datawith patient physiol ogic and movement data[24,25].
The goa wasto usethistechnology for theincentive spirometer.

https://biomedeng.jmir.org/2023/1/e46653
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We hypothesize an add-on device can accurately measure flow
and volume data from a common incentive spirometer. This
paper describes the creation and testing of an incentive
spirometer add-on device to measure flow and volume data. An
Internet-of - Things approach was adopted to enable this device
to work with an existing incentive spirometer to capture
physiological data and communicate externally on a closed
private internet connection using hospital Wi-Fi and Bluetooth
technologies. Captured data were tested for use by developing
a classification agorithm to determine valid from invalid
breaths.

Methods

Ethics Approval

Ingtitutional review board approval was obtained for this
prospective exploratory study on April 15, 2021
(HUMO00196543, University of Michigan, Ann Arbor). Informed
consent was waived as participants were limited to authors
within this study, and interventions for this study are limited to
existing approved uses of the incentive spirometer.

Add-On Device Creation

An add-on device was designed and created for use with the
Hudson RCI Voldyne 5000 Volumetric Exerciser (Teleflex
Medical) incentive spirometer (Figures 1-3 and Multimedia
Appendix 1) and composed of photoelectric reflective infrared
optical sensors (Xingyheng) positioned lateral to the spirometer
volume and flow columns. Ten sensors were placed along the
spirometer volume column with each sensor along a 500 mL
marking on the incentive spirometer device (500-5000 mL).
Three sensorswere placed along the flow column corresponding
to the middle of flow spirometer markings (“best,” “better,”
and “good”). Sensors were connected to a microcontroller by
a solderless breadboard, using an ESP32 development board
(Dorhea), a low-cost low-power  system-on-a-chip
microcontroller with integrated Wi-Fi and dual-mode Bluetooth
wirel ess communi cation capability. Componentswere soldered
on a breadboard with breadboard jumper wires and resistors
connecting  components.  Interactions  between  the
microcontroller and the sensors were coded using C++ (Bell
Laboratories of American Telephone and Telegraph).
Componentswere encased in a3D-printed base situated beneath
theincentive spirometer with alayer of plexiglassfixed overtop.

Data were sent directly to an iOS application running on an
iPad Pro (12.9" and 10.2", fifth generation, Apple) through
ESP32 Bluetooth aswell as stored on the add-on devicein a32
gigabyte microsecure digital card (Kootion) and card reader
module (HiLetGo). A clock module (Mélife) time-stamped data.
Further interconnection was made possible using an analog
digital multiplexer breakout board (Xie Qiandin) and included
a3.7-V 2400-mAh rechargeable lithium battery (Akzytue) and
charging module (MakerFocus) to power the device. An
aternative design for the add-on base can be found in
Multimedia Appendix 2.
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Figure 1. Theincentive spirometer piston positions were read using reflective infrared optical sensors (1) and relayed to an ESP32 in the base of the
add-on device (2). The device both stored the datainternally and used Bluetooth technology to transmit spirometer datato an AppleiPad (3). Datawere
then transmitted from the iPad to dedicated servers for further data processing and storage (4).
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Figure 2. Ten photoelectric reflective infrared optical sensors were placed along the spirometer volume column with each sensor along a 500 mL
marking on the incentive spirometer device (500-5000 mL); 3 sensors placed along the flow column. An on/off switch is featured on the front of the
device. An ESP32 development board, rechargeable lithium battery, and real-time clock module are labeled. Connections between components were
made with breadboard jumper wires and resistors, and all components are encased in a 3D-printed base with alayer of plexiglass overtop. A microsecure
digital card reader moduleisin the back of the base (not shown).
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Figure 3. The Hudson RCI Voldyne 5000 Volumetric Exerciser (Teleflex Medical) incentive spirometer is situated over the base and locked into place
with an overlying base lip and a screw on top of the 3D-printed posterior arm. A charging port islocated in the base (right picture).

Software and Video Game Creation

An iOS video game and analytics application was built using
Unity and C# (Microsoft). A web server receives the data and
handles application programming interface (API) reguests
written in Java (Sun Microsystems). The ESP32 reads the sensor
data using custom C++ code and sends processed data to an
Apacheweb server viaWi-Fi through an iPad device connected
viaBluetooth (Figure 1). Python (Python Software Foundation)
applications were exposed by the web server, and downstream
applications were networked with the server through an API to
allow data collection and further use. A web server receivesthe
data and handles API requests. A video game was devel oped
specifically for use with the incentive spirometer and add-on
device serving as a controller, designed for use with an Apple
iPad Pro.

Add-On Device Sensor Testing

Two investigators (AS and MLB) tested the add-on device
without crossover using the Hudson RCI Voldyne 5000
Volumetric Exerciser incentive spirometer. In these tests, 5 user
breaths were attempted at each of the 10 volume sensor positions
(100-5000 mL) for atotal of 50 breaths per user. The volume
goal was to get the top of the volume piston to the desired
volume marking, while the flow goal was to get the top of the
flow bobbin to the middle of the desired flow marking. Flow
readings were also tested with every volume test with an
additional 5 flow tests at each of the 3 flow sensor positions.
To attain the desired flow or volume piston levels, users were
allowed to breathe through or tilt the incentive spirometer
device.

https://biomedeng.jmir.org/2023/1/e46653

RenderX

A single investigator (MLB) tested flow and volume sensor
ranges with the incentive spirometer connected to the
Puritan-Bennet PTS-2000 Ventilator Analyzer Tester
(Mallinckrodt) digital flowmeter. In thistesting, theinvestigator
attempted increasing volume and flow valuesto identify sensor
ranges. Volume measurements from the flowmeter were
corrected using the body temperature, pressure, water vapor
saturated method (correcting for body temperature [37 °C],
ambient pressure, and gas saturated with water vapor). The
flowmeter volumewas calculated to be 183.75 mL by calibrating
the flowmeter readings precisely at the 1000 mL display level
of the Voldyne 5000, averaged across 10 breaths. This volume
was subtracted from each raw volume reading from the
flowmeter. Flowmeter testing was attempted with a minimum
of 25 breaths around each flow and volume sensor level,
independently, and the volume achieved from the flowmeter
and the sensor level attained from the iPad were recorded. Due
to limitations continually achieving breath volumes above 3250
mL (sensor level 7), additional testing using the 2500 mL
volume Hudson RClI Voldyne 2500 Volumetric Exerciser
(Teleflex Medical) incentive spirometer was conducted. The
add-on device was created with each sensor aligning to the 500
mL markings of the Voldyne 5000. When using the Voldyne
2500, the sensors were near but incompletely aligned to the
250-mL markings.

Breath Algorithm Development and Testing

While sensors in the add-on device can detect where a piston
islocated, they cannot determine if a breath was conducted to
achieve the sensor level. It isimportant to be able to accurately
identify when a breath moves the incentive spirometer piston
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and bobbin as opposed tottilting the incentive spirometer causing
themtofall to the desired level. To aid in distinguishing abreath
attempt, an algorithm was devel oped in Python (version 3.1) to
process and classify each user's breath using flow and volume
data over time. This algorithm reads spirometer log datainto a
pandas data frame and parses data by identifying the start and
end of breaths. Breath start was identified by a zero flow value
that precedes apositive flow value, while breath end isidentified
by 2 consecutive zero flow values. Onceidentified, each breath
is classified as “valid” or “invalid.” A valid breath must have
the following volume criteria: volume starts at 0, increases
within 1.5 seconds of breath start, >0 throughout the breath,
does not decrease while there is positive flow, and the length
of the breath is between 2 and 15 seconds. Breaths that do not
meet these requirements were deemed invalid.

To test this algorithm, separate from device testing, 2
investigators (AS and MLB) each attempted to create 5 valid
and 5 invalid breaths at each volume sensor level. These breath
data were processed through the classification algorithm and
evaluated. Invalid breathswere created by manually tipping the
incentive spirometers or starting breaths at a starting position
>0. All datavalidation was retrospectively validated using expert
opinion from one of 2 users (AS and MLB).

Statistical Analysis

Summary and descriptive statistics were cal culated for collected
data using basic statistical techniques to assess models created
for breath analysis including accuracy (as defined by user

Burnset al

identification as gold standard), as well as mean, median, and
SD for volume and flow measurements in sensor range testing.

Results

Add-On Device Sensor Testing

An add-on incentive spirometer device was created to
independently measure real-time spirometer flow and volume
piston positions (Figures 1-3). From 2 investigators, 99 of 100
volume readings were measured at the correct corresponding
volume sensor (accuracy 99%, SD 1.4%). Only asinglevolume
reading was inaccurate, failing once to capture at the lowest
volume sensor (500 mL). All 130 flow bobbin readings
corresponded to the correct flow sensor (100% accuracy).

Volume and flow sensor ranges were determined using adigital
flowmeter in line with the 5000 and 2500 mL incentive
spirometers independently (Figure 4 and Tables 1 and 2).
Add-on sensorswere designed with placement at every 500 mL
marking on the Vol dyne 5000 incentive spirometer. These sensor
placements were not adjusted for the 2500 mL incentive
spirometer testing. I nvestigator breath limitationswere reached
at volume level s approaching 4000 mL. Between the 2 devices
tested, median and average volumeswerewithin 7.5% (SD 6%)
of target volume sensor levels. Maximum triggering values
seldom exceeded the intended sensor level, showing a good
correlation to placement. Flow levels corresponding to “best,”
“better,” and “good” levels differed significantly between
devices with the 5000 mL flow values more than double the
2500-mL incentive spirometer at each level.

Figure4. User testing of add-on device connected to adigital flowmeter for both the Voldyne 5000 (A) and the Vol dyne 2500 (B) incentive spirometers.
Circlesrepresent individua breath attempts with digital flowmeter volume readings (L, x-axis) and add-on device sensor iPad readings (y-axis). Sensor
levels were designed to be placed at 500 mL levels of the Voldyne 5000 incentive spirometer and closely aligned to 250 mL markings of the Voldyne

2500.
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Table 1. Volume sensor ranges.?

Number Breaths, n Volume (L)
Mean (SD) Median (IQR) Minimum Maximum

Voldyne 5000 volume sensor

1 43 0.61 (0.10) 0.62 (0.54-0.67) 0.43 0.92
2 71 0.98 (0.20) 0.99 (0.81-1.13) 0.63 155
3 74 1.55(0.18) 1.54 (1.40-1.68) 1.27 1.92
4 60 2.20(0.12) 2.17 (2.11-2.28) 1.99 2.44
5 88 2.59 (0.20) 2.59 (2.42-2.76) 2.21 2.98
6 37 3.09 (0.13) 3.10 (3.02-3.16) 2.79 3.38
7 48 3.59 (0.35) 3.53(3.29-3.96) 3.00 418
8 1 4.29 (N/AD) 4.29 (N/A) 4.29 4.29
9 0 N/A (N/A) N/A (N/A) N/A N/A
10 0 N/A (N/A) N/A (N/A) N/A N/A
Voldyne 2500 volume sensor
1 13 0.21 (0.04) 0.22 (0.18-0.23) 0.13 0.28
2 35 0.41 (0.13) 0.43 (0.29-0.48) 0.22 0.69
3 21 0.73(0.11) 0.72 (0.64-0.82) 0.57 0.92
4 29 1.03 (0.09) 1.02 (0.99-1.09) 0.87 1.20
5 23 1.26 (0.10) 1.27 (1.18-1.34) 1.09 143
6 24 1.60 (0.11) 1.61 (1.53-1.67) 1.38 1.78
7 16 1.89(0.11) 1.91 (1.81-1.96) 171 2.05
8 25 2.21(0.11) 2.24(2.13-2.28) 1.99 2.38
9 26 2.47 (0.11) 2.49 (2.40-2.55) 2.24 2.63
10 37 2.75(0.14) 2.74 (2.64-2.85) 2.52 3.09

8Results from investigations of increasing volume sensor readings from the Voldyne 2500 and Voldyne 5000 incentive spirometers. The number of
breaths (n) at each sensor level (1-10) and the average, median (IQR), minimum, and maximum readings were obtained from a digital flowmeter in
liters (L).

BN/A: not applicable.

Table 2. Flow sensor ranges.?

Breaths, n Flow (L/minute)
Mean (SD) Median (IQR) Minimum Maximum

Voldyne 5000 flow sensor

Best 30 26.36 (5.56) 26.04 (22.51-27.76) 19.21 40.21
Better 30 44,31 (5.49) 43,56 (40.44-48.25) 36.10 56.69
Good 31 57.75 (7.74) 58.24 (53.99-61.27) 39.36 71.38

Voldyne 2500 flow sensor

Best 30 12.24 (2.36) 12.31 (10.69-13.12) 8.43 19.63
Better 30 18.70 (1.92) 19.08 (17.45-19.56) 15.07 22.60
Good 31 28.45 (3.34) 28.13 (25.93-29.96) 2261 38.30

8Results from investigations of increasing flow sensor readings from the Vol dyne 2500 and Vol dyne 5000 incentive spirometers. The number of breaths
(n) at each sensor level (“best,” “better,” and “good”) and the average, median (IQR), minimum, and maximum readings were obtained from a digital
flowmeter in liters per minute (L/minute).
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Breath Algorithm Development and Testing

After data collection, an algorithm was developed to classify
breath datato determine when the spirometer was actively used.
This algorithm works by classifying each individua breath
using criteria to determine their validity as described in the
M ethods section. Independent of sensor testing, 2 members of
the study team attempted 5 valid and 5 invalid breaths at each
of ten 500-mL volume levels (500-5000 mL). Investigator
limitations in achievable volumes resulted in atotal of 65 valid
breaths and 100 invalid breaths. The breath classification
algorithm resulted in a 100% sensitivity and a 99% specificity
for the classification of “valid” versus “invalid” user breaths.
A single valid reading was inappropriately classified by the

Burnset al

algorithm, occurring at the 500 mL volume sensor level.
Example breath algorithm results are shown in Figure 5.

To investigate the downstream applicability of breath data, a
video game was developed using Unity software, Apple iOS,
with a single final application installed on Apple iPad devices
(Figure 6). The game was a Kirby (Nintendo)-based side
scroller, where the character would approach an obstacle and
traverse the obstacle after a successful breath. This game was
developed specifically for use with the incentive spirometry
device with game-play centered around proper use [7,8]. The
incentive spirometer with an add-on device was successfully
used to control the created game. A video showing the game
played in real time with an incentive spirometer device can be
found in Multimedia Appendix 3.

Figure 5. Example results from the breath algorithm used to classify “valid” from “invalid” breath attempts. The y-axis represents sensor levels for
flow and volume readings in the incentive spirometer device: flow (0-3; corresponding to none: 0; “good”: 1; “better”: 2; and “best”: 3); volume (0-10,
representing each 500 mL increment from 0 to 5000 mL). The x-axis represents the time from breath start in seconds.
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Figure 6. A video game was specifically designed for use with the incentive spirometer and add-on device based on the Kirby Nintendo character. A
sprite sheet for the character devel opment within the video gameis shown on the left with a screenshot of the video game shown on theright. Multimedia
Appendix 3 shows the game being controlled using an incentive spirometer.
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Discussion

Principle Findings

In this study, an add-on device was created to allow the capture
of incentive spirometry datawith high accuracy (99%, SD 1.4%
volume and 100% flow when tested at incentive spirometer
level markings). Maximum triggering values were rarely
exceeding intended sensor levels, proving excellent
differentiation of levelsin the design. Furthermore, while sensor
placements were designed around the Vol dyne 5000 incentive
spirometer, the similarly shaped Voldyne 2500 performed well
in testing without sensor modifications, suggesting use of the
add-on device to similar incentive spirometers without
significant redesign. While range testing was not intended to
study volume sensor accuracy, between the 2 spirometerstested,
median and average volumes were within 7.5% (SD 6%) of
target volume levels, with the worst individual readingsat lower
volumes (250-500 mL sensors) with readings maximally 40 to
120 mL off target, respectively.

To differentiate quality breath attempts from errors, a
classification breath algorithm was developed. The device
allowed identification of start and end of breath attempts, valid
from invalid breaths assessment, maximum flow, maximum
volume, and volume or time ascents and descent calculations.
The breath classification algorithm used device datato discern
valid versus invalid breath attempts, showing 100% sensitivity
and 99% specificity. Identifying valid breath data from noise
is critically important for downstream applications and, while
the classification algorithm yielded results, further efforts for
improvement could be made using additional rule-based systems
or machine learning algorithms.

This system is intended to enable clinical providers access to
previously inaccessible spirometry data to improve spirometer
instruction and use protocols, study patient compliance, and
incentivize use. Using an add-on device similar to what was
created in this study would increasethe granularity of spirometer
compliance dataand could be used to provideinsight into proper
incentive spirometer use. Additionally, the add-on device can
allow focused interventions to improve adherence. Reminder
notifications alone have been shown to improve incentive
spirometer use. In one study, an add-on use-tracking device was
equipped with a bell that sounded for up to 2 minutes every
hour as a reminder for the patient to use their incentive
spirometer [12]. This study demonstrated that patients using
the reminder device had a greater number of mean daily
inspiratory breaths and a percentage of recorded hours with an
inspiratory breath event. More importantly, patients with the
reminder displayed significantly lower mean atelectasis severity
scores measured by chest radiography, reduced median
postoperative and intensive care unit length of stay, and had a
lower mortality rate at 6 months. These findings support
postoperative incentive spirometer use and show effectiveness
of a simple intervention to improve incentive spirometer
adherence.

Gamification

To demonstrate the real-time use of incentive spirometry data,
iPad video game was created to be controlled by the add-on

https://biomedeng.jmir.org/2023/1/e46653
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incentive spirometer device. In testing, the game showed no
appreciablelag and continued connectivity during use, proving
electronic spirometer data collected by the add-on device to be
capable of real-time gamification applications. Gamification of
medical interventions is an exciting concept for improving
medical care adherence. Breathing games for the incentive
spirometer is a familiar idea, with one group brainstorming a
suite of games for asthmatics focusing on breathing metaphors
as incentives for spirometer use [26], while others devel oped
video games to incentivize breathing exercises and peak
expiratory flow using digital flowmeters[18,27]. There exists
an abandoned patent around the use of the incentive spirometer
asagame controller [28] and an active patent around use of the
flowmeter in video games[29], further supporting the popularity
of the idea. The device in this study was created leveraging
recent technologies and focusing design on clinical care use.
Using the add-on device, as opposed to a digital flowmeter,
maintains the current use of incentive spirometers in medical
settings to allow native data capture. Potential reuse of the
add-on device limits additional costs such as those incurred
using digital flowmeters.

Limitations

Limitations to the add-on device design include contamination
risks, costs, and technica and workflow implementation
congtraints. First, while completely enclosed, the add-on device
is designed to be reused and carries the risk of infection—an
especialy important consideration in a respiratory pandemic
such as COVID-19. To improve sterility, the device was
enclosed in plastic, and sensorswere placed behind theincentive
spirometer, removing the need to expose the base to breaths
from sensors placed bel ow. Improvements can be madeto close
remaining gaps in the plastic encasing to further enclose the
deviceand allow cleaning like an iPad or PlayStation controller,
commonly used in the hospital settings. Second, routine
incentive spirometer postoperative care has been estimated to
carry aUS $107.36 cost per patient above materia cost of the
spirometer device, which totals US $1.04 billion in total US
annual costs [30]. This is a significant cost for a device with
sparse evidence around use and poor patient compliance. While
incentive spirometer devices are not reusable from patient to
patient, the add-on device was designed to be reusable, lowering
its effective cost. Overall, the add-on device carries a materia
price of approximately US $150 per unit (Multimedia Appendix
4), which could be reduced by bulk purchasing and further
investigation into aternative individual components. While
add-on device cost isan addition to the already significant price,
identifying compliance and improving adherence will facilitate
improved use and function of the incentive spirometer. Further
studies of the incentive spirometer are required to investigate
the prevention of postoperative breathing complications and
their associated health care costs. These studies are dependent
upon accurate compliance data and would benefit from the
capabilities of the add-on device. Third, there exist integration
and mai ntenance requirements of the add-on device, and it may
be feasible for use only in hospital systems with existing
technical support structures. The device was designed to
minimize technical requirements, but more investigation is
required. Future studies are required to trial the add-on device
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in clinical settings and test for improved adherence using
strategies such as gamification compared to traditional incentive
spirometry.

Conclusions

Incentive spirometers are routinely used in hospital settings,
specifically in postoperative clinical care, but recommendations

Burnset al

general lack of dataon device use. Creating alow-cogt, effective,
and reusable add-on device for the incentive spirometer allows
native collection of previously inaccessibleincentive spirometer
compliance data. These data can facilitate research into incentive
spirometer useto guideclinical care, incentivize adherence, and
draw conclusions about the clinical effectiveness of theincentive
spirometer.

for proper routine use lack thorough investigation due to a
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Abstract

Background: Parkinson disease (PD) is a neurodegenerative disease that has a wide range of motor symptoms, such as tremor.
Tremors are involuntary movements that occur in rhythmic oscillations and are typically categorized into rest tremor or action
tremor. Action tremor occurs during voluntary movements and is a debilitating symptom of PD. As noninvasive interventions
arelimited, thereisan ever-increasing need for an effective intervention for individual s experiencing action tremors. The Microsoft
Emma Watch, awristband with 5 vibrating motors, is a noninvasive, nonpharmaceutical intervention for tremor attenuation.

Objective: Thispilot study investigated the use of the Emma Watch device to attenuate action tremor in people with PD.

Methods: The sample included 9 people with PD who were assessed on handwriting and hand function tasks performed on a
digitized tablet. Tasksincluded drawing horizontal or vertical lines, tracing astar, spiral, writing “elelelel” in cursive, and printing
a standardized sentence. Each task was completed 3 times with the Emma Watch programmed at different vibration intensities,
which were counterbalanced: high intensity, low intensity (sham), and no vibration. Digital analysis from the tablet captured
kinematic, dynamic, and spatial attributes of drawing and writing samples to calculate mathematical indices that quantify upper
[imb motor function. APDM Opal sensors (APDM Wearable Technologies) placed on both wrists were used to cal culate metrics
of acceleration and jerk. A questionnaire was provided to each participant after using the EmmaWatch to gain abetter understanding
of their perspectives of using the device. In addition, drawings were compared to determine whether there were any visual
differences between intensities.

Results: In total, 9 people with PD were tested: 4 males and 5 females with a mean age of 67 (SD 9.4) years. There were no
differences between conditions in the outcomes of interest measured with the tablet (duration, mean velocity, number of peaks,
pause time, and number of pauses). Visual differenceswere observed within asmall subset of participants, some of whom reported
perceived improvement. The majority of participants (8/9) reported the Emma Watch was comfortable, and no problems with
the device were reported.

Conclusions: There were visually depicted and subjectively reported improvements in handwriting for a small subset of
individuals. Thispilot study waslimited by asmall sample size, and this should be taken into consideration with the interpretation
of the quantitative results. Combining vibratory devices, such as the Emma Watch, with task specific training, or personalizing
the frequency to one's individual tremor may be important steps to consider when evaluating the effect of vibratory devices on
hand function or writing ability in future studies. While the Emma Watch may help attenuate action tremor, its efficacy in
improving fine motor or handwriting skills as a stand-alone tool remains to be demonstrated.

(JMIR Biomed Eng 2023;8:e40433) doi:10.2196/40433
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Introduction

Parkinson disease (PD) is a progressive neurodegenerative
disease caused by the degeneration of dopaminein the substantia
nigra and striatum areas of the brain that results in a decrease
in the ability to control and coordinate movement [1,2]. PD
currently affects more than 6 million people worldwide [3] and
the incidence of PD is expected to doublein the next 2 decades
[2]. The cause of PD appears to be multifactorial, with
behavioral, environmental, genetic, and lifestyle factors playing
arole [2]. PD is characterized by both motor and nonmotor
symptoms, however, the cardina features include rigidity,
tremor, bradykinesia, and postura instability [4]. While many
forms of tremor may be present in PD, action tremor, which
includes postural, isometric, and kinetic tremor [5,6], occurs
during active, voluntary movement and is an impairment that
affects writing, hand function, activities of daily living, and
quality of life [4,7]. Furthermore, people with PD experience
psychosocial implicationsresulting from their tremor, including
negatively impacted relationships, self-image, and overall
well-being [8]. Action tremor is reported in 46% of individuals
with Hoehn and Yahr Stages 1 and 2, and up to 93% of people
in Stages 1-5 [7].

The pathophysiology of action tremor is uncertain but has a
clear difference from other motor symptoms of PD [9] asit is
thought to be modulated by nondopaminergic pathways and
does not correlate with dopamine depletion in the striatum;
rather, serotonin, noradrenaline, and acetylcholine appear to
play more of arole [9]. It may be caused by oscillations that
occur within internal sensorimotor feedback circuits during
movement [10,11] or by abnormal activity within the basal
ganglia and cerebello-thalamo-cortical circuit [9,12] Action
tremor frequency usually displays a 1.5 Hz higher frequency
than that of rest tremor, which is~4-6 Hz [9]. Interventions for
the management of action tremor have been limited. Deep brain
stimulation to the subthalamic nucleus and globus pallidus have
shown improvement in action tremor severity at 6 and 12 months
post implantation, but is invasive, can lead to adverse events,
and isnot suitablefor everyone[11]. Dopaminergic medications
also have limited efficacy in improving action tremor-related
motor dysfunction [5,8,9,13], leaving apressing need to address
these functional sequelae.

Equivocal findings have been reported for total body vibration
to improve motor function in people with PD [14], however
recent studies suggest targeted vibration methods may be
beneficial [15]. High-frequency vibration stimulation (also
known as haptic feedback), along with medication, have
improved movement initiation, movement speed, precision, and
decreased tremor for people with PD [15-17]. Vibration is a
form of sensory stimulation that results in increased sensory
input and activation of the muscle spindle fibers, and may
improve neuromotor functions in people with sensorimotor
deficits [18]. Providing high frequency vibration over the
forearm activates the muscle spindles and interrupts the central
nervous system'’s interpretation of the proprioceptive position

https://biomedeng.jmir.org/2023/1/e40433

of the limb in space, interpreting the vibration as sensory
information and producing a muscle contraction [15].

Use of haptic feedback may reduce resting tremor and is
considered safe and well tolerated when delivered in short
durations viawearable devices, but its effects on action tremor
has not been well studied [19,20]. The Emma Watch is a
wrist-worn wearable device devel oped by Microsoft Research
that provides constant high frequency vibration to each side of
thewrist; preliminary findings suggest it may reduce movement
speed and improve precision of performance in drawing and
tracing tasks in people with PD [17]. However, efficacy of the
Emma Watch on peoplewith PD isunclear; therefore, this pilot
study evaluated the use of the Emma Watch in people with PD
who present with symptomatic and disruptive action tremor
during handwriting, drawing, and hand function tasks.

Methods

Participants

In total, 9 people with PD were recruited for this pilot study,
which began just prior to the COVID-19 pandemic. We had
expected to enroll atotal of 20 participants; however, human
subjects research was suspended in New York City during the
pandemic. The inclusion criteria were (1) formal diagnosis of
PD from a neurologist and (2) the presence of action tremor in
one or both hands, with a rating of >1 on the Movement
Disorders Society—sponsored Revision of the Unified
Parkinson’s Disease Rating Scale part |11 item 3.16 (rating of
tremor). Exclusion criteria were: (1) history of comorbid
neurological conditions, that is, including stroke or other
neurodegenerative disease, (2) acute orthopedic conditions on
the dominant hand, (3) chronic orthopedic conditions affecting
the ability to write, (4) implantation of a pacemaker or deep
brain stimulator, or (5) inability or unwillingness of the
participant or legal guardian to give written informed consent.
Individuals were recruited from the community via flyers and
neurologists from Columbia University Irving Medical Center
were informed of our study and could refer their patients.

Ethical Considerations

This study was approved by the institutional review board at
Teachers College, Columbia University (IRB#19-266) and all
participants signed informed consent. Privacy and confidentiality
standards were protected throughout the research study, and all
study data collected were deidentified. Participants were
compensated US $50 for their participation in this study.

Emma Watch Device

The Emma Watch is a lightweight watch-like device worn
around the dominant wrist. The device uses 5 small linear
resonant actuators, each with a 205 Hz vibration frequency and
controlled by a driver with an auto resonance engine. The
vibration's strength and modulation are controlled via a
Microsoft Surfacetablet app (Microsoft), which connectsto the
Emma Watch via Bluetooth. The vibration is initiated at the
start of movement and delivered throughout the task. Thelinear

JMIR Biomed Eng 2023 | vol. 8 | e40433 | p.50
(page number not for citation purposes)


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

JMIR BIOMEDICAL ENGINEERING

resonant actuators were run by a haptic driver at 100%, 64.7%,
and 50% duty cycle, producing 3 vibration amplitudes: ~1.51
g (highintensity), ~0.38 g (low intensity), and O g (no vibration)
modulated with a 500-millisecond/500-millisecond on/off
vibration cycle in a counterbalanced order.

Study Design

Individuals participated in two 90-minute sessions, performed
on different days, but only 1 day for each participant was
analyzed for this pilot study. Participants were tested within 1
hour after administration of their regular disease-specific
medication. All participants donned the Emma Watch, along
with 3 wearable inertiadl measurement units (APDM Opadl
sensors; APDM Wearabl e Technol ogies), oneon each wrist and
their trunk. All assessmentswere video recorded using aGoPro
camera (GoPro). Participants completed baseline clinical
assessments, along with a series of handwriting and fine motor
assessments, with the Emma Watch counterbalanced on 3
vibration conditions. The~0.38 g (low) isavery mild vibration
and acted as a control condition [21].

Assessments

We obtained demographic information from each participant,
including age, gender, hand dominance, current list of
medications, and education level. The effect of tremor on daily
living activities was evaluated using the Bain and Finley
Activities of Daily Living Scale [22] and self-reported hand
function was evaluated using the Manual Ability Measure [23]
(see Multimedia Appendix 1).

Tablet Analysis

Participants completed 3 repetitions of handwriting and drawing
tasks using a stylus and a digitizing tablet (Microsoft Surface).
Participants were instructed to conduct the tasks as quickly and
accurately as possible. Tasks included drawing horizontal or
vertical lines, tracing astar, spiral, writing “elelelel” in cursive,
and printing a standardized sentence. Each task was completed
3timesat 3 different vibration intensities: with the EmmaWatch
counterbalanced at a high intensity, alow intensity (sham), and
their baseline with no vibration. Digital analysis captured
kinematic [24], dynamic, and spatial attributes of drawing and
writing samplesto calculate mathematical indicesthat quantify
upper limb motor function. Thetablet recorded the pen’sx- and
y-position and timestamp without wires or other attachments.
The Windows app stored and converted datainto readablefiles
for analysis.

Analysis of the tablet recordings was performed with Python
3.7 (Python Software Foundation). The pen’s position in the x-
and y-direction was converted to Euclidian distance at each
point. The median sampling frequency of the x- and y-coordinate
datawas 142 Hz. To ensure a constant sampling frequency, the
distance was resampled to a constant 142 Hz, using linear
interpolation. Pointwise velocity was calculated as pointwise

https://biomedeng.jmir.org/2023/1/e40433
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Euclidian distance divided by pointwise time interval. Vel ocity
data were smoothed using a 3.5-Hz cut off, 5th order, low-pass
Butterworth filter to remove high frequency fluctuations. We
used this cut off to quantify slow movementsrelated to writing.
Measures cal culated were (1) duration (seconds) of each drawing
task, defined as the time taken to complete the drawing, from
stylus down to stylus up, including pauses between strokes; (2)
number of pauses, where a pause is any lift off of the stylus
whiledrawing; (3) pause duration (seconds), defined asthe sum
of al pause times; (4) mean velocity (pixels/second) of each
drawing task, defined as the mean of each pointwise velocity;
and (5) fluency, defined asthe number of local maxima (peaks)
in the velocity profile. These peaks were found by comparison
of neighboring values without any threshold.

Accelerometry Analysis

Preprocessing of the APDM Opal Sensor data was carried out
in MATLAB (MathWorks R2020A). Raw signals from the
accel erometers were set to horizontal and vertical coordinates
by the sensors preexisting agorithms, which use the
magnetometers and gyroscopesto identify x-, y-, and z-reference
positions. Right and left wrist streams were extracted and
processed in MATLAB. Accelerometry streams, sampled at
128 Hz, were filtered through a 3.5 Hz cut off, zero-phase,
low-pass Butterworth filter. This filtering profile is consistent
with previous uses of APDM inertial measurement unit sensors
in identifying anticipatory postural adjustments. The
accelerometer and video data were synched through a series of
claps, performed to identify the start of each drawing task. The
start of aclap wasdesignated if it met apower threshold of 0.17
in the accelerometry stream and was followed by 110
consecutive data points above the threshol d.

The processing of the APDM Opal Sensor datawas done using
R (R Foundation for Statistical Computing) and Python (Python
Software Foundation). Further, 32 metrics were calculated for
each of the 3 axes of acceleration and jerk signals using
mhealthtools [25] R package. These include the mean,
complexity, mobility, roughness, rugosity, Shannon entropy of
the frequency probability distribution, mean frequency, and the
energy present in the twenty-four 0.5 Hz-bands between 2 Hz
and 12 Hz. The signal’s fluency was computed in asimilar way
to the tablet drawings streams.

Statistical Analysis

Statistical tests were conducted using R (version 4.02). Linear
mixed-effects models were used to compare means of task
outcomes (duration, humber of pauses, pause duration, mean
velocity, and number of peaks) between vibration intensities
(zero, low, and high) within the 5 tasks (rectangle, spiral, star,
elelelel, and handwriting; see Table 1). Linear mixed effects
models used vibration frequency as a categorical variable,
generated arandom intercept, and used the “Ime4” package on
R [26].
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Table 1. Duration, velocity, and peaks for tablet tasks.
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Task No vibration, mean (SD) Low intensity, mean (SD) High intensity, mean (SD)
Spiral
Duration (seconds) 38.8(23.7) 37.2(20.4) 37.1(21.1)
Pause number 1.6(2.8) 0.8(1.2) 1.2(2.0)
Pause time (seconds) 0.014 (0.02) 0.008 (0.01) 0.012 (0.02)
Scaled pesks (peaks/s) 2.2(0.1) 2.2(0.2) 2.2(0.2)
Number of peaks 85.8 (50.6) 85.3(52.1) 82.4 (48.1)
Mean velocity (pixels/s) 168.0 (65.1) 171.0 (73.6) 171.8 (71.2)
Handwriting
Duration (seconds) 18.2 (4.9 17.3(5.0) 18.3(5.7)
Pause number 252 (1.2) 24.6 (1.9) 24.4 (2.0
Pause time (seconds) 0.2 (0.03) 0.2 (0.02) 0.2 (0.03)
Scaled peaks (peaks/s) 14(0.2) 15(0.2) 15(0.2)
Number of peaks 25.2(8.3) 24.9(7.3) 26.5(9.0)
Mean velocity (pixels/s) 201.5(80.7) 195.3(78.3) 195.1 (68.9)
APDM Spiral
Acceleration
Complexity 235(3.7) 22.2(3.4) 233(2.7)
Roughness 0.03 (0.05) 0.08 (0.1) 0.06 (0.1)
Rugosity 0.009 (0.006) 0.01 (0.008) 0.012 (0.008)
Mobility 15.6 (2.4) 14.4(1.9) 15.0 (1.5)
Frequency 23(0.5) 2.1(0.4) 2.1(0.3)
Entropy 0.57 (0.04) 0.55 (0.04) 0.56 (0.02)
Peaks 172.0 (102.6) 135.1(82.2) 1485 (82.7)
Normalized peaks 4.7 (0.5) 4.2(0.5) 4.2(0.5)
Jerk
Complexity 41.8(10.1) 40.3(21.1) 40.0 (10.3)
Roughness 60.5 (122.5) 121.4 (200.3) 92.9 (173.0)
Rugosity 0.21(0.12) 0.32(0.22) 0.30(0.22)
Mobility 25.1(4.3) 235 (4.6) 24.0 (2.7)
Frequency 3.5(0.6) 3.3(0.5) 3.4(0.3)
Entropy 0.60 (0.03) 0.59 (0.04) 0.60 (0.03)
Results In total, 3 out of 9 participants reported noticeable or marginal

In total, 9 people with PD were tested: 4 males and 5 females
with a mean age of 67 (SD 9.4) years. The results showed no
differences in any of the outcomes of interest measured with
the tablet (duration, mean velocity, number of peaks, pause
time, and number of pauses), or with APDM (acceleration and
jerk). The only exception was APDM normalized accel eration
peaks, where amain effect of intensity was found [sham: 4.67
(0.52), low: 4.18 (0.53), and high: 4.21 (0.50)]. However, apost
hoc Tukey test revealed no pairwise-differences between
frequencies.
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improvement, 4 out of 9 reported enjoyment in device use; 8
out of 9 reported device comfort, and no problems with the
device were reported. For those individuals who reported
perceived improvement, a stratified sample of tremor severity
should be used in future studies to clarify which participants
may garner efficacious results.

Figure 1 shows 2 representative parti cipants who demonstrated
avisual improvement on the spiral tasksin the high versus sham
condition, with corresponding objective data of task duration,
pause duration, pause count, mean velocity, and number of
peaks. Participant 4 reported perceived improvement and
expressed greater functional difficulty on their assessment or
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baselines scores (see Multimedia Appendix 1). Alternatively,
participant 5 had a visual improvement in spiral quality;
however, did not report perceived improvement. This visual
difference was observed within a small subset of participants,

Pacheco et d

some of whom reported perceived improvement. Reports
included a “benefit on straight lines,” “difference on spiral and
star,” that “continuous motion (was) easier,” and the “most

impact of tremor (was on) spiral.”

Figure 1. Thisfigure represents responders to high vibration for spiral drawings.

Responder 1: spiral images. See Table 1 for corresponding demographics

Participant 4

No vibration High-intensity vibration
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Responder 2: spiral, handwriting and “el” images

Participant 5

No vibration High-intensity vibration

Discussion

Principal Findings

Thispilot study investigated the use of the EmmaWatch during
finemotor and handwriting tasksfor PD-induced action tremor.
We recruited a range of people with PD with varying degrees
of action tremor. The participants performed 5 different
handwriting tasks on adigitized tabl et with the use of the Emma
Watch on the dominant wrist. The Emma Watch provided
vibration at high, low, and zero intensity in a counterbalanced
order. The device was found to be safe, and there were no
adverse reactions. When interpreting our quantitative results,

https://biomedeng.jmir.org/2023/1/e40433

No vibration | High vibration
Duration (s) 14.83 18.79
Peaks 31 36
Scaled peaks | 2.09 1.92
(peaks/s)
Mean velocity | 313.28 260.91
(pixels/s)
Pauses 0 1
Pause time (s) | 0 014
No vibration | High vibration
Duration (s) 27.57 19.71
Peaks 65 40
Scaled peaks 2.36 2.03
(peaks/s)
Mean velocity | 184.13 255.86
(pixels/s)
Pauses 1 1
Pause time (s) | .01 01

it is important to consider the small sample size of 9 people
with PD. Therewas amain effect for differencesin normalized
acceleration peaks measured by APDM Opal sensors, however
apost hoc Tukey test reveal ed no pairwise differences between
vibration intensities. Visual differences were observed within
asmall subset of participants, some of whom reported perceived
improvement.

Comparison to Prior Work

Thebasal gangliaplay acritical rolein automatic and volitional
motor performance, making automatic motor tasks, such as
walking and handwriting difficult for people with PD. In
addition, the loss of dopamine from PD causes a decrease in
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activation of the circuity that runs through the sensorimotor
cortex and the basal ganglia; thus, increasing the response from
the sensory system may alter the feedback loop and improve
automatic motor responses [27]. In previous studies, the use of
somatosensory cues has been successful in compensation
strategies for improving gait impairments for people with PD
[28]. Peripheral vibration is aform of sensory stimulation that
provides proprioceptive input and may improve neuromotor
function in people with sensorimotor deficits[18]. In aprevious
study in people with PD who had resting tremor, use of full
body vibrotactile stimulation via 4 wearable devices on both
wrists and ankles was found to be safe, feasible, and to possibly
attenuate resting tremor [20]; however, people with action
tremor were not included.

The Emma Watch has been hypothesized to mitigate tremor by
mediating sensory signals in the cerebello-thalamo-cortical
circuit, which has been linked to the origination of action tremor
[29,30]. A recent study found that 80 Hz of vibration was
sufficient to demonstrate improved motor performance as well
as decreased beta oscillatory activity over the contralateral
sensorimotor cortex compared to 20 Hz in people with PD,
suggesting that higher frequency peripheral vibration increases
the excitability of the sensorimotor cortex [15]. In another study,
randomized frequency peripheral vibration from the
TheraBracelet, when used in conjunction with a therapy, was
found to be safe and feasible for upper extremity motor recovery
post stroke[31]. In addition, in a previous study in people with
PD, the Emma Watch, at 200 Hz at 60 bpm modulation, was
found to have a significant improvement on movement speed
and precision of motor performance during tracing motor control
tasks when compared to 200 Hz at 20 bpm modulation [17].
Therefore, we hypothesized that the high intensity condition
would be sufficient to improve motor function and performance
in our study. As per recent evidence suggestions, sensory based
strategies, including high-intensity vibration, may potentially
improve motor learning and motor performance on automatic
motor tasks [15,17,31]. This study is one of the first to report
high-intensity vibration during fine motor and handwriting tasks
for the primary aim of reducing action tremor in people with
PD.

Strengths and Limitations

While we found no difference in task performances with the
device on versus off in our 9 participants, avisua differencein
accuracy was observed within a small subset, who further
reported perceived improvement in handwriting or drawing
skills. It is unclear why some participants with action tremor
experienced improvementswhile othersdid not. Perhapsit may
be that individuals who have a lower perceived hand function
ability, or greater tremor severity, perform better with use of
the device.

There are multiple limitations in this study that should be
considered when interpreting the results. First, the results of

Pacheco et d

this study arelimited dueto the small sample size aswe did not
reach our planned recruitment goal due to the COVID-19
pandemic; therefore, future studies would benefit from alarger
sample size to increase the statistical power. Second, other
limitations included technical difficulties spanning app failure,
device malfunction, and data-saving issues. Unfortunately, these
technical difficulties further reduced the amount of data
available.

Third, the Emma Watch was used for a relatively short time
period, and hypothetically, it is possible that length of time
under stimulus may affect its efficacy. Alternatively, alearning
effect might devel op while using the Emma Watch as the body
adapts to both the vibration stimulus and to the repetition of
drawing the same 5 tasks multiple times. Lastly, handwriting
was performed on a tablet with a stylus, which has notable
differences to handwriting performance using pen and paper,
such as paper orientation and feedback from the pen. However,
kinematic analysis could not be performed without use of a
digitized tablet [24].

Future Directions

Future studies should consider focusing on individuals with
greater tremor severity, as 1 participant in our study who
demonstrated visual improvement had an action tremor of 2
and was at Hoehn and Yahr Stage 3. Additionally, the vibration
may need to be individually tailored to the participant to
maximize benefits. A stratified sample of tremor severity should
be used to clarify which participants may benefit from this or
similar devices. Future studies may aso consider including
individual swith action tremor who have adiagnosis of Essential
Tremor, as there may be a difference in the response generated
from the EmmaWatch. According to Chen et a [32], therewas
adifference in the velocity of spiral drawing between patients
with essentia tremor and those with PD who had similar severity
in their action tremor. We initially did include people with
essential tremor in our study, and wanted to compare the 2
populations; however, due to technical difficulties and the
COVID-19 pandemic halting human research, we did not have
sufficient data to analyze and compare to people with PD.

While we recognize that the small sample size and technical
difficulties limit the interpretation of our results, there were
visually depicted and subjectively reported improvements for
a small subset of participants that are important to recognize.
As action tremor severely affects quality of life and functional
independence for people with PD, it is increasingly important
to report on any interventions that may potentially improve
functional abilities [8]. Future studies must focus on finding
safe and efficacious ways to address this clinica need and
should exploretheefficacy of combining the EmmaWatch with
task-specific training or other intervention tools, as this may
attenuate action tremor. However, the Emma Watch efficacy
in improving fine motor or handwriting skills as a stand-alone
tool remains to be demonstrated.
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Abstract

Background: The opioid epidemic is a growing crisis worldwide. While many interventions have been put in place to try to
protect people from opioid overdoses, they typically rely on the person to take initiative in protecting themselves, requiring
forethought, preparation, and action. Respiratory depression or arrest is the mechanism by which opioid overdoses become fatal,
but it can be reversed with the timely administration of naloxone.

Objective: In thisstudy, we described the development and validation of an opioid overdose detection radar (ODR), specifically
designed for use in public restroom stalls. In-laboratory testing was conducted to validate the noncontact, privacy-preserving
device against arespiration belt and to determine the accuracy and reliability of the device.

Methods: We used an ODR system with a high-frequency pulsed coherent radar sensor and a Raspberry Pi (Raspberry Pi Ltd),
combining advanced technology with a compact and cost-effective setup to monitor respiration and detect opioid overdoses. To
determine the optimal position for the ODR within the confined space of a restroom stall, iterative testing was conducted,
considering the radar’s bounded capture area and the limitations imposed by the stall’s dimensions and layout. By adjusting the
orientation of the ODR, we were able to identify the most effective placement where the device reliably tracked respiration in a
number of expected positions. Experiments used a mock restroom stall setup that adhered to building code regulations, creating
a controlled environment while maintaining the authenticity of a public restroom stall. By simulating different body positions
commonly associated with opioid overdoses, the ODR’s ability to accurately track respiration in various scenarios was assessed.
To determine the accuracy of the ODR, testing was performed using a respiration belt as a reference. The radar measurements
were compared with those obtained from the belt in experiments where participants were seated upright and slumped over.

Results: The results demonstrated favorable agreement between the radar and belt measurements, with an overall mean error
in respiration cycle duration of 0.0072 (SD 0.54) seconds for all recorded respiration cycles (N=204). During the simulated
overdose experiments where participants were slumped over, the ODR successfully tracked respiration with a mean period
difference of 0.0091 (SD 0.62) seconds compared with the reference data.

Conclusions: The findings suggest that the ODR has the potential to detect significant deviations in respiration patterns that
may indicate an opioid overdose event. The success of the ODR in these experiments indicates the device should be further
developed and implemented to enhance safety and emergency response measures in public restrooms. However, additional
validation is required for unhealthy opioid-influenced respiratory patterns to guarantee the ODR'’s effectiveness in real-world
overdose situations.

(JMIR Biomed Eng 2023;8:€51754) doi:10.2196/51754
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Introduction

The opioid crisis is a growing problem worldwide, with
devastating consequences. In the United States alone, fatal
overdoses involving opioids claimed the lives of over 80,000
peoplein 2021 [1]. This problem has been escalating since the
1990s and has seen afourfold increase from 2010 to 2021, with
the rate showing no sign of abating [1]. The more recent surge
in opioid-related mortality is largely a result of the rising
prevalence of synthetic opioids such as fentanyl, which are
substantially more potent than natural opiates [2-4]. Fentanyl
and fentanyl analogs are found to be 50-10,000 times more
potent than morphine[2,4,5]. These synthetic opioids are added
to street drugs without the user’s knowledge to enhance the
effects of the drug [6]. As a result, individuals who consume
drugs laced with synthetic opioids are at a significantly greater
risk of overdosing, astheir usual dose may have an unexpected
and dangerously high potency [5,6].

The principal mechanism by which opioid overdoses become
fatal isrespiratory depression through suppression of theregion
of the brain responsible for respiration rhythm regulation [7],
referred to as opioid-induced respiratory depression (OIRD).
Intheearly stagesof an overdose, individualslose consciousness
and experience slowed respiration, which can lead to
dangerously low blood oxygen levels [7]. Consequently, the
individual will experience hypoxia, hypercapnia, and, if left
untreated, complete respiration cessation and suffocation [7,8].

Fortunately, there is a fast-acting opioid antagonist called
naloxone that reverses the effects of opioid toxicity. Naloxone
has a stronger affinity to bond with the same receptor sitesin
the brain than opioids, thereby blocking the effects of opioids
and restoring proper respiration functionality [9-11]. Whilethe
effect of naloxone istemporary, lasting around 30-90 minutes,
it provides sufficient time for emergency medical personnel to
be contacted, arrive, and assume treatment [9-11]. To administer
naloxone and save a survivor’s life, the early detection of an
overdose is imperative before OIRD has caused blood oxygen
levels to drop significantly. When the brain is deprived of
oxygen for 3 minutes, consciousness is lost, and lasting brain
damage is to be expected [12]. After 10 minutes of oxygen
deprivation, if the individual is still alive, they will likely bein
acomaand experience permanent brain damage[12]. Therefore,
itiscrucial that the overdose survivor be discovered as soon as
possible to administer naloxone and restore respiration and
oxygen flow to the brain.

Many initiatives have been introduced with the goal of
improving safety surrounding drug use, such asdigital overdose
monitoring services, syringe services programs, and supervised
injection facilities or safe consumption sites. Digital overdose
monitoring services include phone lines where a person can
remain on the phone with someone informed of their location
and other pertinent information while they use drugs [13]. If
the person using drugs becomes unresponsive, the volunteer on
the line can contact emergency services and provide the
overdose survivor’slocation. Syringe services programs supply
peoplewho inject drugs with sterile injection suppliesto prevent
needle reuse and inhibit the transmission of diseases such as
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HIV and hepatitis [14]. Supervised injection facilities supply
trained medical supervision while people use drugs, providing
a saofe and sterile environment equipped with overdose
prevention measures such as naloxone[14,15]. Whilethese safe
injection facilitiesimprove safety for peoplewho use drugs and
choose to take advantage of them, many people prefer to use
drugsin more private settings, such astheir homes, or in public
facilities, such as restrooms [16]. An exploratory study was
completed in New York where business managers were
interviewed, and 58% of those questioned had encountered drug
use in the restroom of their place of work, indicating the
significance of the public restroom drug use problem [17].

The prevention of opioid overdoses in public restrooms has
become an increasingly important focus of research and
development in response to the opioid crisis [17]. While some
businesses have used methodsto deter drug use, such asthe use
of bluelightsin restroomsto make veinslessvisible, restricting
restroom access, and even removing stall doors, others have
implemented strategies to enhance the safety of individualswho
use drugs [17]. For example, supplying naloxone in restrooms
and the implementation of antimotion detectors have been
proposed as potentia solutions[17]. However, while antimotion
detectors such as the Brave Sensor or the South End Clinic
Anti-Motion Sensor have shown promise in detecting potential
overdoses, their lack of specificity means they are prone to
triggering many false positives [18,19]. To address this issue,
a more precise detection method that monitors respiration,
specifically detecting OIRD, could be implemented to enhance
opioid overdose identification accuracy and alert staff. Thiswill
ultimately produce a more rapid and effective response, as
required to reverse overdoses [20].

Respiration monitoring is a customary practice in medical
settings and is done using capnography, a medical monitoring
technology that usesinfrared light to measure the carbon dioxide
concentration in expired breath [21]. The capnograph outputs
awaveform of carbon dioxide concentration over time, which
is representative of inspiration and expiration periods used to
calculate respiration rate [21]. If the patient does not require
assistance breathing, capnography can be measured with nasal
cannulas, or if they are on a ventilator, an adaptor is added to
the mouthpiece [21]. While this method has high accuracy in
respiration rate monitoring because it tracks respiration
waveforms, it requires specialized and expensive equipment
[21]. Furthermore, it needs contact with the participant and
therefore is not suitable for monitoring in a public restroom.

A simplified means of measuring respiration rate during physical
activity is through the use of arespiration belt. The nonelastic
belt is affixed around the participant’s thorax or abdomen and
uses a strain sensor to detect the corresponding expansion and
contraction of the chest wall during respiration. The sensitive
strain gauges in the respiration belts allow them to work well
to monitor all levels of respiration if they are tightly worn,
including measuring OIRD [22]. Although respiration belts do
not offer insight into breath composition as provided by
capnography, they provide valuable information regarding
respiration rate, depth, and patterns. The noninvasive nature of
respiration belts makes them a convenient and appropriate
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solution for a diverse range of applications; however, the belt
still requires contact with the participant to monitor respiration.

To identify OIRD in a public restroom setting, a device only
needs to measure respiration rate, not breath composition.
However, it must be practical, have sufficient precision and
sensitivity, and most importantly, be noncontact. Some systems
cover most of these requirements but cause concernsfor privacy,
such as computer vision technologies that can monitor
respiration from pixel intensity between frames [23]. Others
preserve privacy but are not noncontact, such as pul se oximetry
and capnography, which track respiration with afinger monitor
or nasal cannulas [23]. A novel noncontact and
privacy-preserving smartphone app has been developed for
monitoring respiration rates during opioid use and generating
alerts in the event of dangerously low respiration rates [24].
This innovative tool leverages short-wave active sonar
technology combined with frequency shifts to enhance the
sensitivity of the measurement system [24]. Thisapp allowsfor
remote supervision of opioid use in any setting, with the user
positioning their phone to face their chest and the app tracking
respiration rate by measuring the distance to the user’s chest.
The smartphone app requires usersto bein asetting where they
can position their phone properly and requires a sufficiently
charged smartphone. According to a study regarding people
who use substances' acceptability of technological solutions,
less than 50% of the people interviewed owned a cellphone
[25]. Of those who had a smartphone and accessto theinternet,
lessthan 70% would consider using it for monitoring their drug
use [25]. Most criticaly, this approach requires active
participation from the person using drugs. While this app has
the potential to enhance safety during opioid usein any location,
like safe injection facilities, it requires forethought and does
not address the needs of individuals who are not actively
engaged in taking responsibility for their own safety.

We developed a novel approach for detecting and preventing
public opioid overdose fatalities. A stand-alone radar deviceis
to be installed in a public restroom stall that can monitor the
respiration rate of individuals and subsequently trigger an alert
for bystandersto administer naloxone when overdose respiration
patterns are detected. The design and devel opment of thisdevice
involved several challenges, particularly with respect to ensuring
the privacy and anonymity of the individuals being monitored.
To overcomethese challenges, pulsed coherent radar technology
is proposed as a viable, privacy-preserving solution. This
compact, low-cost, and high-precision modality alows for the
monitoring of respiration rates by detecting changes in the
direction of chest movement. The pulsed coherent radar sensor
works by emitting a series of high-frequency pulses sweeping
through a bandwidth around a set center frequency [26]. The
pulses arereflected by body tissues back to the receiver, creating
a signal to be analyzed by the system [26]. This technique is
derived from the Doppler shift principle, which measures the
change in frequency of the received signal caused by chest
motion. This technology aso controls the phase of the
transmitted and received signals, alowing for high-accuracy
measurements and extreme sensitivity to very small movements
[26]. Because the sensor only records distances, it protects the
participant’s privacy. Another benefit of the radar sensor is that
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the radio waves only reflect off materialswith high reflectivity,
such as metal, water, and human tissue. Thisfeature allowsthe
radar to sense chest movement and monitor breathing through
clothing, even heavy winter coats, making it a viable
rescue-alerting solution for many scenarios where a person
experiences opioid toxicity in a public restroom.

This paper detail s the development and preliminary exploratory
testing of a radar-based opioid overdose detection device for
public restrooms. We provide information about the design
process, the respiration tracking ability of the sensor and
algorithm, the device's accuracy in a confined restroom stall
and its optimal position, and the device's ability to monitor
respiration during asimulated opioid overdose. The aim of this
study isto assess the feasibility of an overdose detection radar
(ODR) for use in public restrooms.

Methods

Overview

The ODR development was informed by a thorough review of
relevant literature and consultation with medical practitioners.
Through interviews with emergency medical responders and
emergency department physicians, we gained valuable insight
regarding the appropriate respiration rate thresholds at which
to trigger an opioid overdose aert. We also |earned detail s about
the expected position, respiratory condition, and sequence of
events that happen to a participant experiencing an opioid
overdose. The accuracy of the respiration rate measured by the
ODR was assessed in this study.

Design
Minimizing the size of the device was important to consider

throughout the component selection and design process, asthe
intended use of the deviceisfor small public restroom stalls.

Technology Selection

The selection of the Raspberry Pi Zero 2 W (Raspberry Pi Ltd)
and Acconeer’s A111 pulsed coherent radar breakout sensor
(SparkFun Electronics) for monitoring respiration was based
on their performance specifications and compact size. During
the exploration phase, the specifications and software
development kits for several radar sensors with operating
frequencies of both 24 GHz and 60 GHz were compared. The
Acconeer A111 60GHz pulsed coherent radar sensor was
selected for this application because of its robust software
development kit, configurability for the application, and high
measurement accuracy, with the 60GHz allowing for the
sensitivity and resolution to measure very small movements.

Form Factor and Other Considerations

The enclosure for the ODR was carefully designed to ensure it
was discreet and unobtrusive, resembling common restroom
fixturessuch asair freshenersand smoke alarms (Figure 1). The
devicewasintentionally crafted to not display any visiblelights
or lenses to avoid concern about identifying information being
recorded. While the device does collect and store some data as
required for the radar technology, it only records distance data
to monitor respiration. The datainvolved are similar to that used
by an automatic flush sensor or motion sensor for lights;
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therefore, we expect no issues with installing such technology
in public restrooms. A key consideration in the enclosure design
was its suitability for public settings, requiring it to be
tamper-resistant, durable, easy to clean, and securely mountable
to restroom stall walls. For this, we designed a compact (10 cm

Oreskovic et d

x 11 cm x 6 cm) hemicylindrical enclosure. The enclosure is
currently 3D-printed with polylactic acid, a durable and
cost-effective material. Further iterations may progress to an
injection-molded design.

Figure 1. Image of the enclosure and internal components, consisting of the Raspberry Pi Zero 2W, Acconeer’s A111 sensor, and an uninterruptible
power supply battery package. For prototyping, the enclosure includes different mounting angles for the electronics. Iterative testing found that the

45-degree angle gave more consistent and accurate measurements.

Position

According to the sensor specifications, the optimal position for
the ODR is directly facing the participant’s chest within the
programmed range. However, it was found through consultation
with professionals that the device must be designed with
consideration that the individual will likely lose consciousness
before their respiration rate drops to dangerous levels. Thus,
the device must accurately measure respiration when the person
isslumped in all different directionswithin the stall. Dueto the
bounded capture area of the radar, 65 degrees horizontal and
53 degreesvertical, it was difficult to monitor the entire volume
of thestall. Therefore, the scopewaslimited to scenarioswhere
the participant was slumped over while remaining on the toilet
seat. In-laboratory experiments were conducted using a mock
restroom stall setup following building standards for public
restroom stalls: 890-940 mm wide, 1500 mm long, and with an
860 mm door opening [27].
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The participant was seated in the restroom stall setup (Figure
2) with the ODR attached to the wall at different distances,
heights, and anglesfrom the participant’s chest. The devicewas
secured to the side wall using Velcro strips, allowing for easy
repositioning. To determine an optimal position, the targeted
respiration rate was held constant at 15 breaths per minute (bpm)
by following audible cuesto inhale and exhale. Oncethe device
accurately detected respiration while the participant was seated
upright, the participant slumped in various directions to ensure
respiration could be tracked accurately in different body
positions. The measured respiration rate was monitored to ensure
it continued to accurately measure approximately 15 bpm while
the participant slumped in various directionsto approximate an
overdose. If the device failed to track respiration while the
participant was slumped in any direction, the device position
was adjusted, and the experiment was repeated until respiration
was consistently tracked in all slumped positions.
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Figure 2. Mock restroom stall setup according to building code regulations (890-940 mm wide and 1500 mm long), with the toilet centered between

the sidewalls.

Respiration

The respiration tracking agorithm implemented for opioid
overdose monitoring is a customized version of Acconeer’s
A111 SDK breathing module. Acconeer’s Python algorithm
uses distance measurements to monitor the respiratory cycle by
tracking the relative distance of the reflecting body [28]. An
exhale is registered when the distance of the reflecting body
increases, indicating that the chest surfaceismoving away from
the sensor, while an inhae is registered when the distance
decreases, indicating that the chest is moving toward the sensor.
To avoid incorporating body movements into the respiration
tracking, the algorithm imposes constraints on the distance of
the motion used to calculate respiration, limiting it to a range
between 0.75 mm and 20 mm. Each breath cycle is defined by
linhaleand 1 exhale, which are identified based on the change
in distance. The duration of abreath cycleis subsequently used
to compute the current respiration rate. The algorithm accounts
for variations in respiratory patterns that may lead to brief
inaccuraciesin the cal culated respiration rate. To customizethe
device for the opioid overdose detection application, we added
respiration rate thresholds and respiration cessation triggers for
detecting breathing patterns consistent with opioid overdoses.

Respiration validation was completed for 2 positions. The first
validation testing protocol for the device included a healthy
participant outfitted with the Go Direct respiration belt (Vernier)
and seated upright inachair directly in front of the radar device
at adistance of 1.5 m. The participant wasinstructed to breathe
at a comfortable pace for approximately 5 seconds until both
measurement devices began recording, and then to hold their
breath for 3 seconds. This breath-hold event was included to
allow the data sourcesto be synced in analysis and remove any
delays caused by setup or calibration time after the algorithm
was started.

The second respiration validation protocol was modified to
include the radar in its final position. This was completed to
ensurethat respiration measurementswere accurate for multiple
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participants. Participants were outfitted with the Go Direct
respiration belt for validation purposes and followed the same
protocol as previously described. Each participant recorded 2
tests with the device fixed in the mock stall in its mounting
position and the participant seated upright on the mock toilet.
Breathing motion captured from the radar was compared with
the peaks recorded from the respiration belt, and the error
between respiration periods was computed.

OIRD is a life-threatening condition characterized by a
significant decrease in breathing rate caused by opioids. To
establish a reliable threshold for triggering an overdose alert,
consultation was sought from medical professionals. According
to medical experts and literature, a sustained respiration rate of
lessthan 8 bpm is considered dangerous and requiresimmediate
intervention [29]. Accordingly, the overdose detection a gorithm
has been designed to trigger an alert when the respiration rate
falls below this threshold for 15 seconds or 2 full breaths. The
inclusion of 2 breaths enables the algorithm to discern a
momentary low respiration rate reading caused by intentional
motion from an actual overdose event, including a sustained
lowered rate. Additionaly, the algorithm is programmed to
trigger an aert if no respiration motion is detected for 10
seconds, providing an added layer of protection if respiration
drops too quickly to track.

The duration of the respiration period is crucial in computing
therespiration rate. Therefore, we elected to assessthe error by
analyzing the mean difference between the respiration periods
calculated from the respiration belt and the overdose radar. The
direction of the error was included because it is important to
know whether the respiration rate over several breath cycles
will remain accurate, regardless of an error in asingle respiration
cycle duration.

Overdose Simulation

Validation testing was performed on the ODR’s abhility to
monitor respiration rate in the mock stall while the participants
simulated an overdose by slumping in al directions. The
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protocol for thisvalidation test includes outfitting the participant
with the respiration belt, sitting upright in the mock stall, and
breathing at a comfortable pace for 30 seconds. The participant
is then signaled to simulate falling unconscious by slumping
forward, then backward, left, and right, holding each position
for 30 seconds and breathing at acomfortable pace. The ODR’s
respiration tracking algorithm and the respiration belt recorded
data throughout all positions and movements, and the data was
analyzed to determine the agreement between the algorithm and
belt respiration periodsin each position.

Ethical Consider ations

Because of the challenges of running a study in a public
restroom, including privacy and health concerns, to confirm the
performance of the ODR, preliminary testing was conducted
in-laboratory on 3 of the authors (JO, JK, and YF), who are all
healthy and consented to perform validation tests and
approximate an overdose scenario in amock restroom stall. All
the data recorded in the preliminary testing contained no
identifying information and only recorded respiration patterns.
To ensure the safety of the human participants, the ODR was
designed using approved, commercially available devices, and
any testing was done to help inform the development of the
device. Therefore, as per Article 6.11 of the Tri-Council Policy
Statement on Ethical Conduct for Research Involving Humans,
wedid not require approval from the Research Ethics Board for
thisexploratory testing [30]. Additionally, thetesting procedures
did not require the participants to perform any potentialy
dangerous respiration patterns to replicate an opioid overdose.
Participants were able to breathe at a self-selected, comfortable
pace throughout all experiments, and while the radar is
unaffected by what type of clothing is worn, participants wore
light to medium-weight long-sleeved clothing for the described
tests.
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Results

Overview

The experimental procedures outlined in this study involved
the use of 2 distinct data sources: the respiration belt, which
measures force in Newtons, and the radar, which measures
distancein millimeters. Although the sources provide differing
data signals, both can provide valuable information on breath
timing and can be used to calculate the duration of each
respiration cycleor period. We retained the sign of the difference
instead of studying the absolute difference since a dlight
deviation in the peak could yield 1 positive and 1 negative
difference while still resulting in the same respiration rate. The
respiration period is important in the context of the overdose
detection algorithm, where the respiration rate is a critical
feature.

Position

The initial placement of the radar device was at chest height,
tilted at an angle of 45 degrees away from the wall, directed
toward the chest. The sensor-chest distance was situated within
therange of 0.75-1.5 m. However, when the parti cipant slumped
forward, the radar was aimed directly at the top of the head,
which did not display any motion related to respiration. To
address this limitation, we iteratively adjusted the radar height
and tilt angleto target the chest directly. Eventually, the optimal
position was determined to be 85 cm horizontally from the front
of the chest (center of seat) while seated upright, 85 cm above
the top of the toilet seat, angled 30 degrees down from
horizontal, and at a 45-degree angle setting within the device
pointing out from the wall toward the toilet (Figure 3). The
30-degree downward angle facilitated a direct path toward 35
cm above the toilet seat, specifically targeting the chest and
abdomen at a distance of approximately 1 m. This elevated
position allows the chest to be monitored when the participant
is upright or slumped backward and the back to be monitored
if the participant collapses forward.
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Figure 3. Radar positioning. The optimal position for the radar device in the mock restroom stall was found to be 85 cm in front of the center of the
seat, 85 cm above the top of the seat, and angled 30 degrees down toward the toilet. Additionally, inside the casing, the sensor was angled at 45 degrees

out from the wall to target the participant’s chest while seated on the toilet. Through testing, this position was capable of consistently monitoring

respiration with the participant in many different slumped positions.

30°

85 cm

Respiration

Intheinitial benchtop validation experiment, a participant was
seated upright in a comfortable position while their respiration
was recorded simultaneously by the respiration belt and radar.
A total of 67 respiration periods were analyzed over 6
experiments (2 per participant). Thesetestsreveaed afavorable
agreement in peak distance between theradar and the respiration
belt, with a mean error in cycle duration of 0.0045 (SD 0.42)
seconds (Figure 4; representative test displayed in Figure 5).

85 cm

A secondary set of validation tests was conducted to evaluate
thetracking accuracy of the radar sensor’s position in detecting
respiration. Participants were seated upright in the mock stall,
with theradar deviceplaced initsoptimal position. Participants
wereinstructed to breathe at acomfortable pace, and their breath
periodswere measured and compared using both the respiration
belt and radar methods. A total of 85 respiration cycles were
analyzed for the position validation testing, and good agreement
was observed across all tests (Figure 4). The mean breath period
error was found to be 0.012 (SD 0.42) seconds, and a
representative test is presented in Figure 6.

Figure 4. Errorsin measurement between the radar and the respiration belt for the duration of each respiration cycle monitored were split into each of
the test protocols. The mean error for all testsis minimal, with similar SDs between tests. The SD is larger as it demonstrates that the error in cycle
duration can be positive or negative, but overall, it balances out to a very small mean error, having asmall effect on the respiration rate over time.
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Figure 5. Representative respiration experiment: breathing motion captured by overdose radar (blue) and respiration belt (red) in the first plot. The
participant was breathing comfortably while seated upright, directly 1.5 m in front of the radar sensor. The second plot shows the respiration cycle
period in seconds calculated from peak-to-peak distance for both radar-measured (blue) and belt-measured (red) breathing movements. The error is

shown in black, and the mean error is 0.018 (SD 0.18) seconds.
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Figure 6. Representative position experiment: the top plot shows breathing motion captured by overdose radar (blue) and respiration belt (red). The
participant was seated upright in the mock restroom stall with the sensor mounted at 85 cm forward, 85 cm above, and angled 30 degrees down toward
thetoilet seat. The second plot shows the respiration cycle period in seconds cal culated from peak-to-peak distance for both radar-measured (blue) and
belt-measured (red) breathing movements. The error is shown in black, and the mean error for the test is—0.018 (SD 0.38) seconds.
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Overdose Simulation

In the final evaluation, the radar position was evaluated under
simulated overdose scenarios by instructing participants to
slump over in various directions while wearing the respiration
belt for validation. The radar device was capable of tracking
respiration even as participants transitioned into different
slumped positions, causing much shallower respiration with
minimal calibration delay, as demonstrated in Figure 7. Across
all overdose simulation tests, which encompassed atotal of 204

Oreskovic et d

respiration cycles, the respiration was effectively tracked, with
amean period difference of 0.0091 (SD 0.62) seconds (Figure
4). 1t is worth noting that the dlightly larger error can be
attributed to the inherent noise present in the radar signal during
positional changes, which was anticipated.

Overall, after analyzing the error for all respiration cycles,
including al 3 protocols, the error was 0.0072 (SD 0.54)
seconds.

Figure 7. Representative overdose simulation experiment: the top plot shows breathing motion captured by overdose radar (blue) and respiration belt
(red). The participant was seated upright in the mock restroom stall for 30 seconds before slumping forward, backward, |eft, and right, holding each
position, and breathing comfortably for 30 seconds. The bottom plot showsthe respiration cycle period in seconds cal cul ated from peak-to-peak distance
for both radar-measured (blue) and belt-measured (red) breathing movements. The error is shown in black, and the mean error for thetest is 0.017 (SD
0.64) seconds. This signifies that while the cycle errors can vary positively and negatively, they balance out to a small mean error of 0.017 seconds,
showing that the cycle error has aminimal effect on calculated respiration rate over time.
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Discussion down by 30 degrees. While concerns were initially raised
regarding the placement of the device in locations that may not
Overview be feasible for al public restrooms, regulations for larger

With further devel opment and tuning, the ODR hasthe potential
to detect opioid overdoses in public restrooms with accurate
respiration tracking, finding a mean error of 0.0091 (SD 0.62)
seconds when monitoring respiration cycle duration in overdose
simulation experiments. This study has demonstrated that
respiration can be accurately monitored within arestroom stall
using a pulsed coherent radar sensor and a Raspberry Pi. The
identification of OIRD could be used to alert staff or bystanders
to the emergency and mobilize a rescue response.

Principal Findings

Following an iterative process to ensure monitoring of all
slumped positions, the final device mounting position for the
ODR was determined to be on the side wall of the stall. The
device was mounted 85 cm above the toilet seat and 85 cmin
front of the surface of the chest or center of the seat, angled
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RenderX

handicap stalls to have support bars next to the toilet on the
adjacent wall alleviated these concerns as it meant that toilets
would always be a standard distance from the wall [27].

The benchtop validation experiments demonstrated the
capability of theradar to monitor respiration with accuracy and
consistency in controlled settings. The signal processing
involved in the A111 breathing algorithm might cause slight
variations in the duration of the respiration cycle, as filtering
the signal could lead to flattening of the peak, which may cause
offset peak locations. Nevertheless, given that the respiration
rateisacrucial feature for detecting overdoses, the slight shift
in peak location would not significantly impact the calculated
respiration rate as it would be counterbalanced by a negative
shift in the adjacent period rather than accumul ate drift.
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The peak-to-peak distances are important, but the waveform
morphology and peak magnitudes were disregarded because
each method measures distinct physiological data; the radar
measures the distance to the chest in millimeters, while the
respiration belt gauges the external force exerted by the chest
wall in Newtons. Therefore, in this preliminary testing, the peak
distances measured by the radar were compared with the peak
distances recorded by the respiration belt.

Exploratory validation testing was conducted to compare ODR
motion-derived respiration periods with those collected using
arespiration belt. Good agreement between the 2 methods was
observed for both benchtop testing with the participant seated
upright directly in front of the sensor as well as in a mock
restroom setup with the ODR mounted to the wall. Minimal
deviations in respiratory cycle duration were observed. The
variance in error is due to single peaks being shifted, resulting
in positive and negative errors in adjacent respiration cycles.
Whilethiserror isimportant to identify, it does not significantly
impact the overdose detection algorithm’sanalysis of respiration
rate, as the errors are not sustained for a window long enough
to affect the algorithm’s functioning (15 seconds).

The principal source of error in the overdose simulation
experiments, as seen in Figure 7, was related to participant
movements changing to adifferent lumped position. It isworth
noting that the device uses relative movement tracking to
monitor respiration, requiring recalibration to ensure accurate
tracking across different positions. The study participants
encountered difficulty assuming a stable slumped position
immediately after moving and often resorted to readjusting for
1-2 seconds before settling into a stable position that could be
maintained for the 30-second test period. Thisposesachallenge
in differentiating whether the radar’s recovery time after each
position change is delayed due to its calibration process or
because the participant is still in motion. While the device's
loss of respiration tracking during large movements was
expected, it was able to rapidly restore accurate tracking.

Limitations and Future Work

This preliminary testing included limitations that will be
considered in the design of afuture pilot study conducted on a
larger and more diverse sample size. First, the overdose
simulation experiments were not representative of afatal opioid
overdose. Second, while the device does have a battery backup,
it currently relies on being connected to a power supply. Third,
the device'sfield of view, while tuned well for arestroom stall,
would not accommodate a larger-than-standard space. Finally,
we have not yet consulted with people involved in harm
reduction or people who use drugs regarding the details of the
implementation and aert system. We have considered how these
limitations will be addressed moving forward.

The overdose simulation tests did not replicate an actual opioid
overdose scenario because healthy participants found it
strenuousto repeat the respiration patterns observed during fatal
overdoses. Instead, the participants were instructed to breathe
at a comfortable pace during the experiments. This was
beneficial as they were able to breathe shallowly rather than
gasping for large breaths to maintain a ow respiration rate.
The shallow breathing was beneficial to include in the study
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because it confirmed that the radar had a high sensitivity to
respiration movement, accurately measuring even very weak
respiration activity. Because the preliminary testing conducted
used healthy participants breathing normally when the device's
primary objective is to capture irregular and unheathy
respiration patterns, a future study is planned to validate the
device on unhealthy patients. In the pilot study, unhealthy
respiratory patternswill be monitored by the ODR and compared
against the gold standard respiratory tracking output.

The next consideration to be addressed is the power supply of
the device. For these experiments, the ODR was connected to
apower supply using aUSB cord and included a battery backup.
To facilitate the device's implementation and use, it will be
modified to be battery-powered. The high-sensitivity
measurements and on-board processing required to calculate
respiration rates consume a considerable amount of battery
power; therefore, we plan to integrate a less power-intensive
presence detection component into the algorithm that triggers
respiration monitoring upon detecting human entry into the
restroom stall. Once an opioid overdose is detected during
respiration monitoring, the device will temporarily switch back
to presence detection to verify human presence before alerting.
This feature optimizes battery life and reduces false positives
that could occur when the device continues to track respiration
after a person has left the stall.

Because this device was designed to monitor a standard public
restroom stall, the position and field of view were selected
accordingly. A limitation of this device’s position in a larger
stall isthat individuals may collapse into an open space, fall to
the floor, and potentially be out of the detection range.
Unfortunately, this scenario cannot currently be accommodated
in the device design as the detection rangeis limited and needs
to be centered around where the participant’s chest is when
seated upright to capture al other positions. Importantly, the
device can measurerespirationin all body positions of someone
using the toilet, meaning that the device is able to monitor
healthy and unhealthy people regardless of their position.

While this study is limited to the development and evaluation
of the ODR device, forethought has been considered about its
application. We aim to gather insight from businesses and people
who use drugs on how to implement this device in away where
we can maximize its life-saving potential. While it would be
beneficial to notify patrons of the device's presence and
functionality, it can be understood that business owners may
not appreci ate advertising their facilities as asafe spacefor drug
use. Conversely, people who use drugs could be deterred by
such a device if they are concerned it may result in police
presence with the stigma surrounding drug use. Regardless of
the mentioned concerns, both groups of people can recognize
the device as a life-saving measure that can make a significant
impact on the safety of the community.

The technology design is currently limited to implementation
in apublic restroom stall to detect opioid overdoses. However,
other applications could be possible with dlight design
modifications to change specifications such as the detection
area, device position, or battery size. These modifications could
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allow the continual monitoring of other sites such as addiction
treatment facility rooms, hospital rooms, and holding cells.

Conclusion

This study describes the design, development, and exploratory
research of a device with promising potential to monitor
respiration rate in a restroom stall setting and detect opioid
overdose events. The ODR successfully monitors respiration
in arestroom stall setup when the participants are in a variety
of dumped positions consistent with overdoses. The
development of this opioid ODR considers the physiological
aspects of opioid overdoses as recommended by medical
professionals, and the device is tailored to accurately monitor
respiration, the main indicator of opioid overdose.

Oreskovic et d

Theend goal of this device concept isto add an additional layer
of safety to public restrooms, enabling thetimely administration
of naloxone and the mobilization of rescue teams in response
to overdose emergencies. Future pilot and research studies will
help design the device to detect overdoses in public restroom
stalls. Given the rapidly escalating opioid epidemic, it is
essential to seek and devel op innovative solutions that can help
protect the public and facilitate prompt and effective responses
to overdose events. The results of this study represent a crucial
step forward in this regard, and further investigations are
warranted to validate the device's performance under a variety
of conditions and settings, including being eval uated on people
who use drugs to ensure we can accurately track the afflicted
respiration patterns.
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Abstract

Background: Accurate and portable respiratory parameter measurements are critical for properly managing chronic obstructive
pulmonary diseases (COPDSs) such as asthmaor sleep apnea, aswell as controlling ventilation for patientsin intensive care units,
during surgical procedures, or when using a positive airway pressure device for sleep apnea.

Objective: The purpose of this research isto develop a new nonprescription portable measurement device that utilizes relative
humidity sensors (RHS) to accurately measure key respiratory parameters at a cost that is approximately 10 times less than the
industry standard.

Methods: We present the development, implementation, and assessment of a wearable respiratory measurement device using
the commercial Bosch BME280 RHS. In theinitial stage, the RHS was connected to the pneumotach (PNT) gold standard device
viaitsexterna connector to gather breathing metrics. Data collection was facilitated using the Arduino platform with a Bluetooth
Low Energy connection, and all measurements were taken in real time without any additional data processing. The device's
efficacy wastested with 7 participants (5 men and 2 women), all in good health. In the subsequent phase, we specifically focused
on comparing breathing cycle and respiratory rate measurements and determining the tidal volume by calculating the region
between inhalation and exhalation peaks. Each participant's data were recorded over a span of 15 minutes. After the experiment,
detailed statistical analysis was conducted using ANOVA and Bland-Altman to examine the accuracy and efficiency of our
wearabl e device compared with the traditional methods.

Results: The perfused air measured with the respiratory monitor enables clinicians to evaluate the absolute value of the tidal
volume during ventilation of apatient. In contrast, directly connecting our RHS device to the surgical mask facilitates continuous
lung volume monitoring. The results of the 1-way ANOVA showed high P values of .68 for respiratory volume and .89 for
respiratory rate, which indicate that the group averages with the PNT standard are equivalent to those with our RHS platform,
within the error margins of atypical instrument. Furthermore, anaysis utilizing the Bland-Altman statistical method revealed a
small bias of 0.03 with limits of agreement (LoAs) of —0.25 and 0.33. The RR bias was 0.018, and the LoAs were —1.89 and
1.89.

Conclusions: Based onthe encouraging results, we concludethat our proposed design can be aviable, |ow-cost wearable medical
device for pulmonary parametric measurement to prevent and predict the progression of pulmonary diseases. We believe that
this will encourage the research community to investigate the application of RHS for monitoring the pulmonary health of
individuals.

(JMIR Biomed Eng 2023;8:e47146) doi:10.2196/47146

KEYWORDS

relative humidity sensor; design; develop; development; tidal volume; pulmonary volume; COPD; pulmonary; respiratory; sensor;
sensors; wearables; humidity; medical device; development; breathing; wearable; ventilation; air
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Introduction

Theory

In 2020, respiratory disorders impacted approximately 550
million individualsglobally and caused 4 million annual desths.
The COVID-19 pandemic led to an increase in health care
expenditure, particularly in thefield of respiratory diseases[1].
The pandemic expedited the development of respiratory
diseases, and despite persistent respiratory and neurological
problems, many patients have been discharged [2,3].
Simultaneously, obstructive sleep apnea (OSA) [4] affects a
significant proportion of adults and is related to increased
morbidity and mortality worldwide.

These significant global health care issues warrant the pursuit
of solutions to prevent and optimize health care pathways [5].
Lung volume measurement is especially important for patients
with respiratory diseases[6,7], with OSA and under ventilation
[8], or in intensive care units (ICUs) [9]. Spirometers can
evaluate breathing in patientswith asthmaor chronic obstructive
pulmonary disease (COPD) [10]. Patients with OSA using an
automatic positive airway pressure (A-PAP) or continuous
positive airway pressure (C-PAP) device must be awake to
execute deep breathing (inhale and exhale) to be tested with a
spirometer [11]. Wearable devices that assess respiratory rate
(RR) using validated methods have been developed recently
[12-15], but they do not measure lung volume [16]. Thus, a
wearable device that gives comprehensive lung volume data to
improve quality of life, monitor remotely, and avoid respiratory
disease progression would be highly desirable [17,18].

In this work, we present a simple and inexpensive sensor
platform that can be used to quantify pulmonary inspiration,
expiration, and lung volumes. Our device uses a relative
humidity sensor (RHS) to detect breathing and calculate tidal
volumes (TVs), expiratory reserve volumes (ERVS), and
inspiratory reserve volumes (IRVs) [19]. To the best of our
knowledge, the innovative aspects of this study are the direct
measurement of respiratory cycles and the exact derivation of
TD, ERV, IRV, and vita capacity (VC) datafrom the calculation
of the breathing surface [16,20].

Prior Work

There are numeroustechniquesfor assessing respiratory function
and detecting lung disorders such as COPD and asthma [1].
Pulmonary function tests need accurate breathing volume and
flow measurements using abasic spirometer [21], requiring the
patient to inhal e deeply and then expel asforcefully as possible
viathe mouthpiece over aperiod of time. Thisisan inexpensive,
noninvasive test that can be administered in a medical facility
or at home. However, the requirements of this test can still be
hard for some patients who cannot fully empty their lungsduring
the procedure. This limits the usefulness of this well-known
diagnostic tool [22]. Additionally, laboratory blood tests can
be used to evaluate respiratory health. However, because this
is an intrusive procedure, it cannot be used to indefinitely
monitor patients outside of hospitals.

The number of rib cage movements per minute isanother crucial
indicator that indicates respiratory and heart health, via RR

https://biomedeng.jmir.org/2023/1/e47146
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[23,24]. RR monitoring can be accomplished using | CU-specific
equipment [25]. Mathematical correlations of
photopl ethysmography (PPG) and electrocardiography (ECG)
data yield accurate RR values [26-28]. Numerical methods
estimate the RR from PPG and ECG using the following 3
physiol ogical modulations of breathing: amplitude modul ation,
frequency modulation, and baseline wander [29,30]. The noise
in the PPG and ECG signals affects the accuracy of these RR
measures [31], and considerable signal processing is needed to
extract meaningful information from the noise and improve the
measurements [32,33].

Measuring RR alone cannot assess lung capacity, a critical
indication of COPD status and development [34]. Respiratory
depression can be detected by lung volume measurements such
as TV, ERV, IRV, and VC. Pulmonary function tests measure
lung volume, capacity, flow rates, and gas exchange. Spirometry
haslow accuracy and significant latency and cannot be utilized
during sleep [35]. Plethysmography, which measures
intrathoracic gas during airflow obstruction, is used to calculate
lung volume [36]. Modern wearable devices like CO, gas
sensors analyze CO, or O, fluctuations during inspiration and
expiration to estimate lung capacities [37]. Computed
tomography radiography, whichisinvasive and time-consuming,
is another option [38,39].

A much easier method measures the RR directly from the
moisture content of the breath [20,40,41]. Patientsaretypically
attached to various monitoring devices in ICUs and during
surgery to continually monitor their pulse, blood pressure,
breathing rate, and oxygen saturation. Typically, humidity
sensors areincluded in the tube adaptor entry of respirator face
masks (Figure 1) [42].

Continuoudly measuring the humidity of theexhaled air provides
an accurate measurement of the patient's RR. In addition, it was
recently shown that TV might potentially be effectively
estimated from surface measurement during the normal
breathing cycle [43]. Exhaled air has a relative humidity (RH)
of 100% and is saturated with water [44]. Thisexhaled humidity
is afunction of pulmonary capacity and is proportional to RR
and lung volume [20,45]. Most crucially, atmospheric pressure,
external temperature, and sex-dependent fluctuations alter the
signal amplitude's maximum RH content [46].

A huge network of internet-connected objects, including
Bluetooth Low Energy devices, sensors, and global positioning
systems, is the goa of emerging Internet of Things (IoT)
paradigms[40,41]. Medical 10T devicesthat use cloud compute
power could improve chronic respiratory illness detection and
therapy. In medical 10T devices, embedded electronics like
accelerometers[17,42-44] and temperature sensors [45,46] are
used in new ways. Using achest-mounted belt, an accelerometer
may record rib cage movement to determine breathing rate. The
inhalation-exhalation temperature differential can aso be
monitored [47]. We can estimate the key pulmonary indicators
from studying the relationship among temperature, pressure,
and humidity of aperson [48]. Theonly |oT-compatible methods
for measuring lung capacity are somewhat sophisticated
spirometry  [49], capnometry [50], and impedance
pneumography devices [51,52]. In this new paradigm, data
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collection occurs simultaneously in real time and over an
extended period of time, enabling a move from a reactive
treatment strategy to an early warning and detection mode that

Vaussenat et al

maximizes results while minimizing the related human and
financial costs [53].

Figure1l. Commercia face maskstypically used (A) in intensive care units with the (B) ventilation connector including respiratory rate, humidity, and
pressure measurement sensors and (C) at home by patients with obstructive sleep apnea. All products are manufactured by ResMed Ltd.

Hypothesis

The key hypothesis of our work was that the changes in RH
during breathing provide an indication of pulmonary disorders
in a patient. Moreover, we also believed that the changein RH
during deep inhale-exhale cycles of breathing can be used to
measure pulmonary volume, especially TV, ERV, and IRV.
The combination of measurements providesthetotal pulmonary
VC. To prove our hypothesis, we designed alow-cost wearable
device that uses a single RHS to provide accurate and
sophisticated lung volume (TV, ERV, IRV, and VC) and RR
measurements. To validate our strategy, we incorporated the
electronic prototype into an OSA face mask with our own flow
adapter (Figure 2), which is designed to prevent moisture
retention and keep the sensor close to the mouth and nose.

The gap between the mask and humidity sensor was defined to
avoid saturation of the humidity sensor. In fact, we tested
different tube sizes to support the sensor, so as to avoid
phenomena saturation during deep exhalations. We based our
adapter on the venturi effect [54]. Various flow measurements
were carried out to create this adapter, from which the sensor
is attached and onto which the mask is fitted. This method is
also used to easily change the mask from one person to another.

We used statistical analysis methods including Bland Altman,
1-way ANOVA, and box plots to validate our results. The
preliminary results of the experimentswith multiple participants
showed that our hypothesis was correct, and the same was
corroborated by the statistical tests. With more participantsand
sophisticated models, we will be able to classify pulmonary
disorders based on changesin RH.

Figure 2. Humidity sensor adapter connected to the obstructive sleep apnea face mask to reduce the amount of trapped moisture: (A) outside view of
the airflow adapter with the reduction and humidity sensor, (B) inside view of the airflow adapter with the reduction and humidity sensor, and (C)
airflow adapter with the reduction and humidity sensor and the heater connected.
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Methods

Experimental Setup

We used the humidity sensor to estimate lung volumes, a key
respiratory function, by monitoring inspiratory and expiratory
humidity [47]. Figure 3 showsthe el ectronic prototypeinserted
into an OSA face mask to keep the sensor close to the mouth
and nose. The BME280 humidity sensor was protected from
face mask moisture by a 3D-printed airflow adapter. Bluetooth
data transmission and SD card data recording were enabled by
an Arduino Nano Bluetooth Low Energy interfaced to the
sensor. Figure 3A provides a schematic overview, and Figure
3B depicts our prototype. We developed the device using a
proven health care 10T architecture strategy that combines data
acquisition, low energy, and embedded systems [55]. Figure
3A shows the medical-compatible BME280 sensor measuring
RH, ambient temperature, and barometric pressure [56,57].
Additionaly, it has quick start-up and recovery times, with a
63% recovery occurring in roughly 1 second [58]. BME280 is
a widely used, commercial humidity sensor that retains a
long-term stability of +0.5% RH per year and a low
signal-to-noise ratio of 0.02% RH, as provided in the sensor's
data sheet [58]. The range of the RH measurement at an overall
level is89 (SD 7.8).

The sensor's embedded data preprocessing is enabled by an
NRF52832 microcontroller unit used in other medical devices
[59]. The microcontroller unit stores data on the SD card for
later retrieval when a Bluetooth connection is unavailable. The
smartphone's wireless connection and real-time data recording
app were developed in Android Studio. The |IEEE 754 standard

Vaussenat et al

requires converting the data transmitted via Bluetooth from
HEX to float [60]. Data cleaning, processing, and automated
parameter cal culation were done via Python scripting.

We worked on the raw data to highlight all possible anomalies
and artifacts. As the humidity sensor is placed on the front of
the mask, separated by a support to prevent saturation of the
sensor during deep exhalation, no movement artifacts were
detected. The only artefacts measured were those associated
with breathing, which can sometimes present saccades that
highlight the absence of ventilatory recovery.

A standard commercial breathing monitoring device
(pneumotach [PNT]; Hans Rudol ph) was used to independently
calculate the lungs volume and RR for comparison with our
sensing platform'sresults. Figure 4A showsthe PNT controller
and heater [61]. Figure 4B shows the Hans Rudolph PA-1 PNT
Amplifier [62]. Standard PNT devices monitor respiratory
parameters at 1 kHz [62,63].

For best results, our sensor should be placed behind the PNT
heater using an adapter to lower face mask humidity. This
adaptor in the face mask allowed precise humidity measurement
during respiration, enhancing sensor sensitivity and limiting
saturation. Thisdesign integrates our humidity measuring device
into the surgical face mask and connectsviathe PNT, as shown
in Figures 4 and 5. All participants were instructed to breathe
deeply every 30 seconds to determine TV, IRV, and ERV, then
they were instructed to breathe normally for the rest of the
15-minute test. The VC is the sum of the IRV and ERV
parameters. The RH sensor sampled dataat 5 kHz, and the PNT
sampled data at 1 kHz during the tests.

Figure 3. (A) Schematics of the proposed health care Internet of Things architecture and (B) our prototype. BLE: Bluetooth Low Energy; OSA:

obstructive sleep apnea.
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Figure4. Commercia pneumotach (PNT) used for reference baseline measurements: (A) PNT controller and heater and (B) PA-1 PNT amplifier. The

photos were taken from Hans Rudolph website [61].

Figure 5. Testing procedures, including the (A) global measurement setup and (B) face mask connected to the heater and relative humidity sensor

adapter.

Recruitment

All study participants, comprising 5 men and 2 women, were
healthy and had no preexisting respiratory conditions. Their
mean height was 171 (SD 10) cm, and their mean weight was

75 (SD 20) kg. The mean BMI was 25 (SD 4) kg/m?. Themean
age of this population was 38 (SD 8) years. All participants
were tested under identical conditions under medical
supervision.

The experiment was conducted according to a specific protocol
that ensured “identical” conditionsfor all participantsinvolved.
First, implementation of the mask was dealt with in 2 parts.
Each participant was given a dedicated, single-use mask. The
sensor part of the mask, affixed to the mount, was reusable and
did not need to be cleaned. To monitor its operation, a data
acquisition system was used to confirm that the sensor
maintained the same humidity saturation as the room
environment.

All measurements were taken at the same RH, in the same
location, and under the same automated climatization conditions.
These conditions included temperature, humidity, and
atmospheric pressure. To ensure this uniformity, all
measurements were conducted on the same day.

Regarding the selection of participants, they were chosen based
on specific criteria to ensure their homogeneity. Participants
had no respiratory history and were in good physical condition.
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They all used the same seated position and the same chair and
were exposed to the same environmental conditions as other
participants.

In terms of equipment setup, the equipment was placed
uniformly for all participants. A preliminary step in the protocol
confirmed that the baseline conditions (temperature and
humidity in the room) were the samefor all participants before
starting the experiment. A new mask was used for each
measurement to eliminate any risk of cross-contamination or
interference.

Physical parameters such as height, weight, and blood pressure
were measured before data collection, and all participants were
allowed 5 minutes of relaxation before starting.

Ethics Approval

The experiments presented in this paper were approved by the
research ethics committee at Ecole de Technologie Supérieure
(approval number: H20230603).

Statistical Analysis

We compared the means and IQRs from the commercial PNT
and our prototype using abox plot. We also compared the deep
breathing area (DBA) and RR series using a 1-way ANOVA
[64]. The hypothesis was tested with an optimal P value of .05
in the ANOVA analysis. DBA and RR Bland-Altman charts
were plotted against the PNT for all participants.
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M ethodology

A cleaning protocol was used for the mask before each
measurement to remove contamination risks. The following
method derives respiratory parameters from sensor-measured
RH and PNT: According to the experimenta section, the RH
was measured throughout the 15-minute test. Counting maxima
over a time segment gives the RR. We calculated TV by
calculating the area under the curve between 2 consecutive
minima using normal breathing data. All lung volumetric
parameters were calculated using the rectangle method, which
is presented in mathematical form in equation 1 [65].

]

where i indicates the sample number, x indicates the time
duration of measurement in seconds, f indicates the function to
compute the RH value at time x, and m indicates the total
number of samples.

Deep inhalation and exhalation areas determine IRV and ERV
parameters, and the VC is the sum of both. The beginning and
end of each deep inspiration and expiration cyclewereindicated
by asign changein the signal's second derivative [5]. Counting

Vaussenat et al

minima in beats per minute over a chosen time can aso
determine the RR, as shown in equation 2.

@

where x indicates the time duration of thr measurement in
seconds.

Indeed, RR and TV have been used to validate respiratory
parameters. As shown in Figure 6, lung volumes and RR were
caculated by measuring deep inhalation and exhalation
breathing and the respiratory cycle over 1 minute. The room
temperature remained at 21.5 °C. External humidity control in
the test room was turned off because the mask uses a heater to
control humidity.

Our prototype'sreset button synchronized data collection timers
with the PNT. A computer saved the PNT's benchmark
respiratory parameters. Volume capacity is indicated by the
areas of the orange rectangle in Figure 6A, which represents
the closed DBA signal that beginswith inhalation and endswith
deep exhalation. RH and PNT had the best correlation (R=0.84)
when calculating the area using the rectangle method. The
triangle method had alower correlation coefficient (R=0.40).

Figure6. Respiratory parameters calculationsfrom the (A) commercia pneumotach (PNT) recordingsand (B) relative humidity sensor—based prototype.
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Results

Bland-Altman Analysis

Population-based Bland-Altman analysis was used for the
participant data [66]. We used the mean difference and limits
of agreement (LoAs) to quantify the humidity sensor-PNT
correlation. Bland-Altman graph analysis is a simple way to
assess the bias between the average differences and estimate an
interval of agreement in which 95% of the sensor data
differences fall relative to the PNT data. Both data sets were
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analyzed using unit difference and percent difference charts.
Figure 7 shows the Bland-Altman anaysis for the
DBA-normalized plots to help estimate the within-subject and
between-subject variability. Bias and variability terms were
fixed to zero when they did not increase the objective function
by more than 2 points, and bias and variance variability were
assumed to be normal and log-normally distributed [66]. The
DBA's overall analysis yielded a bias of 0.03 with LoAs of
—0.25 and 0.33. The RR bias was 0.018, and the LoAs were
—1.89 and 1.89.
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Figure 7. The Bland-Altman plot and cal cul ations comparing the values from the relative humidity sensor with those from the pneumotach for the (A)
deep breathing area and (B) respiratory rate. The blue line indicates the bias, and the dotted lines indicate the limits of agreement.
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Statistical Analysis

We compared the PNT's experimental DBA and RR data with
our RHS-based IoT prototype. Figure 8 shows box plots
comparing the medians and 1QRs from the commercial PNT
with those from our prototype. The average DBA values from
the PNT and our sensor were 0.56 (SD 0.29) and 0.59 (SD 0.28),
respectively, showing similar values. The average RR with PNT
was 17.61 (SD 1.73), and the average RR with our prototype
was 17.58 (SD 1.71). This shows that our 10T sensor can
accurately measure the participants' respiratory parameters.

Furthermore, the 1-way ANOVA analysiswas useful to compare
the similarities between the DBA and RR data sets, as shown
in Table 1 [64]. After reviewing the ANOVA results, we still
needed to understand subgroup differences among the different
experimental and control groups. For the ANOVA, we used an
optimal P value of .05 to test the hypothesis. The results showed
values of F;3,=0.016 and F,3,,=0.01, indicating that the
differences between the group averages were negligible [67].
We could not reject the null hypothesis because the
corresponding P values of .64 for DBA and .89 for RR were
greater than .05 [67]. Thus, we concluded that there were no
statistically significant differences between the mean DBA and
RR measurements taken by the commercial PNT and our 1oT
sensor prototype.
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Finally, Figure 9 showsthe root mean square error (RMSE) for
the DBA and RR measurements, when comparing the
commercial PNT with our RHS prototype. The trend includes
the highest and lowest RR values. Abnormal breathing patterns
during DBA and RR measurements cause data anomalies. The
PNT and RHS prototype anomalies are shown in Figure 10.
Errorsin the DBA and RR can aso be caused by variationsin
the participant's breathing pattern during the test [65]. This
pattern appeared only once during our measurement, represented
by the outlier points outside of the RMSE and DBA regions
present in Figure 10. Most devices are very sensitive to changes
in breathing patterns, especially during flow measurements
because the face mask makes it hard to breathe normally. It is
possible to ameliorate this error by averaging the volume and
RR measurements over a longer period. Future generations
could leverage sensor fusion, multitenancy (sequential usage
of different sensors), or deep learning predictive value structures
to continuously monitor patients vita signs [68]. After
examining the volumes (ERV, IRV, TV, VC) and RR
measurements, we concluded that our loT RHS-based device
offers a unique way to properly measure essential respiratory
parameters using a low-cost sensor and without heavy-duty
medical devices.
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Figure8. Box plots comparing the calculated (A) deep breathing area (DBA) and (B) respiratory rate val ues from the relative humidity sensor prototype
with those from the pneumotach for al participantsin the test data set.
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Table 1. Resultsfrom the 1-way ANOVAS of respiratory volume and rate measurements.
Source of variation ss? df msP F P value

Respiratory volume (L)

Between groups 0.02 1 0.014 0.016 .68
Within groups 3.13 38 0.08 _c —
Total 3.15 39 — — —

Respiratory rate (beats per minute)

Between groups 0.002 1 0.001 0.01 .89
Within groups 39.09 346 011 — —
Total 39.09 347 — — —

83S: sum of squares.
bMS: mean squares.
®Not applicable.

Figure 9. The plot shows the root mean square error (RMSE) of the (A) deep breathing area (DBA) and (B) respiratory rate (RR) values, comparing
our relative humidity sensor (RHS) prototype against the commercial pneumotach (PNT).
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Figure 10. Two examples of breathing pattern anomalies during the deep breathing area and respiratory rate measurements using (A) the commercial
pneumotach device and (B) our own relative humidity—based sensing device. The maximum point shows the value of the inspiratory reserve volume,
while the minimum represents the expiratory reserve volume during deep breathing measurements; during anormal breathing pattern, the graph shows

the tidal volume.

A

3

2
3
=1
2 U| A
o
3
<L

2

3

450 460 470 490 500 510
Time (s)
Discussion

Principal Findings

First, we showed that we can measure respiratory parameters
using the proposed RHS-based device. To calculatethe TV, we
used the area under the RH curve using the rectangle method,
asdescribed. Second, we compared the measurements from the
proposed device with those from the gold standard PNT for all
participants. The Bland-Altman analysis showed that the
measurements were within the LoAs and the biaswas very low.
Furthermore, the results from the ANOVA indicated that the P
values were above the threshold value of P<.05. Both statistical
experiments confirmed that the group average measurements
from the PNT and our proposed device were similar within
statistical limits (ie, we can use our proposed device to measure
respiratory parameters with an accuracy that is close to that of
the gold standard). Thisisfurther corroborated by the box plots
of the DBA and RR values. Most importantly, our deviceis 100
times [61,62] less expensive than the PNT device.

Comparison With Prior Work

The literature suggests that continuous and precise lung volume
and RR monitoring is difficult. Lung volume, a critica
indication of COPD status and devel opment, cannot be assessed
by RR aone [34]. TV, ERV, IRV, and VC can indicate
respiratory depression. Researchers have measured lung volume
with a spirometer, but it is inaccurate, has a large latency, and
cannot be used while the patient is asleep [35]. Our method
improves continuous lung volume monitoring by not requiring
the patient to be supine. It also measures lung volume without
acostly sensor or imaging tests.

Strengthsand Limitations

Our device is a low-cost medical device. It provides an
opportunity to measure respiratory parametersinreal time. The
device uses a widely used and tested commercial humidity
sensor that is stable and has a high signal-to-noise ratio. We
tested the device with a variety of participants with different

https://biomedeng.jmir.org/2023/1/e47146
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demographic characteristics and of different sexes to ensure
that the results are reproducible. Despite al the strengths, there
arecertain limitationsto our device. First, the framework of our
deviceis not suitable for commercial applications asthereisa
large number of ad hoc components. There is scope to improve
the design of the device by incorporating the sensors in the
fabrication of the mask. Second, detailed study of the device
with alarger number of participants and varying environmental
conditions is required for further testing and calibration.

Future Work

Dueto therestrictionsinherent to variationsin breathing patterns
and device sensitivity, we foresee the development of our own
array of humidity sensors, coupled with deep learning data
processing, with the goal of resolving any problems associated
with breathing pattern deviations. Thiswill enable extrapolation
of the unusable measurements to ensure the same level of
precision aslinear results. Thisarray of humidity sensors printed
on aflexible base would permit theincorporation into materials
for surgical masks without affecting the usability. Limitations
may include ahigh-humidity environment, which may increase
the risk of saturating the humidity sensor. A combination of
pressure and temperature measurements would limit this bias.
Ideally, the sensor should be integrated into the mask so that it
can be used in real-life conditions, without obstructing the
ventilatory connection. Increasing the sample size will not
validate the use of the sensor, but the inclusion of profileswith
respiratory disorders would make it possible to obtain
measurements with less obvious variations in amplitude and
thus include situations in which respiratory disorders could be
detected [12].

Conclusions

Wearable |oT medical technologies are developing as viable
options not just to monitor patients at home after hospitalization
but also to boost the affordability and accessibility of quality
health care. In fact, the development of more effective and less
expensive wearable medical devices could allow patients to
monitor their health at home. In recent years, the number of
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wearable medical devices for chronic disease monitoring has
expanded. Last, improved medically certified sensors will
facilitate the devel opment of better and less expensive medical
loT devices. In our investigation, we utilized a single sensor to
simultaneously detect pressure, temperature, and humidity. The
literature indicates that temperature is frequently used to
measure RR [45]. Theresultsindicate that our RHS can measure
RR within statistically acceptable control limits. The results of
the 1-way ANOVA indicate that the group means of the PNT
are equivalent to our RHS within the standard margin of error
of theinstrument. Thisisfurther supported by the Bland-Altman
analysis, which revealed low values of 0.03 and 0.018 for the
bias and RR, respectively. The data analysis revealed that the
evolution of RRs over time for the PNT and our low-cost RHS
follows a similar pattern. This is, as far as we are aware, the
first study to investigate the use of RHSfor reliably monitoring

Vaussenat et al

respiratory volumes on a medical IoT platform. We plan to
examine the applicability of the RHS sensor to detect more
complex respiratory disorders using deep learning in a future
phase of development.

In terms of utility, it is evident that continuous and precise
monitoring of lung capacity and RR represents a significant
basic obstacle. Nonetheless, it presents atremendous opportunity
to monitor patientswith OSA inintensive care or during surgery.
Lung volumes, namely TV, can be utilized to manage respiratory
pauses or identify the breathing pattern in patients with OSA
who utilize C-PAP or A-PAP devices, which, when combined
with artificial intelligence, can detect apnea occurrences and
enhance A-PAP performance. Regarding ventilated patients,
assessing TV will allow for better control of ventilatory
weaning.
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Abstract

Background: In Japan, individuals with mild COVID-19 illness previously required to be monitored in designated areas and
were hospitalized only if their condition worsened to moderate illness or worse. Daily monitoring using a pulse oximeter was a
crucia indicator for hospitalization. However, adrastic increasein the number of patientsresulted in ashortage of pulse oximeters
for monitoring. Therefore, an aternative and cost-effective method for monitoring patientswith mild illnesswas required. Previous
studies have shown that voice biomarkers for Parkinson disease or Alzheimer disease are useful for classifying or monitoring
symptoms; thus, we tried to adapt voice biomarkers for classifying the severity of COVID-19 using a dynamic time warping
(DTW) algorithm where voice wavel ets can be treated as 2D features; the differences between wavel et features are calculated as
SCOres.

Objective: This feasihility study aimed to test whether DTW-based indices can generate voice bhiomarkers for a binary
classification model using COVID-19 patients' voices to distinguish moderate illness from mild illness at a significant level.

Methods: We conducted a cross-sectiona study using voice samples of COVID-19 patients. Three kinds of long vowels were
processed into 10-cycle waveforms with standardized power and time axes. The DTW-based indices were generated by all pairs
of waveforms and tested with the Mann-Whitney U test (a<.01) and verified with alinear discrimination analysis and confusion
matrix to determine which indices were better for binary classification of disease severity. A binary classification model was
generated based on a generalized linear model (GLM) using the most promising indices as predictors. The receiver operating
characteristic curve/area under the curve (ROC/AUC) validated the model performance, and the confusion matrix cal culated the
model accuracy.

Results: Participants in this study (n=295) were infected with COVID-19 between June 2021 and March 2022, were aged 20
years or older, and recuperated in Kanagawa prefecture. Voice samples (n=110) were selected from the participants’ attribution
matrix based on age group, sex, time of infection, and whether they had mild illness (n=61) or moderate illness (n=49). The
DTW:-based variance indices were found to be significant (P<.001, except for 1 of 6 indices), with a balanced accuracy in the
range between 79% and 88.6% for the /a/, /e/, and /u/ vowel sounds. The GLM achieved a high balance accuracy of 86.3% (for
/al), 80.2% (for /ef), and 88% (for /u/) and ROC/AUC of 94.8% (95% Cl 90.6%-94.8%) for /a/, 86.5% (95% CI 79.8%-86.5%)
for /e/, and 95.6% (95% CI 92.1%-95.6%) for /u/.

Conclusions: The proposed model can be a voice biomarker for an alternative and cost-effective method of monitoring the
progress of COVID-19 patientsin care.

(JMIR Biomed Eng 2023;8:€50924) doi:10.2196/50924
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Introduction

Background

COVID-19 originated in Wuhan, China, in December 2019 and
turned into a worldwide pandemic. As of December 2022, the
number of people infected with this disease reached
approximately 650 million, of whom more than 6.64 million
had lost their lives. Although the number of new infections
appeared to have abated in the spring of 2023, the past explosion
of infections strained medical care systemsin several countries.
To cope with this pressure, these countries have changed their
responsestoward infected patients based on the severity of their
illness. In Japan, as defined in Table 1, which shows the
Ministry of Health, Labour and Welfare guidelines on the
severity of COVID-19 [1], responses were divided into 4
categories of severity, ranging from mild to seriousillness. Mild

Table 1. Definitions of the severity of COVID-19 infections.

illness is defined as “an oxygen saturation of 96% or more, or
a clinical condition of no respiratory symptoms or coughing
without shortness of breath (SoB) but no evidence of pneumonia
in either case,” and moderate iliness | is defined as “an oxygen
saturation of greater than 93% but less than 96%, or a clinical
condition of shortness of breath or pneumonia” Moderateillness
Il is defined as “oxygen saturation of 93% or less, or oxygen
administration isrequired.” Thetarget population for this study
wasindividual swho were recovering at homeor in recuperation
facilities. Therefore, they were theoretically patients with mild
illness. Still, due to worsening conditions or shortcomings of
medical services, this population included patients with
moderate illness | who should have been treated in a hospital.
Therefore, accurately classifying these 2 adjacent severity
categories (mild illness and moderate illness 1) is essential in
determining appropriate measures, such as early hospitalization,
by detecting worsening conditionsin patientswith mild illness.

Severity Oxygen saturation, %

Clinica condition

Absence of respiratory symptoms or presence of coughing without shortness of breath, but

no evidence of pneumoniain either case

Mild illness >96
Moderate illness | 93-96
Moderateillness 1| <93
Seriousillness N/A

Shortness of breath and pneumonia are evident
Oxygen administration is required

Admission to intensive care unit or requirement of a ventilator

Oxygen saturation (SpO,) measurements using a pulse oximeter
were crucial for assessing the severity of illness. Daily
measurements of SpO, and body temperature, along with the
assessment of physical conditions, were essential for monitoring
disease progression from mild illnessto moderateillness| over
approximately 1 week or more during the recuperation period.
However, the explosive increase in the number of COVID-19
patients made it difficult to distribute pulse oximeters to all
patients with mild illness, especially young patients who were
forced to recuperate at their homes rather than in health care
facilities. This unexpected shortage of pulse oximeters has
motivated us to devise aternative and cost-effective ways to
monitor for worsening medical condition in persons exhibiting
mild illness.

Voice Biomarkers

Previous research on Parkinson disease, Alzheimer disease,
depression, and other psychiatric disorders such as stress [2-7]
has shown that voice biomarkers can be leveraged to
noninvasively and cost-effectively identify the presence or
absence of diseases, classify symptoms, and monitor conditions.

https://biomedeng.jmir.org/2023/1/€50924

Voice biomarkers could also be an aternative method to detect
changesin disease severity from mild illnessto moderateillness
| in COVID-19, which is a respiratory disease and has been
reported to cause acoustic changes in the voice due to
inflammation of the pharynx in the vocal tract, vocal cords, or
both, as well as alower expiratory volume due to pneumonia
[8]. Moreover, significant differences in jitter (fluctuation of
the fundamental frequency on the time axis), shimmer
(fluctuation of the amplitude on the power axis), and
harmonic-to-noiseratio (HNR) were reported between healthy
subjectsand those with COVID-19[8-11]. Therearea so reports
that COVID-19 can be detected from acoustic data obtained
from a patient’s cough [12].

Dynamic Time War ping

Dynamic time warping (DTW) is an effective algorithm for
measuring the similarity between 2 patterns. The DTW distance,
whichisacomputational result obtained by the DTW algorithm
using 2 waveform features, progressively approaches zero as
the features become more similar, whereas it increases as the
features become less similar (Figure 1).
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Figure 1. Illustration of the DTW distance, with 3 target example waves compared to a reference wave. DTW: dynamic time warping.
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This metric has been widely used since the 1980sin fields such
as motion recognition, speech recognition, and time-series data
analysis[13-15]. For example, it was reported that DTW could
differentiate between healthy people and people with walking
disabilitieswith high accuracy by processing differencesin the
gait patterns acquired by accel erometer sensors on smartphones
[13]. The effectiveness of an automated scoring system applied
in conjunction with the DTW agorithm for evaluating the
progress of speech audiometric rehabilitation was reported to
be similar to that of conventional manual scoring methods|[14].
It has also been reported that complementing the mel-frequency
cepstral coefficient (MFCC) agorithm with the DTW algorithm
improved voice recognition performance. The DTW algorithm
has been introduced as a feature-matching technique for voice
recognition[15]. The feature-matching performance of the DTW
agorithm (ie, the scoring method for 2D feature similarity) may
function effectively for the desired classification of long vowel
samples.

Goal of This Study

This feasibility study aimed to test whether DTW-based voice
biomarkers can be used to achieve a binary classification of
mild illnessand moderateillness | for COVID-19 at asignificant
level.

Methods

Study Design

We conducted a cross-sectional study using the voice samples
of COVID-19 patients.

Participants

This study recruited participants through a brochure that was
distributed exclusively to COVID-19 patients who were aged

https://biomedeng.jmir.org/2023/1/€50924

RenderX

20 years and older, were positive for SARS-CoV-2 in PCR
testing, and recuperated at designated facilities or at home in
Kanagawa prefecture, Japan, between June 2021 and March
2022. Patients who consented to the study’s objectives were
requested to register for participation using the QR code on the
brochure through their smartphones. The participants were asked
to providetheir daily vital signsdata, including voice recordings
during the recuperation period, but were aso given the option
to withdraw from the study (opt out) at any time of their own
accord. A ¥1000 (US $6.68) Amazon gift card was given to
participants as compensation. Because this study only included
patients with mild illness or moderate illness I, who did not
require hospitalization, patients with moderate illness |1 were
not included. The participants were divided into 2 groups, the
mild group and moderate | group, according to the definitions
givenin Table 1.

Data Collection

Those who agreed to participate in the study were asked to
install asmartphone app and enter their basic information, vital
signs data (temperature and SpO,), symptom scores, and voice
recordings on the first day of recuperation. From the second
day onward, the participants were required to enter their vital
signs data, symptom scores, and voice recordings daily until
the last day of recuperation. Voice data were stored together
with text data indicating the symptoms and vital signs on a
dedicated server with high security. The voice recordings were
in the WAV format with a sampling rate of 48 kHz and a bit
depth of 16 bits using the 3 long vowels /a/, /e/, and /ul.
Participants were asked to explain their reasoning if they wished
to withdraw from the study. Table 2 shows the timing and data
entry items of the participants.
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Table 2. Timing and items for the input data and information from participants.

Timing and items Description
Baseline
Orientation «  Theresearchers explained the purpose of the study and obtained participant consent
Basic information e Sex
. Age
«  Symptom onset date
« Diagnosis confirmation date
«  Treatment start date
On adaily basisduring recuperation
Vital sign data «  Body temperature

«  Blood oxygen saturation

Questionnaire Change in symptoms
Symptomatic or not

Respiratory distress

Cough or sputum
Chest pain

Sore throat

Nausea or vomiting
Diarrhea

Appetite

Fatigue

Headache

Joint pain

Rash

Red eyes

Voice recording .

Dropout during recuperation

Dropout .

Taste or olfactory disorders

Runny nose or nasal congestion

Three long vowels: /al, /el Iu/

Confirm the reason for dropping out from the research

Waveform Sample Cutout and Standar dization

To calculate the DTW distance, a 10-cycle waveform sample
was extracted for each date from the participants’ long-vowel
recordings in the WAV format using Audacity (version 3.1.3;
Audacity Team) at asampling rate of 48 kHz (Figure 2). Then,

standardization was achieved along the power axis within the
range of —1 to +1 as the maximum amplitude, and the time axis
involved 1000 data points that were multiplied by 1/48,000
seconds, considering the length of a 10-cycle waveform. To
read and standardize the WAV data, R (version 4.4.2; R Core
Team) with the tuneR package (version 1.4.0) was used.

Figure 2. Screenshot showing 10-cycle waveform data extracted for each date from each patient’s voice recording of vowels.
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Calculation of the DTW Distance for 2 Groups

After standardizing the power and time of the 110 waveform
samples, the DTW distance was calculated for each sample
paired with those of the remaining 109 samples. The DTW
distances that were obtained were divided into 2 categories
based on 2 kinds of labels for the 109 waveform samples.
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Therefore, each sample was assigned 2 variables for DTW
distance. Inthemild group, thesewere 61 or 60 DTW distances,
and inthemoderate | group, thesewere 48 or 49 DTW distances.
Theaverage and variance of the DTW distanceswere calculated
for each group. For the mild group, the average index (ie, the
mild-group filtering [MiF] average) and varianceindex (ie, MiF
variance) of the DTW distance were obtained, whereas for the
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moderate | group, the averageindex (ie, moderate-group filtering
[MoF] average) and varianceindex (MoF variance) of the DTW
distance were obtained. These 4 indices were obtained from a
single waveform sample. The indices for the 3 vowels, /&/, /e/,
and /u/, were prepared and are represented as shown in Table

Table 3. Twelve indices generated from 3 vowels and 4 indices.

Watase et al

3. Thus, 12 indices were used in the subsequent analyses. The
average values and variances of the DTW distances for the 2
groupswere statistically investigated to determine whether they
exhibited significant values for the 2-group classification
scheme.

Indices Vowels

lal lef ul
MiF? average lal-MiF average lel-MiF average /ul-MiF average
Mor? average /al-MoF average /el-MoF average /u/-MoF average
MiF variance [al-MiF variance /e/-MiF variance /ul-MiF variance
MoF variance [al-MoF variance /e/-MoF variance /ul-MoF variance

aMiF: mild-group filtering.
bMoF: moderate-group filtering.

Data Analysis

Linear Discriminant Analysis Considering the Average
and Variance Indices of the DTW Distance

The Mann-Whitney U test was used to determine whether there
was any statistical significance between the mild and moderate
| groups. Thistest was performed on 12 indices that measured
the average and variance of the DTW distance for the 3 vowels
/al,lel, and /ul. A significancelevel of 1% was established, with
the null hypothesis of no statistical significance between the 2
groups. Box plots and linear discriminant analysis (LDA) were
used to determine the indicators of the 3 vowels most effective
for determining statistical significance between the 2 groups.
The confusion matrix obtained from the LDA results was
displayed with a specific index for the true positive rate (TPR),
true negative rate (TNR), and balanced accuracy (BA). The
boxplot function was calculated and plotted using the R ggplot
package (version 3.4.0), and the LDA function was calculated
using the R MASS package (version 7.3).

Generalized Linear Model With the DTW distance

The significant indices from the 4 categories of DTW distance
were used to distinguish between severity levels (mild or
moderate 1). These indices were then used as explanatory
variables to create generalized linear models (GLMs) for each
vowel. A 5-fold cross-validation method with 110 waveform
samples was used to train the model for each vowel, which was
then used to predict the severity classification. R was used for
GLM modeling and label prediction. The pROC package
(version 1.18.0) for R was used to obtain the receiver operating
characteristic (ROC) curve and calculate the area under the
curve (AUC), whereas confusion matriceswere generated using
the Caret package (version 6.0) for R.

Ethics Approval

The study was conducted in accordance with the Declaration
of Helsinki and was approved by the Ethics Committee of
Kanagawa University of Human Services (SHI 3-001, dated
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May 27, 2021, and SHI 26, dated November 25, 2021). Informed
consent was obtained from all participantsinvolved in the study.

Results

Participants

In June 2021 and March 2022, approximately 540,000
COVID-19 patients were recorded in Kanagawa prefecture.
After requesting approximately 10,000 peopleto participatein
the study, our study recruited 295 participants in the same
period, of whom 291 were eligible to participate because
participants who did not meet the inclusion criteria, such as
minors, those with invalid data registration, or those who
withdrew midway through evaluation, were excluded.

Seventy-four participants who reported no symptoms of
coughing, throat pain, chest pain, or SoB during recuperation
were assigned to the mild group. Of the 217 participants who
reported any symptoms, 68 of them with symptoms of SoB were
assigned to the moderate | group. Of the 149 participants who
reported symptoms other than SoB, 6 of them with SpO, values
less than 96% were assigned to the moderate | group, and 143
participants who reported SpO, values of no lessthan 96% were
assigned to the mild group. The 291 participants were classified
into 2 groups: 217 asmild and 74 asmoderate|. Figure 3 shows
aflowchart of study participation.

The primary periods of infection in Japan were during the Delta
period, from July to December 2021, and the Omicron period,
from January to June 2022. According to previous reports
[16,17], COVID-19 exhibits varying levels of infectivity,
severity, and symptoms, depending on the type of mutant strain
present. We identified the time of infection in Japan and
carefully matched the 291 study participants who had already
been |abeled into 2 groups. Table 4 showsthe attribution matrix
for the participants by the time of infection, sex, and severity.
Table 5 shows the attribution matrix for the same sample based
on the time of infection, sex, and age group. Finally, 110
participants (61 with mild illness and 49 with moderate illness
I) were included in the study.
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Figure 3. Flowchart showing classification of 291 participants into the mild illness and moderate illness | groups. “Four symptoms’ refers to the 4
major symptoms: coughing, throat pain, chest pain, and shortness of breath. SpO2: oxygen saturation.
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Table 4. Participants' attribution matrix by the time of infection, sex, and severity (n=110).

Severity Delta period® (n=46), participants,n ~ Omicron periodb (n=64), participants, n

Mild illness (n= 61)

Male 14 16
Female 13 18
Total 27 34

Moderateillness| (n=49)

Male 10 16
Female 9 14
Total 19 30

@Delta period: July 2021 to December 2021.
®Omicron period: January 2022 to June 2022.
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Table5. Participants' attribution matrix by the time of infection, sex, and age group (n=110).

Age group (years) Delta period® (n=46), participants,n ~ Omicron peri od® (n=64), participants, n
20-29

Mae 9 10

Female 16 15

Total 25 25
30-39

Mae 4 9

Female 1 9

Total 5 18
40-49

Mae 7 6

Female 2 5

Total 9 11
50-59

Mae 3 4

Female 3 3

Total 6 7
60-69

Mae 0 2

Female 0 0

Total 0 2
270

Mae 1 1

Female 0 0

Total 1 1

3Delta period: July 2021 to December 2021.
bOmicron period: January 2022 to June 2022.

Linear Discriminant AnalysisConsidering the Aver age
and Variance Indices of the DTW Distance

Distribution of the Average and Variance I ndices of the
DTW Distance

Table 6 displays the Mann-Whitney U test results for the 2
groups based on 3 vowels and 4 indicators. Of the 12 indices,
6 were found to be significant; they included /u/-MiF average,

https://biomedeng.jmir.org/2023/1/€50924
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/al-MiF variance, /e/-MiF variance, /al-MoF variance, /e/-MoF
variance, and /u/-MoF variance. The only index that was
significant among the average indices was /u/-MiF average,
while /u/-MiF variance was the only insignificant index among
the variance indices. This indicates that the variance indices
were more significant overall.

Figures 4 and 5 illustrate the distributions of MiF average and
MoF average, as well as MiF variance and MoF variance, for
the 2 groups.
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Table 6. Results of the Mann-Whitney U test for mild illness and moderate illness | group classification.

Watase et al

Indices Vowels, P values

lal el u/
MiF® average .03 71 <.001
MoF® average 60 43 03
MiF variance <.001 <.001 45
MoF variance <.001 <.001 <.001

aMiF: mild-group filtering.
bMoF: moderate-group filtering.

Figure 4. Distribution in the 2 groups of the average index for the dynamic time warping distance (MiF average and MoF average). MiF: mild-group
filtering; MoF: moderate-group filtering.
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Figure5. Distribution in the 2 groups of the variance indices for the dynamic time warping distance (MiF variance and MoF variance) * P<.001. MiF:
mild-group filtering; MoF: moderate-group filtering.
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Resultsfor LDA

Figure 6 shows a scatter plot of the average indices, and Figure
7 shows a scatter plot of the variance indices of the DTW
distance, along with the confusion matrix, TPR, TNR, and BA
values of the LDA. The straight line represents the di scriminant

Watase et al

line obtained using LDA. The variance indices of the DTW
distance provided overall superior results for the classification
indicators, including TPR, TNR, and BA, of the confusion
matrix compared to the average indices. The ease of
classification can be visually verified by observing the plots
achieved viaLDA.

Figure 6. Linear discriminant analysis results and confusion matrix of the MiF average and MoF average indices. BA: balanced accuracy; MiF:
mild-group filtering; MoF: moderate-group filtering; TPR: true positive rate; TNR: true negative rate.

Figure 7. Linear discriminant analysis results and confusion matrix of the MiF-variance and MoF-variance indices. BA: balanced accuracy; MiF:
mild-group filtering; MoF: moderate-group filtering; TPR: true positive rate; TNR: true negative rate.

GLM With the Variance I ndex of the DTW Distance

We used the varianceindices of the DTW distance aspredictors
of the GLM model because they achieved better classification
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performancesthan the averageindices. Figure 8 showsthe ROC
and AUC values of the GLM model for each vowel with the
confusion matrix, including the TPR, TNR, and BA data. The
models of all 3 vowels provided high model performance in
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termsof the AUC and mid-to-high accuracy for TPR, TNR, and

Watase et al

BA.

Figure 8. ROC/AUC results of the generalized linear model with confusion matrices for the mild-group filtering variance and moderate-group filtering
variance indices. AUC: area under the curve; BA: balanced accuracy; FPR: false positive rate; TPR: true positive rate; TNR: true negative rate; ROC:

receiver operating characteristics curve.
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Discussion absence determination, and monitoring using key 1D features

Principal Results

Thisfeasibility study demonstrated that the DTW distance-based
voice biomarkers generated by the GLM had a balanced
accuracy ranging from 80.2% to 88% and high model
performance, indicated by the AUC ranging from 86.5% to
96.5%, for 3 vowels when classifying between mild illness and
moderate illness| in COVID-19 patients.

Comparison With Prior Work

Key 1D Features of Acoustic Parameters

Sondhi et a [10] and Pah et al [18] found that the classification
of subjects with and without COVID-19 was possible using
jitter, shimmer, and HNR indices, however, they did not
demonstrate classification using models incorporating these
parameters. Pah et al [18] stated, “ The statistical analysis and
SVM classification indicated that the voice features of sustained
phoneme corresponding to vocal tract modulation (Mel
Frequency Cepstral Coefficient (MFCC), Formants, Vocal -tract
Length, and Intensity-SD) could potentially be adopted as a
COVID-19 biomarker compared to the features of vocal fold
vibration (jitter, shimmer, pitch, HNR, and NHR)” [18]. This
suggests that a simple model using only jitter, shimmer, and
HNR is not able to differentiate between subjects with and
without disease. Therefore, we believe that approaches such as
machine learning and deep learning are essential for performing
pathophysiological analyses such as classification, presence or

https://biomedeng.jmir.org/2023/1/€50924

RenderX

of acoustic parameters, such as MFCC and formants.

2D Feature Matching of DTW algorithms

In this study, the variance indices of the DTW distance were
significantly different from the average indices. It appears that
diseases have a wide-ranging impact on the voices of patients,
making it challenging to assess and categorize voices at the
desired level. To address this issue, machine learning—based
voice analysis systems that focus on learning 1D parameters
such as jitter and shimmer have been used, and tuning using
single-dimensional key features such as spectral and prosodic
speech features may be conducted [18-21]. Conversely, our 2D
feature matching of the waveform using DTW algorithms may
provide a more direct and practical method in the domain of
binary classifications.

Advantages of the Standardization of Waveform Samples

By standardizing the time and power axes of the waveform
samples in the DTW algorithm before computing, the
fundamental frequency (FO) and volume were consequently
transformed as parts of the elements forming a 10-cycle
waveform in the unit envelope. Confounding factors derived
from fundamental frequencies that vary by sex and age can be
avoided as much as possible in advance, allowing the direct
evaluation of the classification results by the DTW distance
[8,19,22,23]. For this study, we examined 110 wavel et samples
to determine the coefficient of variation (CV) of FO estimates
before and after standardization. Our goal was to analyze the
variety of FO distribution based on sex and age groups. Our
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results indicated that the CV of the wavelets without
standardization ranged from 10.31% to 11.4% for the 3 long
vowels /al, /e/, and /u/, which is considered a significant
confounding factor. However, after standardization, the CV
ranged from 0.81% to 2.4%, which was significantly reduced
and, therefore, effective in minimizing confounding factors.
Multimedia Appendix 1 provides more details and comparison
figures.

Why Select a 10-Cycle Waveform as a Unit Sample?

Our previous pilot study using the DTW algorithm to
differentiate between the voices of subjects with and without
COVID-19 investigated the use of different waveformswith 1,
3,5, 10, 20, 30, and 50 cycles. Among these waveform cycles,
10 and 20 cyclesresulted in reasonabl e discrimination between
the subjects with and without COVID-19 for all 3 subjects
tested. (A summary of the test results is shown in Multimedia
Appendix 2.) We selected a 10-cycle waveform, rather than a
20-cycle waveform, in order to reduce as much as possible the
total computing cost incurred when using the DTW algorithm
(see the section “Computing Cost”).

Robustness to Noise

While recent smartphones have improved recording features
that can aid in voice analysis [24], it should be noted that the
environmental noises present during the recording processwere
not completely controllable because the voice samples used in
this study were self-recorded by the participants with their own
smartphones. As Qi [25] reported, “DTW was evaluated using
both synthetic and natural voices, and significant reductionsin
noise were achieved.” Becausethe DTW distanceisconsidered
to be robust to noise, it may be more practical when used for
classification purposes with voices obtained from the real world
compared to acoustic parameters such as jitter, shimmer, and
HNR, which are considered to be sensitive to environmental
noise [8,18].

Sample Size Consideration

There are known statistical correlations between significance
level, power, effect size, and sample size [26]. We tested the
validity of the sample size used in this study of 110 participants
(61 in the mild group and 49 in the moderate | group). We
calculated an effect size of 0.666 with the significance level of
1% used in this study and a power of 0.8, which generally meets
requirements from a statistical point of view [27]. For the
calculation, the pwr package (version 1.3.0) of R was used. A
Cohen d score of 0.5 is regarded as a medium effect size, and
0.8 isregarded asalarge effect size [28]. Therefore, we believe
that the sample size used in this study was appropriate because
the effect size of 0.666 is between medium and large. (These
validation processes are disclosed in Multimedia Appendix 3.)

Future Expectations

DTW distance-based voice biomarkers may effectively
supplement pulse oximeters as an objective indicator when
distinguishing moderate illness I from mild illness among

https://biomedeng.jmir.org/2023/1/€50924
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patients during recuperation. Evenif pulse oximetersare scarce,
this biomarker can be accessed through a patient’s smartphone.
If persons with disease recuperating at home can detect a
worsening of symptomsto moderateillness| based on changes
intheir voice, they will be able to determine whether they should
seek medical care. In addition, this system may allow health
care providers to use voice biomarkers in addition to body
temperature and pulse oximeter readings as objective and
guantitative indicators to properly diagnose worsening
symptoms and expedite inpatient treatment.

Limitations

Computing Cost

In this study, our approach involved standardizing waveform
samples, comprehensively computing the DTW distance for
each sample, and subsequently using the resulting indices to
determine the severity of illness using a GLM. However, this
approach is considered computationally expensive, making it
unsuitable for integration into standalone smartphone apps.
Nevertheless, it can be used in the cloud. Despite current
limitations, significant advancements in network transmission
speed and information technology suggest that it may soon be
practically applicable. Another potential solution for reducing
computation timeisto measurethe DTW distance from agreater
variety of representative samples as the number of cases
increases. However, thisremains atopic for future study.

Patient Bias

Although the definition of moderate iliness | that was used in
thisstudy is based on pulse oximeter readings (SpO, 93%-96%)
or subjective reports from patients of their clinical condition
(ie, SoB, as shown in Table 1), errors during labeling of the
voice samplesdueto patient biasmay have occurred as different
individuals may have varying methods of describing the
sensation of SoB. Unfortunately, this issue is difficult to
overcome considering the use of patient-reported data. However,
the inclusion of objective indicators such as voice biomarkers
during the diagnosismaking process may alow for more
objective labeling of datain the future.

Conclusions

Medical treatments for COVID-19 vary depending on the
severity of theillness. Patients with mild illness may need only
to recuperate at home or a designated facility, whereas patients
with moderate illness | may need to be hospitalized. In this
study, the DTW distance—based voice biomarker was tested for
distinguishing between mild and moderateillness|. A balanced
accuracy ranging from 80.2% to 88% was achieved, and the
model performance indicated by the AUC ranged from 86.5%
to 96.5% for the vowels /al/, /e/, and /u/. This voice biomarker
system can be used in case of an unexpected shortage of pulse
oximeters as an alternative and cost-effective method for
monitoring worsening medical conditionsin patientswith mild
illness that are recuperating at home or amedical facility.
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Abstract

Background: Parkinson disease (PD) is the second most common neurodegenerative disease, affecting approximately 1% of
the world's population. Increasing evidence suggests that aerobic physical exercise can be beneficial in mitigating both motor
and nonmotor symptoms of the disease. In a recent pilot study of the role of exercise on PD, we sought to confirm exercise
intensity by monitoring heart rate (HR). For this purpose, we asked participants to wear a chest strap HR monitor (Polar Electro
Oy) and the Fitbit Charge 4 (Fitbit Inc) wrist-worn HR monitor as a potential proxy due to its convenience. Polar H10 has been
shown to provide highly accurate R-R interval measurements. Therefore, we treated it as the gold standard in this study. It has
been shown that Fitbit Charge 4 has comparable accuracy to Polar H10 in healthy participants. It has yet to be determined if the
Fitbit is as accurate as Polar H10 in patients with PD during rest and exercise.

Objective: This study aimed to compare Fitbit Charge 4 to Polar H10 for monitoring HR in patients with PD at rest and during
an intensive exercise program.

Methods: A total of 596 exercise sessions from 11 (6 male and 5 female) participants were collected simultaneously with both
devices. Patients with early-stage PD (Hoehn and Yahr <2) were enrolled in a 6-month exercise program designed for patients
with PD. They participated in 3 one-hour exercise sessions per week. They wore both Fitbit and Polar H10 during each session.
Sessions included rest, warm-up, intense exercise, and cool-down periods. We calculated the biasin the HR of the Fitbit Charge
4 at rest (5 min) and during intense exercise (20 min) by comparing the mean HR during each of the periods to the respective
means measured by Polar H10 (HRFitbit — HRPolar). We also measured the sensitivity and specificity of Fitbit Charge 4 to detect
average HRsthat exceed the threshold for intensive exercise, defined as 70% of an individual’stheoretical maximum HR. Different
types of correlations between the 2 devices were investigated.

Results: The mean bias was 1.68 beats per minute (bpm) at rest and 6.29 bpm during high-intensity exercise, with an
overestimation by Fitbit Charge 4 in both conditions. The mean bias of the Fithit across both rest and intensive exercise periods
was 3.98 bpm. The device's sensitivity in identifying high-intensity exercise sessions was 97.14%. The correlation between the
2 devices was nonlinear, suggesting Fitbit's tendency to saturate at high values of HR.

Conclusions: The performance of Fitbit Charge 4 is comparable to Polar H10 for assessing exercise intensity in a cohort of
patients with PD (mean bias 3.98 bpm). The device could be considered areasonabl e surrogate for more cumbersome chest-worn
devicesin future studies of clinical cohorts.
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Introduction

Background

Parkinson disease (PD) is the second most common
neurodegenerative disease and affects approximately 1% of the
world’'s population [1]. The main symptoms characterizing this
disease are bradykinesia, rigidity, tremor, and postural instability
as well as nonmotor symptoms, such as anxiety, depression,
deep disturbance, and fatigue. Evidence suggests that aerobic
physical exercise can be beneficia in mitigating motor
symptoms and slowing the progression of the disease [1-3].

The extent of benefits observed differs depending on the exercise
type, intensity, and duration. Various recent clinical trials have
concluded that moderate- to high-intensity exercise several
times per week, when maintained over extended periods, is
associated with slower deterioration of motor symptomsin PD
[4,5].

Since different types of exercise interventions at varying
intensity levels are used in clinical trials for PD and other
clinical populations, there is a need for objective methods to
monitor the intensity of physical activity. The popularity of
wearable devices has grown, as they have become more
affordable, useful, and less intrusive [6]. However, it is still
necessary to establishthereliability of thesedevicesintracking
physiological parameters during both clinical trialsand personal
use.

Wearables can measure many different parameters, such as heart
rate (HR), number of steps, calories expended, and quality of
deep. HR is considered an essentia indicator of physiological
adjustment and intensity of effort [7]. HR is correlated linearly
with moderate- and vigorous-intensity physical exerciseandis
a valuable option to monitor the intensity of activities (eg,
cycling, swimming, and activities that are not ambulatory) that
may not be easily measured with other methods, such as
accelerometry [8]. Following the American Heart Association
guidelines, vigorous exercise intensity can be defined as 70%
to 85% of the maximum HR [9]. Many different tools can be
used to assess HR, such as el ectrocardiogram (ECG) monitors,
chest, shoulder and arm straps; and wrist watches.

In this study, we compared Polar H10 (Polar Electro Oy) and
Fitbit Charge 4 (Fithit Inc), two types of wearable devices that
are commonly used as activity trackers and HR monitors.

The Polar Heart rate (referred to as Polar H10 in this paper) is
a chest strap that uses ECG technology to measure the R-R
interval. The Polar H10 has been reported to be highly correlated
to 3-lead ECG Holter monitor (r=0.997) and is now considered
the gold standard for assessment of R-R intervals in sports
settings [10] as well as maintaining a certain accuracy in older
adults affected by cardiac disease [11]. Despite its accuracy,
the Polar H10 monitor is often perceived as too cumbersome

https://biomedeng.jmir.org/2023/1/€51515

to use, and it may cause discomfort, especially for older people
[12]. Since it needs to be strapped across the sternum, it may
be difficult to tolerate over extended periods[12]. On the other
hand, as a wrist-worn tracker, Fitbit Charge 4 (referred to as
Fitbit in this paper) is more convenient and comfortableto wear,
and it promotes patient compliance in studies requiring
prolonged measurements [13]. According to Diiking et al [14],
wrist-worn wearables, being ableto provide direct biofeedback,
have the potential to increase participation in exercise.

Fitbit Charge4 isarecent model of the Fitbit Charge HR series,
released in March 2020. It is a wrist-worn device that detects
HR by measuring the volume changes in blood vessels via a
photopl ethysmography (PPG) optical HR sensor [7]. Originaly
designed to motivate peopleto exercise, Fithitsareincreasingly
used as measurement devices in physical activity and health
promotion research; they are al so used for guiding patient-health
professional interactions [15].

Fitbits are commonly used for research purposes[16], but there
is no consensus in the scientific literature regarding their
accuracy for quantifying HR and confirming high intensity.
Some authors have concluded that the device provides values
of HR comparable with criterion field-based measures, while
others have found that Fitbit does not satisfy the validation
criteria, especially during higher exerciseintensities[17]. There
is even less information on the accuracy of the device in older
individuals affected by chronic diseases[13]. Further evaluation
is needed.

Ensuring the accuracy of exercise session intensity assessment
is crucial in clinical studies involving sports activities and
clinical populations. It has yet to be determined if Fitbit has
comparable accuracy to Polar H10 in selecting high-intensity
sessionsin patientswith PD or in clinical populations, generally.

Objective

This paper aims to compare Fitbit Charge 4 to Polar H10 for
monitoring HR, confirming high-intensity exercisesin patients
with PD engaging in an intense exercise program and supporting
its potential utility asan activity tracker for usein large clinical
trials with similar cohorts.

Methods

Population and Study Design

The data for this paper were acquired as part of alarger study
to evaluate the role of physical exercise in PD, in which we
sought to confirm exercise intensity by monitoring HR. In brief,
atotal of 11 participants, 6 of whom were male, aged 58-68
years, al with early-stage PD (defined according to the
Movement Disorder Society criteria [18]) were recruited.
Participants were excluded based on the criteria of the larger
study, as follows: (1) heavy drinking or illicit drug use, (2)
neurologic or psychiatric disorders other than PD, (3) diseases
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interfering with one's ability to exercise, (4) contraindication
to positron emission tomography or magnetic resonance imaging
scans, (5) severe motor symptoms (tremor and dyskinesia) likely
tointroduce motion artifactsinimaging data, (6) unsafeto come
off dopaminergic medication, (7) BMI1>30 (practical issueswith
the neuroimaging equipment), (8) extreme exercisers, and (9)
Hoehn and Yahr disease stage>2 (stage 2 corresponds to mild
bilateral disease with intact balance [19]). None of the
participants had a history of arrhythmias or any other cardiac
conditionsthat could potentially affect the measurements of the
devices. Additionally, none of them were under medication,
such as AV nodal blockade therapy, which might have altered
the HR detection capabilities of Polar H10 and Fitbit Charge 4.

Each participant engaged in exercise for a period of 6 months,
with at least 3 Beat Parkinson’'s Today (BPT) exercise sessions
per week. The BPT program is an established exercise program
that combines those aspectsthat have been shown to be the most
effective in achieving symptom improvement in PD [20], such
as high-intensity interval training and boxing [21,22]. Each
session included a mix of these 2 activities, which could be
adapted to any fitnesslevel. Functional interval training circuits
were designed specifically to improve explosiveness, gait, and
strength. Trainers continuously encouraged participantsto work
at their own personal level of maximum intensity while
attempting to reach atarget HR.

To compare the performances of devices, participants were
equipped with aFitbit and aPolar H10. The Fitbit wasworn on
the wrist and positioned a finger’s width above the wrist bone,
as recommended by the company. The wrist-worn tracker was
situated on the side less affected by PD. The Polar HR sensor
was placed over the sternum and held in place by a chest strap.
The exercise sessions lasted 60 minutes, including warm-up, at
least 20 minutes of high-intensity exercise, boxing, and
cool-down. When unable to attend classes, participants were
encouraged to exercise on their own and monitor their HR using
both wearables.

Ethical Consider ations

All procedures with human subjects were approved by the
Human Investigations Committee of Yale University (approval
number 2000028563).

HR Data Processing From Wear ables

The datafrom Fitbit Charge 4 were collected by synchronizing
each watch with an anonymized web-based account for each
participant and downloaded via the mobile app Pulse Watch
[23]. The datafrom Polar H10 were exported using the mobile
app Elite HRV. The Fitbit data were sampled every minute by
the Pulse Watch app.

https://biomedeng.jmir.org/2023/1/€51515
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The data from Elite HRV were converted from R-R intervals
to beats per minute (bpm) and were filtered using a Python
function called Butterworth filter to remove high-frequency
artifacts. The order was set to 5, and the filter was applied at a
frequency of 0.1 Hz. Theresulting data set was in units of bpm
collected per 10 seconds and was then sampled every minute.
The Fitbit data were sampled every minute by the Pulse Watch

app.

Thevalidity of Fitbit was compared with Polar H10 in terms of
averages between single data points. For each session, HR
averages (HRy) from both the first 5 minutes, generally
coinciding with the rest period before the start of the exercises,
and from the 20 minutes of the highest-intensity exercise were
calculated. The 20 minutes of the highest-intensity exercise
were extracted from the data by calculating the HR average for
consecutive 20-minuteintervals, starting fromtheinitial interval,
then shifting forward by 1 minute at a time, and then picking
the highest average.

The session averages were then collected, and the values from
the 2 different devices were paired. Data alignment, filtering,
and calculations were performed with Python (Jupyter
Notebook). The precise timestamps for recordings from both
devices were available and were used for data alignment. Out
of apossible 792 paired sessions, atotal of 596 paired sessions
were obtained. Data were lost due to multiple
factors—nonattendance of the participants, misplacement of
the devices, and injuries. The data obtained were contributed
roughly equally by all the participants, with a mean of 54
ons per participant (Table 1).

To ensure the capability of Fitbit, compared to Polar H10, in
evaluating theintensity of an exercise session, every HR average
(HRu) was normalized (HRy)) by different percentages of each

participant’s own theoretical maximum HR (HRyyms,) USing the

following formula
@]

where the term HRyymax iS given by the following: HRymax =
220 —age

A session was considered positive if the ratio was >1 and
negative if the ratio was <1. Measurements with the Polar H10
were considered to be the gold standard. Therefore, a session
was a“true positive” if the ratio was >1 for both devices, “true
negative’ if the ratio was <1 for both devices, “fase positive”
if the ratio was >1 for Fitbit and <1 for Polar H10, and “false
negative’ if theratio was <1 for Fithit and >1 for Polar H10.
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Table 1. Mean difference and limits of agreement (LoA) calculated individually by participant.

Participant Age (years) Recorded sessions, n Mean differenceat base- LoA (bpm) Mean difference at LoA (bpm)
line conditions (bpm®) high-intensity exercise
conditions (bpm)

Participant 1 58 81 277 -20.4t014.8 —2.52 -17.3t018.7
Participant 2 73 43 -1.25 -19.4t016.9 -11.26 -139t0 35.7
Participant 3 60 55 193 —26.4t030.1 0.42 -31.6t030.8
Participant 4 63 38 -1.35 -16.2t0 135 -5.93 —4.65t016.5
Participant 5 63 56 0.05 -12t011.9 -16.37 —7.46t037.6
Participant 6 76 98 0.61 -14.1t015.3 -15.94 —-9.50t041.3
Participant 7 56.3 61 —6.94 -31.3t017.4 9.44 -36.2t017.3
Participant 8 68 28 -8.01 —20.4t04.40 -12.14 -10.2t025.2
Participant 9 66.6 43 -1.25 —-25.4t022.9 -5.65 —6.18t017.5
Participant 10 66.6 56 -2.71 -219t016.1 —20.10 -12.9t049.3
Participant 11 68 36 0.82 -18.3t019.9 591 —27.4t0155

3Bpm: beats per minute.

HR Data Comparisons Between Wear ables

All statistical analyses were conducted using Microsoft Excel
16 and MatL ab (Mathworks, 2018b). To guarantee consi stency
of the results and the calculations of HR averages at baseline
and high-intensity conditions, exercise sessionslasting lessthan
20 minutes were excluded from the analysis.

A Bland-Altman plot was used to evaluate the agreement
between the two methods of measurement, with the limits of
agreement (LoA) defined as the mean difference plus or minus
1.96 SD of the difference. The mean difference in HR between
the Fitbit and Polar H10 was cal cul ated for the cohort and every
participant, both at baseline (rest period) and during
high-intensity conditions. A final average of the two mean
differences was assessed and considered to be the mean bias.
Evaluations were conducted for both intrasubject and
intersubject variability (Table 1).

The relationship between both devices at baseline and during
high-intensity conditions was determined. The quality of the

linear fit was assessed with the R? value, considering the data
from baseline and high-intensity conditions separately.
Subsequently, the entire data set of session HR averages was
fitted with linear, logarithmic, negative exponential, and sigmoid
model functions to explore different types of relationships
between the two devices. The Akaike information criterion
(AIC) value was used to assess the relative quality of thefits.

Sensitivity and Specificity

To determine Fitbit's sensitivity, specificity, positive predictive
value (PPV) and negative predictive value (NPV) inidentifying
high-intensity exercise sessions, European and American
Guiddines cutoffswere applied [24]. Polar H10 was considered
to be the gold standard.

To illustrate the sensitivity and specificity of the Fitbit, a
receiver operating characteristic (ROC) curve was created for

https://biomedeng.jmir.org/2023/1/€51515

different levels of target HR. The area under the curve (AUC)
was used asanindicator of Fitbit's capability for distinguishing
between high-intensity and low-intensity exercise sessions.

Results

The Bland-Altman plots revealed that the mean bias between
the Fitbit and Polar H10 was 1.68 bpm (LoA —-21.52 bpm to
18.8 bpm) at baseline conditions and 6.29 bpm (LoA —22.02
bpm to 36.2 bpm) under high-intensity exercise (Figure 1).
Overall, the mean bias of the Fitbit was 3.98 bpm.

When data from baseline and high-intensity conditions were
taken separately, the linear correlations were, respectively, as
follows: R?=0.45 (baseline); R?=0.23 (high-intensity condition;
Figure 2).

The fit of the combined high-intensity and baseline data to a
sigmoid model resulted inthelowest AIC value (A1C=6.03e+03;
Figure 3).

When the mean differences were calculated individually by
participant, there was evidence of intersubject and intrasubject
variability (Table 1).

With 70% of maximum HR asthe tailored threshold indicating
high intensity and considering Polar H10 as the gold standard,
the sensitivity, specificity, PPV, and NPV of the Fitbit were
97%, 11%, 89%, and 35%, respectively. With 85% of the
maximum HR asthe threshold, the sensitivity, specificity, PPV,
and NPV of the Fitbit were 78%, 56%, 62%, and 73%,
respectively (Table 2).

These indicators of performance at the 2 different thresholds
can be visualized graphically in Figure 4. As expected, when
the threshold was set higher, the number of true positives
decreased, and the sensitivity of the Fitbit decreased.

The ROC curve (Figure 5) depicts the performance of Fitbit
Charge 4 for varying HR thresholds. The AUC was 0.71.
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Figure 1. Bland-Altman plots for the difference in heart rate average by every session. The solid line represents the mean bias. The dashed lines
represent the limits of agreement. Dots of different colors represent different participants. (A) Bland-Altman plots at baseline conditions and (B) at
high-intensity conditions. Bpm: Beats per minute.
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Figure 3. Mode fits of Fitbit Charge 4 versus Polar H10. (A) linear, (B) logarithmic, (C) A-exponential, and (D) sigmoid. The blue dots represent
heart rate averages from every session; the red solid lines represent the fitted curves. Akaike information criterion (AIC) values and fitting equations
are shown as well. Bpm: Beats per minute.
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Table 2. Sensitivity and specificity of Fithit Charge 4 given 70% and 85% of the maximum heart rate (HR) as thresholds.

Threshold True positives, Falsepositives, Truenegatives, Falsenegatives, Sensitivity (%) Specificity (%) ppy2 NPVP
n n n n (%) (%)

70% of the 509 63 8 15 97.1 11 89 35

maximum HR

85% of the 223 134 172 64 78 56 62 73

maximum HR

8PPV: positive predictive value.
NPV negative predictive value.
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Figure4. (A) The number of true positives, false positives, true negatives, and fal se negatives based on a target of 70% of maximum heart rate (HR)
and (B) based on atarget of 85% of the maximum HR. The y-axis and x-axis are normalized; the dots represent the normalized value of each exercise
session. The blue dots represent the true positives (>1 for both devices); the red dots represent the false positives (>1 for Fitbit Charge 4 and <1 for
Polar H10); the yellow dots represent the true negatives (>1 for both devices); and the green dots represent the false negatives (<1 for Fitbit Charge 4

and >1 for Polar H10).
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Discussion

Principal Results

To our knowledge, this is the first evaluation of Fitbit Charge
4 with a population of individuals with PD. We found the bias
to be approximately 3.98 bpm during intense exercise. The
magnitude of biasin the Fitbit is consistent with areport from
a meta-analysis published in 2022 [16] (mean bias 3.39 bpm;
LoA —24.3 bpm to 17.53 bpm). Thus, we conclude that the bias
of the device, while remaining statistically significant in
comparison to more precise devices, like Polar H10, is not
influenced by PD and its associated symptoms, such astremors
and rigidity. Rather, it may bealimitation of the manufacturer’s
software process for processing data from the PPG technol ogy.
The algorithm adopted by the company to estimate HR from
the PPG measurements is confidential, but some authors
suggested that it may rely on the P-P intervals of the PQRST
wave (atrial contractions). Not al the P peaks are consistently
present and detectable when the frequency increases. ECGs, on
the other hand, register the full PQRST wave and quantify the
final HR by using the interval between R peaks, making it less
prone to these artifacts. R peaks (ventricular contractions) are
the best detectable peaks in the PQRS wave. Consequently, the
calculation of the HR by PPG can be influenced by inaccurate
sampling and recording of the P peaks [7]. Moreover, the
performance of Fithit, as with all wrist-based devices, is
dependent on correct placement on the wrist. Therefore, when
wrist movements are greater, measurement accuracy may be
compromised. Deviceslike Polar H10, which are placed on the
chest, may be less prone to movement artifacts [25].

Bland-Altman analysis showed that Fitbit tended to overestimate
the values of HR compared to Polar H10 in high-intensity
conditions. This result contradicts most of the previous reports
[7,15,16]. The overestimation could be due to the peculiar
characteristics of this study population (older adults affected
by PD). These 2 conditions are known to potentially increase
the heterogeneity of Fitbit accuracy results [16]. In previous
studies, Fithit overestimated time spent on moderate to vigorous
activity in clinical populations with functional limitations,
compared to the criterion devices [26]. Even though in our
cohort, the disease appeared not to have an impact on Fithit's
magnitude of error, it could have atered the sign of the error.
There are some additional conditions of our study to consider.
The maximum HR values reached by our participants cannot
be compared with those reached by a cohort of young, healthy
individuals. If HR values had been higher, we might have
observed an underestimation by Fitbit. Another important factor
to consider isthe particular Fitbit model. The only Fitbit Charge
4 validation study was conducted in 2022 [17], which evaluated
the device on 23 young participants (average age 24.2 years)
without any underlying health conditions.

The linear correlation between the two devices was poor,
especiadly in high-intensity exercise conditions (baseline:
R?=0.45; high-intensity conditions; R?=0.23; Figure 2). From
our statistical analysis, the sigmoid fit, which resulted in the
lowest AIC, best described the relationship between Fitbit and
Polar H10 (Figure 3). The tendency of Fitbit to saturate at the

https://biomedeng.jmir.org/2023/1/€51515

Colonnaet d

highest HR values suggests a diminishing ability of Fitbit to
resolve high HR values. This finding is in agreement with the
existing literature [27]. The reduced precision of Fitbit in
measuring high HR values may be attributed to motion artifacts
due to physical movement, particularly those involving arm
movements, aswell as potential misalignment between the skin
and the optical sensor [27]. Another hypothesis suggests that
wrist-worn devices may not be as sensitive to sudden changes
in exercise intensity [25], which occur frequently in
high-intensity interval training, asused in our study. Peripheral
resistance is lower at the wrist, which reduces pulse pressure
changes and alters blood pulse detection. [25]. Although the
sigmoid function was the best fit for the data acquired in this
cohort, we caution against using the sigmoid model to
extrapolate the relationship between the Fitbit and chest strap
HRs beyond the range of HR values acquired in this study. In
other words, if future studiesin patientswith PD seek to acquire
Fitbit dataonly (no chest strap data) and want to use this model
to predict the chest strap HR, the authors recommend only
applying the model to data with HR in the range of 60 bpm to
160 bpm.

We also examined the ability of Fitbit to discriminate HR during
high-intensity sessions, via the ROC curve. An AUC of 0.5
generaly indicates no discrimination; an AUC of 0.7 to 0.8
indicates acceptable discrimination; an AUC of 0.8 to 0.9
indicates excellent discrimination; and an AUC of more than
0.9 indicates exceptional discrimination [28]. The Fithit's
measurement can be considered acceptable (AUC 0.71; Figure
5). Consequently, this device is acceptable in identifying
correctly high-intensity exercise sessions and could be used
with caution in large clinical trialsin patients with PD.

Limitations

Our study is not without limitations. First, the number of
sessions is not equally distributed between participants. Thus,
some participants may have exerted agreater impact on thetotal
mean difference between the devices than others, as shown in
Table 1.

We considered the first 5 minutes of every exercise session as
the baseline, during which participants were instructed to sit
and breathe. However, there were instances of participants
arriving late or forgetting to activate the device at the start of
the session, potentially confounding the baseline measurements.
Consequently, the values of HR recorded during baseline
conditions may have been artifactually high.

When participants were unable to attend classes, they were
encouraged to exercise independently while monitoring HR
using both devices. However, during these unsupervised
sessions, we were unable to ensure the proper fit of both devices,
potentially affecting the accuracy of the measurements obtained.

The data processing involved multiple stages of averaging,
ranging from a subsecond level to a per-minute level and
ultimately to an exercise-session level. Although thisaveraging
approach allowed us to accomplish the study objectives, it may
have potentially compromised the precision and reliability of
our comparisons.
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Dueto theinclusion and exclusion criteria of the previous study,
only 11 participants, affected by mild PD were taken into
account. It is possible that the outcomes would have been
different with the inclusion of participants with severe PD,
affected by motor symptoms likely to introduce motor artifacts
in wearables data. Given the small number of participants and
the peculiar characteristics of the cohort, our findings may not
be applicableto al patients with PD. For future studies, it may
be crucial to involve participants at more advanced stages of
the disease to effectively assess Fitbit’s performance under these
conditions.

Colonnaet d

is represented by each participant's LoA and intersubject
variability is depicted as each participant’'s HR mean difference
(Table 1). The wide LoA observed in the mean bias of Fitbit
Charge 4 emphasizes some reasons for cautious interpretations
of theresults.

Conclusions

The magnitude of bias and the LoA for Fitbit were consistent
with those of previous studies, and the performance of Fitbit
fell within the range of 4 bpm, compared to Polar H10 for
assessing intense exercise in a cohort of patients with PD. A

wrist-worn device, Fithit, offers clear advantages in terms of
wearability and practicality. In future studiesinvolving clinical
populations, the device could be considered as a reasonable
alternative to the more intrusive chest strap technology.

Lastly, the cohort in our study demonstrated significant
intrasubject and intersubject variability, attributed to factors
such asage, sex, and physical condition. Intrasubject variability
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ECG: eectrocardiogram

HR: heart rate

LoA: limits of agreement

NPV: negative predictive value

PD: Parkinson disease

PPG: photoplethysmography

PPV: positive predictive value

ROC: receiver operating characteristic
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Abstract

Background: Cliniciansface barriers when assessing lung maturity at birth dueto global inequalities. Still, strategiesfor testing
based solely on gestational age to predict the likelihood of respiratory distress syndrome (RDS) do not offer a comprehensive
approach to addressing the challenge of uncertain outcomes. We hypothesize that a noninvasive assessment of skin maturity may
indicate lung maturity.

Objective: This study aimed to assess the association between a newborn’s skin maturity and RDS occurrence.

Methods: We conducted a case-control nested in a prospective cohort study, a secondary endpoint of amulticenter clinical trial.
The study was carried out in 5 Brazilian urban reference centers for highly complex perinatal care. Of 781 newborns from the
cohort study, 640 were selected for the case-control analysis. Newborns with RDS formed the case group and newborns without
RDS were the controls. All newbornswith other diseases exhibiting respiratory manifestations were excluded. Skin maturity was
assessed from the newborn's skin over the sole by an optical device that acquired areflection signal through an LED sensor. The
device, previoudy validated, measured and recorded skin reflectance. Clinical datarelated to respiratory outcomes were gathered
from medical records during the 72-hour follow-up of the newborn, or until discharge or death, whichever occurred first. The
main outcome measure was the association between skin reflectance and RDS using univariate and multivariate binary logistic
regression. Additionally, we assessed the connection between skin reflectance and factors such as neonatal intensive care unit
(NICU) admission and the need for ventilatory support.

Results: Out of 604 newborns, 470 (73.4%) were from the RDS group and 170 (26.6%) were from the control group. According
to comparisons between the groups, newborns with RDS had a younger gestational age (31.6 vs 39.1 weeks, P<.001) and birth
weight (1491 vs 3121 grams, P<.001) than controls. Skin reflectance was associated with RDS (odds ratio [OR] 0.982, 95% Cl

0.979-0.985, R?=0.632, P<.001). This relationship remained significant when adjusted by the cofactors antenatal corticosteroid

and birth weight (OR 0.994, 95% CI 0.990-0.998, R?=0.843, P<.001). Secondary outcomes also showed differences in skin
reflectance. The mean difference was 0.219 (95% CI 0.200-0.238) between newborns that required ventilatory support versus
those that did not and 0.223 (95% CI 0.205-0.241) between newborns that required NICU admission versus those that did not.

Skin reflectance was associated with ventilatory support (OR 0.996, 95% CI 0.992-0.999, R?=0.814, P=.01) and with NICU
admission (OR 0.994, 95% CI 0.990-0.998, R?=0.867, P=.004).

Conclusions: Our findings present a potential marker of lung immaturity at birth using the indirect method of skin assessment.
Using the RDS clinical condition and a medical device, this study demonstrated the synchrony between lung and skin maturity.

Trial Registration: Registro Brasileiro de Ensaios Clinicos (ReBEC) RBR-3f5bmb5; https:/tinyurl.com/9fb7zrdb
International Registered Report Identifier (IRRID): RR2-10.1136/bmjopen-2018-027442
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Introduction

Respiratory system maturation occurs in late gestation in
preparation for the time of birth [1], extending into early
childhood [2]. Essentia for normal lung devel opment, epigenetic
mechanisms are influenced by the environment throughout
gestation and postnatally [3]. Therefore, whether term or
preterm, newborns might have immature ventilatory function
that may foster respiratory instability [1].

Difficulties in assessing lung maturity arise when a single
parameter is considered since the systems and organs may be
at different stages of matureness. This is noticeable when
judging maturity by gestational age when divergent pulmonary
functional maturity isfound between peers of the same age[4].
At different stages of development, organs can be affected by
growth and differentiation factors released from other organs,
as suggested by studies with multidimensional scaling and
hierarchical cluster analysis of growth patterns during the fetal
period [5].

Regarding the ability to interact with the external environment
through the skin, a full-term newborn presents a complete or
near entirely competent epidermal barrier at birth. The skin
barrier at maturity, with an efficient stratum corneum achieved
at around 34 weeks|[6], preventstransepidermal water lossfrom
the skin surface, maintaining the newborn’s temperature [7].
An immature skin barrier at birth leads to hypothermia, which
inturn increasesthelikelihood of devel oping respiratory distress
syndrome (RDS), intraventricular hemorrhage, late-onset sepsis,
and mortality [8].

Similar to the skin, the lung shows signs of readiness for
extrauterine life in the last trimester of gestation [9], with peak
of alveoli maturation and surfactant production at 35 weeks of
gestation [10]. Reduced surfactant, the major cause of RDS,
causes low functional residua lung capacity, increasing the
work of breathing and leading to terminal airway collapse. As
aresult, an increased ventilation-perfusion mismatch can lead
to the need for ventilatory support [11], which in turn increases
the metabolic and cal oric demand to maintain temperature[12].
Although the point of view of carefor lung immaturity is often
related to the inability of the epidermal barrier to retain heat,
there are few studies in this regard. Taesch et al (1972) [13]
demonstrated that skin age is an indicator of lung age by
studying rabbits [13].

In terms of access to lung maturity assessment, as well as
advanced neonatal care, there is inequality around the world
[14]. In these circumstances, knowing the risks of respiratory
morbidity with accuracy might help in making more balanced
decisions and determining the most appropriate care. Still,
testing strategies based on gestational age for predicting the
likelihood of RDS do not provide a complete approach to
addressing the dilemma of indeterminate outcomes [10]. In
response, noninvasive assessment methods have been proposed.

https://biomedeng.jmir.org/2023/1/e52468

A new photobiological device proved to correctly classify
preterm newborns with 91.4% accuracy using a mathematical
algorithm based on skin maturity and clinical adjusters[15]. In
this context, the ability to accurately assess skin maturation and
the potential synchrony of skin-lung development enables the
study of a possible marker of lung maturation. The aim of this
study was to assess the relationship between newborn skin
maturity and RDS.

Methods

Setting

Thisstudy was carried out in 5 Brazilian urban reference centers
for highly complex perinatal care in different regions: in the
southeast, Hospital de Clinicas of Universidade Federa de
Minas Gerais (as coordinator) and Hospital Sofia Feldman; in
the south, Hospital of Universidade Luterana do Brasil; in the
center-west, the Hospital Materno Infantil de Brasilia; and in
the northeast, the University Hospital of Universidade Federal
do Maranh&o.

Ethics Approval

Thetrial protocol received approval from theindependent ethics
review board at each reference center under the number
81347817.6.1001.5149 at the Brazilian Nationa Research
Council. The procedures followed the Helsinki Declaration of
1975, asrevised in 2013[16], and all parents provided informed
consent on behalf of their newborns before participating in the
clinical trial.

Study Design

Thiswas a case-control nested in a prospective cohort study to
investigate a secondary outcome within a single-blinded
multicenter clinical tria investigation with a single group and
singlearm. Theclinical tria protocol was disclosed in the World
Health  Organization's International  Clinical  Triad
Platform—Brazilian Clinical Trials (registered under trial
number RBR-3f5bm5).

Participants

In the primary cohort, a concurrent and sequential process
enrolled newborns who were up to 24 hours old, had a
gestational age of at least 24 weeks as determined by standard
ultrasound, and were recruited between January 2, 2019, and
May 30, 2021. Skin maturity assessment was conducted within
the first 24 hours of life, regardless of the newborn’s location,
whether it was in an incubator, heated crib, bassinet in the
hospital room, or on the mother’s lap. All participants were
followed for a period of 72 hours or until discharge or death,
whichever occurred first, for the assessment of lung maturity.
The examiner, who was blind to the results of the skin
assessment, collected respiratory outcome data from medical
charts. This study focused on the 72-hour follow-up data. More
details about the study protocol can be found in a previous
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publication [17]. Thetimeframe of enrolment, interventionwith  depicted in Table 1, adapted from Reis et al [18].
the optical device, and respiratory outcome measurements is
Table 1. Study timeline.
Study period
Enrolment Assessment Close-out Allocation
Time point 0 hours 0 hours 72 hours Andysis
Enrolment
Eligibility X
Informed consent
Optical device intervention X
Assessment and analysis
Optical device data acquisition X
Standard ultrasound X
Case-control nested study X X

We included newborns diaghosed with RDS based on clinical
and radiological criteria after reviewing their clinical records.
Newborns with immature lungs diagnosed with RDS formed
the case group, and newborns with mature lungs without a
respiratory diagnosis were randomly paired by gestational age
ranges to form the control group. Newborns with
extrapulmonary conditions, tachypnea due to causes other than
prematurity, and diagnosis of infection were excluded.

Skin Assessment

The skin assessment occurred with an optical device previously
detailed [15] (Figure 1). Briefly, to obtain the skin reflectance,
an LED sensor of wavelengths 400 to 1200 nm was touched to
the newborn's sole for a few seconds to trigger 10 automated
measurements. We performed 3 measurements, resulting in 30

https://biomedeng.jmir.org/2023/1/e52468

automatic val uesto obtain the average reflection. The processor
then captured the variations resulting from the interaction of
the skin and LED light and kept it in storage for analysis. The
data processor estimated lung maturity using machine learning
algorithms. The evaluation advocated minimal manipulation,
being performed in the position where the newborn was, after
hand hygiene and sensor disinfection. The best body position
to assess skin reflectance and possible influences, such as
humidity, temperature, ambient light, and the skin tone of the
newborn, were eval uated beforehand [19,20]. The reliability of
skin assessment with the device was previously reported. The
intraobserver and interobserver variability were 1.97% (95%
Cl 1.84%-2.11%) and 2.6% (95% ClI 2.1%-3.1%), respectively
[15].
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Figure 1. Stepsof skin assessment in 8 steps: (1) the device touches the skin; (2) the standard body position for ng skin reflectance in newborns
isthe sole; (3) 3 measurements are taken simultaneously; (4) the LED light interactswith the skin, scattering the light, and the returned light (refl ectance)
toward the sensor is processed by a control unit and stored for analysis; (5) the user inputs clinical data, such as birth weight and prenatal corticosteroid
use; (6) the user collects vital data during the procedure; (7) the data are recorded and stored for analysis, and (8) the data processor estimates lung
maturity using machine learning algorithms, associating light reflection and respiratory outcomes.
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Theresults obtained by the equipment were concealed from the
researchers. The readingswere stored in the processor and | ater
transmitted to an electronic database, where they were stored
on data servers. The results, apart from being inaccessible to
the examiner, were also not shared with the professionals
responsible for the child’'s care in the actual scenario. This
approach ensured that the study did not interferewith theclinical
decisions made by the health care professionals.

Clinical Data

To ensure proper data acquisition, al examiners were trained
according to good clinical practice as recommended by the
Brazilian Regulatory Health Agency [17]. Data related to
respiratory outcomes were collected from medical records.
During data curation, the senior clinician analyzed and
confirmed the RDS diagnosis according to the guidelines
previously described in the study protocol [21]. The framework
of the clinical variables and skin acquisitions is available in
Multimedia Appendix 1, as documented in the previous report
by Reiset al [15].

We developed dedicated software to collect structured clinical
data and associate them with the skin reflection of each newborn
from 5 perinatal centers simultaneously. Examiners used
individual setsof instruments, including atablet, optical device,
and paper versionsof theclinical dataforms. A double approach,
on paper and electronically, allowed verification of clinical data
for reliability and validity and was later validated by specialists
in data curation.

Primary Outcome

The primary outcome was the association between RDS
occurrence and skin light reflection.

https://biomedeng.jmir.org/2023/1/e52468

RenderX

The diagnosis of RDS was based on a previously published
clinical trial protocol [21]. In brief, it considered clinical,
laboratory, and radiological findings. The observations made
during thefirst 72 hours of lifeincluded tachydyspnea, the need
for oxygen or ventilatory support after 24 hours of age, the
requirement for surfactant replacement, and abnormal X-ray
findings. The main radiological signs included underinflated
lungs and a pattern of diffuse “ground glass’ reticulogranular
opacities, aong with reduced lung volume and air
bronchograms.

Secondary Outcomes

The secondary outcomes were the associ ation between the skin
reflectance and NICU admission and the need for ventilatory
support. Both invasive and noninvasive ventilatory supports
were taken into account, including supplemental oxygen by
nasal cannula or hood, nasal continuous positive airway
pressure, noninvasive ventilation with biphasic positive airway
pressure, and invasive mechanical ventilation through the
endotracheal tube.

Statistical Analysis

Descriptive statistics were used to expl ore the demographic and
clinical characteristics of newborns according to groups of
interest among the RDS and control groups. The analysis was
performed by calculating the frequencies and percentages of
categorical variables. The central tendency, mean (SD), median
(IQR), and dispersion were cal culated for quantitative variables.
The independent sample t test or Mann-Whitney test was used

to compare continuous variables, and the x? test or Fisher exact
test was used to compare categorical variables according to the
nature of their distribution.
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The inferential statistical analysis evaluated the relationship
between skin reflectance and outcome occurrence. The sensor
acquisition produced by the skin reflection was the independent
variable. Logistic regression was used to identify potential
influencers of RDS occurrence as birth weight and antenatal
corticoid exposition. Similar analyses were conducted with the
secondary outcomes, NICU admission and ventilatory support
needs. Inference was estimated by cal culating oddsratios (ORS)

with 95% Cls. The Nagelkerke R? was used to measure how
well the independent variables explained the variance in the
model. A Wald test was used to confirm if a set of independent

Neves et a

variables were collectively significant for the model. The
variables corresponding to P values <.05 in the univariate
analysiswere selected for the multivariate analysis, and analyses
were performed using the available data with imputation of the
missing data. The statistical software SPSS 25.0 (IBM) was
used for the analysis.

Results

At the end of the cohort study of 781 newborns, 640 were
selected for the case-control analysis according to the eligibility
criteria (Figure 2).

Figure 2. Flow diagram of participants included in the 72-hour follow-up study.
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The main characteristics of antenatal care and newborn infants
are shown in Table 2. There were 5 missing data points from 4
newborns, including information on the use of antenatal
corticosteroid therapy for fetal maturation exposition (ACTMF),
the presence of diabetes, the first minute Apgar score, and the
fifth minute Apgar score. According to comparisons between
groups, newbornswith RDS had ayounger gestational age (31.6

https://biomedeng.jmir.org/2023/1/e52468
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vs 39.1 weeks, P<.001) and lower birth weight (1491 vs 3121
grams, P<.001) than controls. During the 72-hour follow-up,
significantly different rates were found between groups
regarding NICU admission (RDS: n=170, 100%; control: n=16,
3.4%; P<.001), mortality (RDS:. n=5, 9.2%; control: n=0, 0%;
P<.001), and the need for ventilatory support (RDS: n=160,
100%; control: n=6, 1.3%; P<.001).
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Table 2. Clinical characteristics of the studied newborns.

Neves et a

Variable Total (n=640) RDS? (n=170) Controls (n=470) P value (RDS vs control)
Maternal characteristics, n (%)
ACTME? 192 (30) 147 (87) 45 (9.6) <.001
Diabetes 90 (14.1) 41 (24.1) 49 (10.4) <.001
HDF® 129 (20.2) 66 (38.8) 63 (13.4) <.001
Multiple gestation 101 (15.8) 67 (39.4) 34(7.2) <.001
Demographic data at birth
GAY (weeks), median (IQR) 38.1(33.8-39.9) 316(29.9-334)  39.1(37.4-40.1) <.001
Preterm, n (%) 250 (39.1) 169 (99.4) 81(17.2) <.001
Sex, male, n (%) 320 (50) 89 (52.4) 231 (49.1) 53
Birth weight (g), median (IQR) 2688 (905) 1491 (513) 3121 (561) <.001
Birth weight classification, n (%) <.001
>2500 g 420 (65.6) 4(1) 416 (99)
LBWE 130 (20.3) 79 (46.5) 51(10.9)
VLBW 58 (9.1) 55 (32.4) 3(0.6)
ELBWY 32(5) 32(18.8) 0(0)
1-minute Apgar score, median (IQR) 9(8-9) 8 (6-9) 9(8-9) <.001
5-minute Apgar score, median (IQR) 9(9-10) 9(8-10) 9(9-10) <.001
Neonatal resuscitation first steps, n (%) 268 (41.9) 160 (94.1) 108 (23) <.001
Neonatal resuscitation steps, PPV', n (%) 95(14.8) 75(44.1) 20(43) <.001
Neonatal resuscitation steps, intubation, n (%) 26 (4.1) 24 (14.1) 2(0.4) <.001
Advanced resuscitation, n (%) 2(0.3) 2(1.2) 0(0) <.001
Follow-up within 72 hours, n (%)
NICU admission 186 (29.1) 170 (100) 16 (3.4) <.001
Discharge 395 (61.7) 0(0) 395 (84) <.001
Mortality 5(0.8) 5(2.9) 0(0) .07
Incubator 166 (25.9) 152 (89.4) 14 (3) <.001
Ventilatory support 176 (27.5) 170 (100) 6(1.3) <.001
MVK 54 (8.4) 51 (30) 3(0.6) <.001
NIV 43(6.7) 43(25.3) 0(0) <.001
cPapP™ 156 (24.4) 153 (90) 3(0.6) <.001
NCh 2(0.3) 2(12) 0(0) <.001
Surfactant therapy 73 (11.4) 73 (42.9) 0(0) <.001

3RDS: respiratory distress syndrome.

BACTMF: antenatal corticosteroid therapy for fetal maturation exposition.

CHDP: hypertensive disorders of pregnancy.
dGA: gestational age.

€LBW: low birth weight (<2500 g).

f\VLBW: very low birth weight (<1500 g).

9EL BW: extremely low birth weight (<1000 g).
ANot available.

iPPV: positive pressure ventilation.
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INICU: neonatal intensive care unit.

KMV invasive mechanical ventilation.

INIV: noninvasive mechanical ventilation with bilevel-positive airway pressure.

MCPAP: continuous positive airway pressure.

"NC: oxygen by nasal cannula.

Concerning the primary outcome, different reflectance of the control groupwas0.717-1.274 withamean of 1.172 (SD 0.103).
skin over the sole was observed between the groups studied The mean difference of reflectance between groups was—0.227
(Figure 3). The reflectance range for the RDS group was (95% Cl —0.246 to —0.208; P<.001).

0.588-1.208 with a mean of 0.945 (SD 0.118), and that for the

Figure 3. Primary outcome: newborn skin reflection acquired on the sole of the foot on thefirst day of life for the case and control groups.
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Mean difference —0.23 (95% CI -0.25 to —0.21), ¢ test, P<.001

The univariate analysis showed a correlation between skin  (OR 0.994, 95% CI 0.990-0.998, R?=0.843, P<.001) (Table 3).
reflection and RDS. The skin reflectance was associated with Sk|n reﬂection was aw)mated with RDS regard'ess Of the
RDSintheunivariateanalysis (OR 0.982, 95% CI 0.979-0.985,  jnclusion of ACTMF and birth weight in the multivariate model.

R’=0.632, P<.001) aswell as in the cofactor-adjusted analysis

Table 3. Univariate and multivariate analyses of the association between skin maturity and the occurrence of respiratory distress syndrome acquired
by the optical device.

Variable Univariate analysis Multivariate analysis
OR?(95% Cl) P value R? OR (95% CI) P value R2
(Wald test) (Wald test)
Skin reflection® 0.982 (0.979-0.985) <.001 0632  0.994(0.990-0.998) 001 0.843
Birth weight 0.995 (0.994-0.996) <.001 0.825 0.996 (0.996-0.997) <.001
ACTMFC 63.106 (36.655-108.646) <.001 0.621 2.854 (1.207-6.749) .02
80R: odds ratio.

POR and 95% Cl values for skin reflection are x 10°,
CACTMF: antenatal corticosteroid therapy for fetal maturation exposition.

Secondary outcome data showed differencesin skinreflectance  vs no; Figure 4) and NICU admission (yes vs no; Figure 5).
between the studied groupsfor both ventilatory support use (yes  Regarding ventilatory support, the skin reflectance ranged from
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0.588 to 1.305 with a mean of 0.952 (SD 0.009) and 0.717 to  ranged from 0.588 to 1.304 with a mean of 0.953 (SD 0.009)
1.474 with a mean of 1.172 (SD 0.005), for the yes and no and 0.717 to 1.473 with amean of 1.176 (SD 0.005) for the yes
groups, respectively. The mean difference was 0.219 (95% CI  and no groups, respectively. The mean difference was 0.223
0.200-0.238; P<.001). For NICU admission, the skinreflectance  (95% CI 0.205-0.241; P<.001).

Figure 4. Secondary outcome: newborn skin reflection acquired on the sole of the foot in the first 24 hours of life according to ventilatory support use

(yes or no).
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Figure 5. Secondary outcome: newborn skin reflection acquired on the sole of the foot in the first 24 hours of life according to NICU admission (yes
or no). NICU: neonata intensive care unit.
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The univariate and multivariate analyses of secondary outcomes
are summarized in Tables 4 and 5 for ventilatory support use
and NICU admission, respectively. Skin reflection was
associated with the need for ventilatory support in the univariate

analysis (OR 0.983, 95% CI 0.981-0.986, R?=0.598, P<.001)
aswell asin the cofactor-adjusted analysis (OR 0.996, 95% CI

Neves et a

0.992-0.999, R?=0.814, P=.01). Similarly, there was an
association between skin maturity and NICU admission in the
univariate analysis (OR 0.928, 95% CI 0.979-0.985, R’=0.635,
P<.001) and multivariate analysis (OR 0.994, 95% ClI
0.990-0.998, R>=0.867, P=.004).

Table 4. Univariate and multivariate analyses of the association between skin maturity and the need for ventilatory support during the first 72 hours

of life.
Variable Univariate analysis Multivariate analysis
OR?(95% Cl) P value R2 OR (95% Cl) P value R2
(Wald test) (Wald test)
Skin reflection? 0.983 (0.981-0.986) <.001 0.598 0.996 (0.992-0.999) .01 0.814
Birth weight 0.996 (0.995-0.993) <.001 0.801 0.997 (0.996-0.998) <.001
ACTMES 56.108 (33.307-94.520) <.001 0.607 2.677 (1.209-5.924) .01
30R: odds ratio.

POR and 95% CI values for skin reflection are x 10°,

CACTMF: antenatal corticosteroid therapy for fetal maturation exposition.

Table 5. Univariate and multivariate analyses of the association between skin maturity and neonatal intensive care unit admission during the first 72

hours of life.
Variable Univariate analysis Multivariate analysis
OR2 (95% Cl) P vaue R2 OR (95% CI) Pvaue(Waldtest) R2
(Wald test)
Skin reflection® 0.928 (0.979-0.985) <.001 0.635 0.994 (0.990-0.998) .004 0.867
Birth weight 0.995 (0.994-0.996) <.001 0.852 0.996 (0.995-0.997) <.001
ACTMFE® 72.288 (42.238-123.715) <.001 0.648 2.908 (1.223-6.9155) .02
80R: odds ratio.

POR and 95% CI values for skin reflection are x 10°.

CACTMF: antenatal corticosteroid therapy for fetal maturation exposition.

Discussion

Principal Findings

The main aim of this study was to demonstrate the use of skin
maturity assessment as a potential marker of lung maturation.
We found an association between skin immaturity and the
occurrence of RDS, aswell asa similar association with other
respiratory outcomes, such as NICU admission and the need
for ventilatory support. Skin reflectance at newborns soles,
assessed within thefirst 24 hours of lifeusing an optical device,
indicated its maturity. Respiratory outcomes related to lung
maturity at 72 hours of life were obtained from medical records.
These results could enhance neonatal care, as knowledge of
lung maturity, regardless of the newborn’s gestational age, can
facilitate individualized care in the first hours of life.

Our findings reinforce the theory of the parallel development
of the organs, highlighting the similarity between stages, which
may allow the indirect evaluation of an organic system based
on the measurements of another, regardless of age[13]. Studies
in animal models have shown the similarity in the process of
lipid production between the stratum corneum and pulmonary
surfactant [22]. Predicting surfactant deficiency before

https://biomedeng.jmir.org/2023/1/e52468

respiratory deterioration depends on a combination of clinical
signs and lung imaging [23]. Therefore, atimely indication of
surfactant therapy may be postponed due to various factors,
such asthelack of specificity intheinitial phase of theimaging
methods, the absence of the exam in low- and middle-income
countries, and the masked signs of RDS severity by early
continuous positive airway pressure protocols [24,25]. In this
context, skin assessment appears to be a potential alternative,
as this study demonstrated an association between skin
reflectance and the need for ventilatory support in the first 72
hours of life. To the best of our knowledge, thisis a pioneering
study of pulmonary assessment using an indirect and
noninvasive method.

This study presented no intention of predicting RDS or other
complications related to pulmonary immaturity since it had a
nested case-control design. Removing confounding diseases,
such as sepsis, malformations, and other respiratory diagnoses,
was essential to analyze the rel ationship between skin maturity
and RDS. This analysis plan was stated in the clinical trial
protocol [18]. Additionaly, ACTMF and birth weight were
included inthe multivariate model to investigate theindependent
and adjusted association of skin-lung maturity. A comprehensive
sample of newborns with train-test procedures on machine
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learning approachesis still necessary to provide valuable models
of RDS prediction using skin reflection.

Furthermore, this study found an association between skin
reflection and NICU admission when adjusted by the cofactors
of birthweight and ACTMF. Previous reports demonstrated the
likelihood of preterm newborns, especially those with low birth
weight, requiring NICU monitoring due to hypothermia [22].
This population is prone to uncontrolled heat loss, leading to
hypoglycemia and hypoxemia, resulting in metabolic acidosis
and associated respiratory distress[26]. Predicting which infants
will become symptomatic of RDSisnot always possible before
birth. If not recognized and managed quickly, respiratory distress
can escalate to respiratory failure and cardiopulmonary arrest
[27]. Clinical evaluation of fetal lung maturity based on the
analysisof thelecithinto sphingomyelin ratio and lamellar body
count demands amniocentesis, which is an invasive procedure
that poses potential risks, such as preterm labor, fetomaternal
hemorrhage, or even death [28]. Furthermore, there is a large
difference in sensitivity and specificity among laboratory
analyses depending on the test [25]. Therefore, antenatal
assessment of fetal lung maturity islimited, and we believe that
anoninvasive method to assess lung maturity at birth can meet
the actual clinical needs.

Medical technologies for monitoring fetal and maternal health
are not equally accessible [29]. In low- and middle-income
countries, among the challenges is the transfer of the newborn
to specialized services due to suboptimal modes of transport
and difficult and time-consuming routes [30]. Therefore, early
assessment of lung maturity could improve resource allocation,
supporting theindication for transport, and potentially lowering
the mortality risk. The studied device can be easily applied by
several health professionals, favoring assistance especially in
low-resource settings. Thisstudy isthefirst step in this context,

Neves et a

showing apossi ble agreement between lung and skin maturation,
relying on RDS strictly due to immaturity.

Limitations

To assess pulmonary readiness for the extrauterine life, our data
analysis was based on the RDS scenario strictly caused by
immaturity and is therefore unabl e to predict the occurrence of
RDS. Since this case-control study excluded other neonatal
conditions, a comprehensive analysis including all causes of
respiratory distress at birth is necessary.

Strengths

As far as we know, this was the first study to demonstrate the
phenomenon of association between skin and lung maturity
assessed postnatally. Through an accessible technological tool
that can beintegrated into current clinical practice, atherapeutic
possibility arises for the indirect assessment of lung maturity.

Degspite the case-control methodology, data collection was
prospective, the research protocol was previously published,
and the team was trained and certified [17].

Future Directions

To develop and validate a predictive model for RDS, a study
that includes al causes of respiratory distress at birth is
necessary. We already have a study underway for this purpose.

Conclusion

This study showed the potential for identifying RDS and
immediate respiratory complicationsin thefirst 72 hoursof life
through skin assessment based on the synchronous devel opment
of the lungs and skin. The results, however, may not be
applicablefor predicting RDS, ventilatory support use, or NICU
admission.
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Abstract

Background: Numerous studies have explored image processing techniques aimed at enhancing ultrasound images to narrow
the performance gap between low-quality portable devices and high-end ultrasound equipment. These investigations often use
registered image pairs created by modifying the same image through methods like down sampling or adding noise, rather than
using separate images from different machines. Additionaly, they rely on organ-specific features, limiting the models
generalizability across variousimaging conditions and devices. The challenge remainsto devel op a universal framework capable
of improving image quality across different devices and conditions, independent of registration or specific organ characteristics.

Objective: This study aims to develop a robust framework that enhances the quality of ultrasound images, particularly those
captured with compact, portable devices, which are often constrained by low quality dueto hardware limitations. The framework
is designed to effectively process nonregistered ultrasound image pairs, acommon challenge in medical imaging, across various
clinical settings and device types. By addressing these challenges, the research seeksto provide a more generalized and adaptable
solution that can be widely applied across diverse medical scenarios, improving the accessibility and quality of diagnostic imaging.

Methods: A retrospective analysis was conducted by using a cycle-consistent generative adversarial network (CycleGAN)
framework enhanced with perceptual loss to improve the quality of ultrasound images, focusing on nonregistered image pairs
from various organ systems. The perceptua loss was integrated to preserve anatomical integrity by comparing deep features
extracted from pretrained neural networks. The model’s performance was eval uated against corresponding high-resol ution images,
ensuring that the enhanced outputs closely mimic those from high-end ultrasound devices. The model was trained and validated
using a publicly available, diverse dataset to ensure robustness and generalizability across different imaging scenarios.

Results: The advanced CycleGAN framework, enhanced with perceptual loss, significantly outperformed the previous
state-of-the-art, stable CycleGAN, in multiple evaluation metrics. Specifically, our method achieved a structural similarity index
of 0.2889 versus 0.2502 (P<.001), a peak signal-to-noise ratio of 15.8935 versus 14.9430 (P<.001), and a learned perceptual
image patch similarity score of 0.4490 versus 0.5005 (P<.001). These results demonstrate the model’s superior ability to enhance
image quality while preserving critical anatomical details, thereby improving diagnostic usefulness.

Conclusions: Thisstudy presents a significant advancement in ultrasound imaging by leveraging a CycleGAN model enhanced
with perceptual loss to bridge the quality gap between images from different devices. By processing nonregistered image pairs,
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the model not only enhancesvisual quality but also ensuresthe preservation of essential anatomical structures, crucia for accurate
diagnosis. Thisapproach holdsthe potential to democratize high-quality ultrasound imaging, making it accessible through low-cost
portable devices, thereby improving health care outcomes, particularly in resource-limited settings. Future research will focus

on further validation and optimization for clinical use.

(JMIR Biomed Eng 2024;9:e58911) doi:10.2196/58911

KEYWORDS

generative networks; cycle generative adversarial network; image enhancement; perceptual loss; ultrasound scans; ultrasound

images; imaging; machine learning; portable handheld devices

Introduction

Ultrasound imaging is crucial in medical diagnostics dueto its
noninvasive nature and high accuracy. It provides point-of-care
assessments that have been increasingly adopted by health care
professionals [1,2]. Historically, technology has been limited
to large, expensive devices typically found in specialized
medical settings. However, there has been atransformative shift
toward the development and adoption of compact, handheld
ultrasound devices [3,4]. These smaller devices promise to
democratize access to medical imaging by making it more
affordable and widely available. Yet, the miniaturization and
cost-effectiveness often come at the expense of image quality,
atrade-off primarily attributable to hardware constraints [5-7].

Machine learning algorithms have been explored to enhance
low-quality imageswithout the need for hardware improvements
[8]. For instance, generative adversarial networks (GANS) [9]
have been used to create high-quality reconstructions of
ultrasound images and videos, providing a cost-efficient avenue
for the enhancement of portable ultrasound devices [10-12].
The cycle-consistent generative adversarial network
(CycleGAN) framework, which is particularly useful for
image-to-image trandlations without requiring paired data, has
become increasingly popular [13]. The technology has been
applied across a spectrum of tasksincluding, styletransfer [14],
where the appearance of one image is transformed to match
another style, and object transfiguration [13,15,16], which
involves changing 1 object in an image into another while
retaining the overall structure. In medical imaging, CycleGANs
have been used in tasks such as pixel-wise translation in
echocardiography [17]. CycleGANSs have aso been applied in
cross-modality medical image translation such as converting
computed tomography to magnetic resonance imaging [18].
The architecture has even found use in histopathology to
standardize microscopy staining for more accurate diagnoses
[19].

We hypothesize that the integration of computational algorithms,
particularly CycleGAN, can mitigate the disparities in images
acquired from different medical imaging devices. Traditional
training approaches for these models artificially introduce
corruption into medical images to create pixel-wise pairs
[20-22]. However, these methods typically fail to encapsulate
the different characteristics of images acquired using different
devices. Acquiring paired images using different devices leads
to technical issues as images are captured at different time
instanceswith varying orientations, leading to structural changes
that cannot be completely resolved using image registration.

https://biomedeng.jmir.org/2024/1/€58911

In this work, we benchmark several key models that are highly
relevant to our task of ultrasound image enhancement. Pix2Pix
[4] uses conditional adversarial networks for paired
image-to-image translation, making it effective for directly
comparing low- and high-quality images. CycleGAN [5] enables
unpaired image-to-image trandation, which is crucia when
paired datasets are not available. Registration GAN (RegGAN)
[6] focuses on medical image translation by aligning structural
content using a registration network, and multilevel
structure-preserved GAN (MSPGAN) [ 7] introducesamultilevel
structure-preserved GAN for domain adaptation in intravascul ar
ultrasound analysis. However, the current state-of-the-art isthe
stability-enhanced CycleGAN [1], which specifically addresses
domain transformation challenges in unpaired ultrasound
images, making it particularly relevant and effective for our
specific application.

Evaluation metrics play a critical role in assessing the
effectiveness of image enhancement models. Commonly used
metrics include structural similarity index (SSlI), peak
signal-to-noise ratio (PSNR), and locally normalized
cross-correlation (LNCC) [5,10-12,23]. Whilethese metricsare
widely accepted, they primarily capture low-frequency
information and may not adequately reflect true image quality,
particularly in preserving high-frequency details, which are
crucial for medical diagnostics. Models that perform well on
thesetraditional metrics may produce visually appealing images
but fail to retain essential high-frequency content, leading to a
loss of critical diagnostic information and perceptual quality
[24]. To address this limitation, we incorporate the learned
perceptual image patch similarity (LPIPS) [24] metric in our
evaluations. L PIPSisdesigned to capture perceptual differences
that align more closely with human visual perception, ensuring
that our method not only performs well quantitatively but also
produces qualitatively superior images, preserving both low-
and high-frequency details essential for accurate medical
analysis.

To overcome these challenges, our approach leverages
perceptual loss, which can eliminate the need for registration
and more accurately relate images from disparate domains.
Traditional loss functions used in CycleGAN can result in
hallucinated features in the enhanced images [25]. By
incorporating perceptual 1oss [24], more interpretable images
are generated that are more robust to registration artifacts [26].
This method can enhance the reliability and consistency of
imagesfrom handheld ultrasound devicesto bridge the gap with
expensive high-end systemsfor greater equity in accessto health
care.
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Methods

Study Design

In this study, we aim to address the challenge of enhancing
ultrasound image quality, particularly for images captured by
compact, portable devices that often suffer from lower quality
due to hardware limitations. To achieve this, we used a
CycleGAN framework enhanced with perceptual loss. This
approach focuses on processing nonregistered image pairsfrom
various organ systems, ensuring that the enhanced imagesretain
anatomical integrity and closely mimic high-resolution outputs.
Our method is designed to be robust, versatile, and applicable
across diverse clinical settings.

Model Overview

Our framework for generating high-quality images is a
modification of the CycleGAN architecture, designed to map
between 2 distinct imaging domains. In ultrasound image
enhancement, these domains correspond to low-quality (domain
L) and high-quality (domain H) images. The model uses 2
generators, G, and Gy, and 2 discriminators, D, and D, (Figure
1). Note that the generators G, and G, share the same model
architecture. Similarly, the discriminators D, and Dy, share the

Athreyaet d

same model architecture. The generator G, is responsible for

converting an image from domain H, which represents
high-quality images, to domain L, characterized by low-quality
images. Conversely, the generator G, performs the opposite
transformation, taking an image from domain L and converting
it to align with domain H. This bidirectional transformation
process is essential for the task of image enhancement, as it
allowsfor theimprovement of low-quality imagesby translating
them into their high-quality counterparts. The discriminators
aim to distinguish real imagesin their respective domains from
those transformed by the generators. A unique feature of this
approachisthe cycle consistency loss[13], which playsacrucia
roleinimage quality enhancement. Thisloss ensuresthat when
an image is translated to the other domain and then reverted to
its original domain, it closely resembles the original image.
Specifically, for enhancing low-quality images to high-quality
images, the cycle consistency loss maintainstheintegrity of the
image content throughout the transformation process. This
prevents the introduction of artifacts and ensures that the
enhanced image retains the essential features of the original
low-quality image, resulting in ahigh-quality output that remains
true to the source. After training, the G, generator is used to
enhanceimages, maintaining essential structural attributeswhile
improving clarity and resolution.

Figure 1. An overview of the cycle generative adversarial network model training and loss computation framework. The solid black arrows indicate
the flow of data. The dashed red arrows indicate the flow of information for loss computation.
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Model Description

GANSshave seen transformative advancements, with CycleGAN
[13] representing a significant milestone in facilitating
unsupervised image-to-image trandations. The GAN
architecture comprises 2 primary modules: the generator and
the discriminator.

The generator (Figure 2A) architecture is inspired by the
generator used by Isola et a [27]. The generator network is
structured as a UNet [28], divided into encoding and decoding
phases, incorporating detailed mechanisms for both
down-sampling and up-sampling the input data. The encoder
initiates with a 64-channel 2D convolutional layer designed to
capture broad contextual details. This phase uses multiple
down-sampling layers, each comprising a convolutional layer
with instance normalization and leaky rectified linear unit
(ReL V) activation functions. Theinstance normalization layers

https://biomedeng.jmir.org/2024/1/€58911

stabilize the training process by normalizing the feature maps,
while leaky RelLU activations introduce nonlinearity and
mitigate the vanishing gradient problem. To enhance model
robustness, dropout layers are included in deeper layers of the
encoder. The down-sampling process reduces the spatial
dimensions while increasing the depth, thereby emphasizing
hierarchical feature extraction. In the decoding phase, the model
uses transposed convolutional layers for up-sampling, which
restoresthe spatial dimensions. Each up-sampling step involves
skipping connections from the corresponding down-sampling
layers, preserving detailed features from earlier stages. These
layers also incorporate instance normalization and RelLU
activations, where RelL,U functions introduce nonlinearity,
promoting sparse activations and efficient learning. The final
layer uses a tanh activation function, scaling the output values
to [-1, 1], suitable for image generation tasks. This design
ensures effective image enhancement by maintaining
high-quality feature extraction and reconstruction.
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The discriminator (Figure 2B) distinguishes between real and
generated images. We use spectral normalization [29] to ensure
stability during training. Its architecture begins with a
convolutional layer that compresses spatial information and
expands depth followed by a leaky ReLU activation layer.
Subsequent layers maintain the use of spectral normalization
to ensure 1 —Lipschitz continuity. This constraint on the spectral
norm of each layer’ sweights helpsto balance the generator and

Athreyaet d

discriminator during training. The PatchGAN [27,30] style
discriminator output is a 30x30 grid with a depth of 1, which
provides a spatial map indicating the likelihood of each region
in the input image being real or generated. This final
classification output allows for a more detailed evaluation of
theimage, hel ping to distinguish between authentic and synthetic
content across different spatial locations.

Figure 2. The model architectures. The (A) generator and (B) discriminator model architectures. The figure legend lists the different layers in the

models. ReL U: rectified linear unit.
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L oss Function

Perceptual Loss

Conventional methodologies like mean squared error (MSE)
and SSI rely on pixel-wise alignment which makes them
unsuitable for nonregistered image pairs acquired using different
devices. The LPIPS metric addresses these constraints by
evaluating the perceptual similarity between images[24]. LPIPS
leverages deep features extracted from pretrained convol utional
networks, such asthe visual geometry group network [31]. The
LPIPS metric comparing images X and Y is given by the

following equation.
@]

where F; and w; denotesthe feature maps and optimized weights

fromthei™ layer of the pretrained network. Deep feature maps
are systematically extracted from every layer within the network,
ensuring a comprehensive reflection of the multi-scale
characteristics of human perceptual judgment. These features
are then unified through linear combination, optimizing the
weightsto align with perceptual judgments assessed by human
evaluators. The LPIPS metric consistently outranks traditional
metrics, showcasing superior performance across an array of
perceptual judgment tasks[26]. Thislossis cal culated between
real imagesL and H, and those generated through the CycleGAN
framework’s generators as follows.

https://biomedeng.jmir.org/2024/1/€58911
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where H' represents G,(L) and L' represents G, (H).

Generator Loss

The generator’sloss function isalinear combination of severa
distinct loss terms, each playing a pivotal role in optimizing
image trandlation between the 2 domains. First, adversarial loss
Laav (Du,D,) induces the discriminators to perceive generated
images as genuine, whether they aretrandated fromlow to high
quality or vice versa.

Lagv (Bw,Dy) = MSE(1,Dy) + MSE(L,D,)

Specifically, MSE calculates the discrepancy between the
discriminator’s predictions and an array of ones. The array of
onesrepresentsthetarget output for real images, indicating that
the discriminator should classify these images as genuine. By
comparing the discriminator’s predictions to this ideal output,
the M SE helps measure how far the generated images are from
being perceived as real. These terms push the generator to
produce images that can convince the discriminator they belong
to the high-quality domain, thereby improving the realism and
quality of the generated images. Using an array of ones ensures
that the generator is continuoudly driven to reduce the difference
between its output and real high-quality images, enhancing its
performance over time. The cycle loss Ly (Gy,G,) prevents
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the loss of critical image features by ensuring that an image
translated to the other domain and back yields the origina

image.
@]

where 2. and 2. The L1 loss L, 1(Gy,Gy) ensures that the

generated images are closer to true high-quality imagesin an
L1 distance sense.
E

Finaly, the aggregate generator loss, L(Gy,G.,Dy,D)), is
computed by combining all individual loss terms weighed by
their respective lambda constants.

]

By using this multifaceted loss function, the model ensuresthat
the generators achieve high-quality image translations while
preserving the intrinsic characteristics of the source domain.

Discriminator Loss

The discriminator loss function is designed to evaluate the
authenticity of images, incorporating the principle of label
smoothing to further enhance the model’s generalizability. The
discriminator istasked with distinguishing between real images
from the dataset and synthetic images generated by the
corresponding generator.

E

For each domain, the discriminator computes scores for both
real and synthetic images. Conventionally, discriminators are
trained using hard labels, where real images are labeled as“1”
and synthetic images as “0.” However, hard labels can cause
vulnerability to adversaria perturbations—small, intentional
changes to the input that can deceive the model into making
incorrect predictions—and lead to overconfidence, where the
discriminator becomes excessively certain in its predictions.
Label smoothing improves the generalization and robustness
of neural networks by preventing overconfidencein predictions.
Szegedy et a [32] demonstrated its effectiveness in reducing
overfitting and enhancing performance in image classification.
Similarly, Salimans et al [33] applied 1-sided label smoothing
in the training of GANSs, which helped stabilize training and
improvethe quality of generated images. These studies support
the use of label smoothing as a strategy to mitigate the negative
effects of hard labels. In our framework, if the mean scores of
both real and synthetic images for the high-quality domain are
lessthan 0.9, thelabel 1.0 isused. Otherwise, asmoothing factor
of 0.9 is applied, meaning the real images are given a target
vauedightly lessthan 1, to prevent overconfidence and promote
model robustness. The total discriminator loss, L(Dy,D,), is

then computed by aggregating the individual M SE losses E.
and E. for high and low-quality domains, respectively.

https://biomedeng.jmir.org/2024/1/€58911
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Implementation Details

All models were trained for 300 epochs with a batch size of 4
images. We used the Adam optimizer for model optimization,

with alearning rate (3x10~*) set for both the generators and the
discriminators. A beta value of 0.9 for the first and 0.999 for
the second moments were used in each optimizer. A learning
rate scheduler reduced learning rates by half (y=.5) every 100
epochs, to alow adaptability during training. Weights were
assigned to each lossterm: A ,4,=1 for adversarial 10ss, A¢yqe=10
for cycle-consistency loss, A ;=2 for L1 loss, and Ap,=10 for
perceptual loss. Theoverall dataset was split with 70% for model
training, 10% for model validation, and 20% for the hold-out
test set. Gradient scaling was used to optimize the model’s
precision and speed. Code implementation will be made publicly
available.

Evaluation

The synthetic high-quality images generated by the model are
evaluated using 4 key metrics: SSI, LNCC, PSNR, and LPIPS.
Each of these metrics provides a unique perspective on the
fidelity and quality of the generated images compared to the
ground truth.

«  SSl evaluates the structural fidelity between the generated

image H and the actual high-quality image H. It considers
3 aspects. luminance, contrast, and structure. The SSI is

computed as follows.
E

where |, and p' are the mean intensities, (] and El are the

variances, and E is the covariance between H' and H. The
constants C; and C, are used to stabilize the division.

+  LNCC measures the local similarity in intensity patterns
between the generated and actual high-quality images. This
metric is particularly sensitive to local differences in
intensity, making it useful for detecting fine-grained
discrepancies. LNCC is calculated by dividing the
cross-correlation of local image patches by the product of

their local SDs.
E

where |E. and |E. are the local means of the patches.

« PSNR quantifies the error signal strength between the
generated and actual images, derived from the MSE. It is
defined as follows.

E

where MAX; isthe maximum possible pixel value of theimage,

and MSE (H, H) is the mean squared error between H and H.
A higher PSNR indicates that the generated image is closer to
the high-quality reference.

« LPIPS [24] is a perceptual metric that compares deep
features extracted from aneural network rather than directly
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comparing pixel values. This approach better aligns with
human perception of image similarity. LPIPS is computed
by passing both the generated and actual images through a
pretrained deep network and measuring the distance
between their respective feature representations. Lower
LPIPS values indicate higher perceptual similarity.

Together, these metrics provide a comprehensive evaluation of
the generated images, which is particularly relevant for our
image enhancement task, where unregistered low-high quality
image pairs are compared. SSI and LNCC assess how well the
structural and intensity patterns are preserved during
enhancement, even when images are not perfectly aligned.
PSNR quantifies the reduction in error relative to the original
image, indicating overall fidelity. LPIPS, on the other hand,
evaluates perceptual quality, ensuring that the enhancement
appears natural and realistic to human observers, even in
challenging scenarios with misaligned inputs.

Ethical Consider ations

This study did not involve the collection of new data from
human participants. The dataset used is publicly available and
provided as part of the 26th I nternational Conference on Medical
Image Computing and Computer Assisted Intervention
(MICCALI 2023) USEnhance Challenge [34,35]. Therefore, no
ethics review or approval was required for this study. As the
study used publicly available data provided by the organizers
of the challenge, informed consent specific to this research was
not required. It is assumed that the original informed consent
for data collection includes provisions for secondary analysis
without requiring additional consent. All images used in this
study arefully deidentified with no personal health information
included. The dataset provided by the challenge organizers
ensured anonymity, thus protecting the privacy and

Table 1. Dataset summary across different ultrasound devices and organs.
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confidentiality of any potential human participants. There was
no direct interaction with human participants in this study;
hence, no compensation was provided. No imagesin this study
or its supplementary materials alow for the identification of
individual participants. All data are deidentified and anonymous,
ensuring that no individual can be recognized from the images
used.

Results

Overview

This study uses adataset consisting of 2100 ultrasound images,
including 1050 pairs of low- and high-quality images (Table 1
[34]). These images were collected from 131 patients with
suspected thyroid tumors, carotid plaque, or breast cancer, along
with healthy participants. During scans, volunteers were
instructed to hold their breath for approximately 10 secondsto
minimize deformation, and landmark points were noted for
nonrigid registration to ensure the creation of accurate data
pairs. This well-curated dataset provides a robust foundation
for this study. This dataset was provided by the organizers of
the MICCAI 2023 USEnhance Challenge [34]. Our baseline
compares low-quality images directly to high-quality images
without any enhancement or |earning-based processing, serving
as the starting point for evaluating the effectiveness of various
models, including our approach. The models benchmarked in
this study include Pix2Pix [27], MSPGAN [11], CycleGAN
[13], RegGAN [23], and stable CycleGAN [12]. Among these,
MSPGAN, RegGAN, and stable CycleGAN are the most recent
advancements and are considered state-of-the-art for this task.
To rigorously assess the improvements offered by our method,
we computed the statistical significance of our results using the
1-sided Wilcoxon signed rank test.

Organ Low-end device High-end device Patients (n=131), n (%)  Ultrasound image pairs, n (%)
Training Testing Total
(n=840) (n=210) (n=1050)
Thyroid mSonics MU1 Toshiba Aplio 500 33(25.2) 233(27.7) 58 (27.6) 291 (27.7)
Carotid SSUN Toshiba Aplio 500 54 (41.2) 229 (27.3) 57 (27.1) 286 (27.2)
Abdomen SSUN General ElectricLOGIQE9 21 (16) 217 (25.8) 54 (25.7) 271 (25.8)
Breast mSonics MU1 Aixplorer ultrasound system 23 (17.6) 161 (19.2) 41 (19.5) 202 (19.2)

(SuperSonic Imaging SA)

Quantitative Results

In the evaluation of the SSI, our proposed method achieved a
score of 0.2889 (Table 2), surpassing the reference low baseline
(0.2363; P<.001), as well as CycleGAN (0.2622; P<.001) and
stable CycleGAN (0.2502; P<.001). This places our method on
par with the top-performing models like Pix2Pix (0.2862;
PP>.99), MSPGAN (0.2796; P<.001), and RegGAN (0.2809;
P<.001). Among the methods evaluated, stable CycleGAN
exhibited the lowest SSI score, indicating the least effective
structural preservation. Pix2Pix, on the other hand, performed
dightly better than MSPGAN and RegGAN, highlighting its
strength in maintaining structural details. For LNCC, our method

https://biomedeng.jmir.org/2024/1/€58911

recorded a score of 0.8454, which is significantly higher than
the referencelow baseline (0.7836; P<.001) and comparableto
the scores achieved by MSPGAN (0.8535; P>.99) and Pix2Pix
(0.8491; P>.99). WhileMSPGAN ledin LNCC, the differences
between the top performing methods are minimal, underscoring
the similar performance levels across these models. Notably,
CycleGAN and stable CycleGAN scored 0.8271 (P<.001) and
0.8145 (P<.001), respectively, showing lower but still
competitive performance.

In terms of PSNR, the proposed method achieved a score of
15.8935, which is a marked improvement over the reference
low baseline (14.2978; P<.001). Although Pix2Pix (16.3914;
P>.99) and MSPGAN (16.2602; P>.99) reported higher PSNR
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values, indicating lower overall error between the generated
and high-quality images, the differences between these models
and our approach are modest. RegGAN also performed well
with a score of (16.2721; P>.99), while CycleGAN (14.9126;
P<.001) and stable CycleGAN (14.9430; P<.001) had lower
PSNR values, indicating higher error rates. Finaly, for the
LPIPS metric, our method demonstrated the best performance
with ascore of 0.4490, significantly lower than Pix2Pix (0.4664;
P<.001), MSPGAN (0.4709; P<.001), and RegGAN (0.4855;
P<.001). Thisindicates that our method produced images that

Table 2. Performance evaluation of models on the test set.

Athreyaet d

were perceptually closer to high-quality outputs. CycleGAN
and stable CycleGAN reported L PIPS scores of 0.4828 (P<.001)
and 0.5005 (P<.001), respectively, with stable CycleGAN
showing the least favorable performance among all modelsin
terms of perceptual quality. Acrossthese metrics, while certain
models like Pix2Pix and MSPGAN excel in specific metrics
such as LNCC and PSNR, our approach consistently delivers
competitive performance, particularly in SSI and LPIPS, making
it arobust framework for ultrasound image enhancement.

Model configurations LNCC? P SSI%t PSNRY LPIPSLf
Reference low 0.7836Y 0.2363Y 14.29789 0.5080
Pix2Pix [27] 0.8491 0.2862 16.3914 0.46649
MSPGANM[11] 0.8535 0.27969 16.2602 0.47099
CycleGAN' [13] 0.8271¢ 0.2622¢ 14.91269 0.4828¢
RegGAN! [23] 0.8475 0.28099 16.2721 0.48559
Steble CycleGAN [12] 0.81459 0.25029 14.94309 0.50059
Proposed method 0.8454 0.2889 15.8935 0.4490

3_NCC: locally normalized cross-correlation.

b higher scores are better.

CsSI: structural similarity index.

dPSNR: peak signal-to-noiseratio.

€L PIPS: learned perceptual image patch similarity
f1 - lower scores are better.

Itatistically significant improvement.

PMSPGAN: multilevel structure-preserved generative adversarial network.

iCycl eGAN: cycle-consistent generative adversarial network.
JRegGAN: registration generative adversarial network.

Qualitative Results

Qualitative analysis further illustrates the differences in the
generated images acrossthe models. Asshown in Figures3and
4, methods such as Pix2Pix, MSPGAN, and RegGAN, despite
their higher scores in SSI, LNCC, and PSNR, often produce
imagesthat lack anatomical detail and introduce distortionsthat
may affect clinical interpretation. In contrast, methods like
CycleGAN, Stable CycleGAN, and our proposed approach

https://biomedeng.jmir.org/2024/1/€58911

maintain the integrity of anatomical structures, ensuring that
the generated images closely resemblethe original high-quality
images. Our approach is particularly effectivein preventing the
loss of critical diagnostic information, which is essential for
accurate medical assessments. While quantitative metrics
provide a useful evaluation framework, the qualitative results
underscore the importance of preserving anatomical integrity,
an areawhere our method excels.
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Figure 3. A comparative visualization of ultrasound scans from the test set, showcasing the performance of different enhancement frameworks on the
same high-low quality image pair. Each subfigure corresponds to a different model’s output, allowing for a direct comparison of the anatomical
preservation and image quality achieved by each approach. (A) reference low, (B) Pix2Pix [27], (C) MSPGAN [11], (D) RegGAN [23], (E) reference
high, (F) CycleGAN [13], (G) stable CycleGAN [12], and (H) proposed method. CycleGAN: cycle-consistent generative adversarial network; M SPGAN:
multilevel structure-preserved generative adversarial network; RegGAN: registration generative adversarial network.

Figure4. A comparative visualization of ultrasound scans from the test set, showcasing the performance of different enhancement frameworks on the
same high-low quality image pairs. (A) Thyroid, (B) carotid, (C) liver, (D) kidney, and (E) breast. CycleGAN: cycle-consistent generative adversarial
network; MSPGAN: multilevel structure-preserved generative adversarial network; RegGAN: registration generative adversarial network.
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Discussion

In this study, we developed and evaluated an advanced
CycleGAN framework enhanced with perceptual lossto address
the challenge of varying image quality in ultrasound imaging
across different devices. Our primary objective wasto improve
the quality of low-resolution ultrasound images captured by
portable devices while preserving anatomical integrity, which
iscritical for accurate clinical diagnostics. Theresultsfrom our
evaluation demonstrated that the integration of perceptual loss
enhanced the quality of the generated images, achieving strong
performance in key metrics such as SSI and LPIPS, though
dlightly lower in LNCC and PSNR compared to other models.
These outcomes suggest that our approach represents a
significant step toward bridging the gap between low- and
high-quality ultrasound images, making it particularly beneficial
for portable, handheld devices that often struggle with image
quality due to hardware limitations.

The use of perceptual loss in our model alowed for a more
direct and meaningful comparison between low- and
high-quality images, which contrasts with previous studies that
treated these domains asindependent [12]. By leveraging paired
images from different devices, our model was able to learn the
nuances of quality differencesin amanner that closely mirrors
real-world clinical scenarios. This pairing led to significant
improvementsin metrics such as SSI and L PIPS, indicating that
our model preserves structural fidelity and local intensity
patterns more effectively than current state-of-the-art
approaches. However, it is important to note that while some
models, such as Pix2Pix, MSPGAN, and RegGAN, achieve
high scoresin SSI, LNCC, and PSNR, they often do so at the
expense of anatomical integrity. These models tend to remove
or alter critical anatomical structures, leading to a loss of
valuable diagnostic information. In contrast, our approach retains
theanatomical content while producing comparable performance
in these metrics and outperforming all other modelsin LPIPS,
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which measures perceptual quality. This balance between
maintaining anatomical fidelity and achieving highimage quality
isasignificant strength of our method, making it more suitable
for clinical applications where accuracy is paramount.

Despite these promising results, there are some limitations to
our approach that need to be addressed in future work. The
reliance on perceptual loss, while beneficial for maintaining
image fidelity, introduces additional computational complexity,
leading to longer training times. This requirement could be a
limitation in scenarios where computational resourcesarelimited
or rapid model deployment is necessary. Additionally, while
our model has demonstrated strong performance across a
well-curated dataset, the findings need to be validated through
extensive real-world applications across diverse datasets and
imaging conditions to ensure robustness and generalizability.
Furthermore, the current model is designed to work across
various organ systems and diseases, but future research could
explore the development of more specialized models tailored
to specific clinical contexts, potentially optimizing performance
for targeted diagnostic tasks.

To conclude, this work introduced an advanced
CycleGAN-based framework that effectively enhances
ultrasound image quality across devices by using perceptual
loss to train on paired images. Our findings demonstrate the
feasibility of bridging the image quality gap between low- and
high-quality ultrasound images, thereby improving the
accessibility and equity of high-quality diagnostic imaging. As
wemoveforward, it will be crucial to conduct clinical validation
of this approach across a wide range of medical scenarios and
explore its application to other imaging modalities. This result
could pave the way for integrating our model into routine
clinical practice, ultimately enhancing diagnostic accuracy and
improving patient outcomes. By making high-quality imaging
more accessible, particularly through portable ultrasound
devices, our approach holdsthe potential to significantly impact
health care delivery and patient care on aglobal scale.
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Abstract

Background: Physiological motion of the lumbar spineisatopic of interest for muscul oskel etal health care professional s since
abnormal motion isbelieved to berelated to lumbar complaints. Many researchers have described ranges of motion for the lumbar
spine, but only few have mentioned specific motion patterns of each individual segment during flexion and extension, mostly
comprising the sequence of segmental initiation in sagittal rotation. However, an adequate definition of physiological motion is
still lacking. For the lower cervical spine, a consistent pattern of segmental contributions in a flexion-extension movement in
young healthy individuals was described, resulting in a definition of physiological motion of the cervical spine.

Objective: Thisstudy aimed to definethe lumbar spines’ physiological motion pattern by determining the sequence of segmental
contribution in sagittal rotation of each vertebra during maximum flexion and extension in healthy male participants.

Methods: Cinematographic recordings were performed twice in 11 healthy male participants, aged 18-25 years, without a
history of spine problems, with a2-week interval (time point T1 and T2). Image recognition software was used to identify specific
patterns in the sequence of segmental contributions per individual by plotting segmental rotation of each individual segment
against the cumulative rotation of segmentsL1to S1. Intraindividual variability was determined by testing T1 against T2. Intraclass
correlation coefficients were tested by reevaluation of 30 intervertebral sequences by a second researcher.

Results: No consistent pattern was found when studying the graphs of the cinematographic recordings during flexion. A much
more consistent pattern was found during extension, especially inthelast phase. It consisted of apeak inrotationin L3L 4, followed
by apeakin L2L3, andfinaly, in L1L2. This pattern was present in 71% (15/21) of al recordings; 64% (7/11) of the participants
had a consistent pattern at both time points. Sequence of segmental contribution was less consistent in the lumbar spine than the
cervical spine, possibly caused by differences in facet orientation, intervertebral discs, overprojection of the pelvis, and muscle
recruitment.

Conclusions: 1n 64% (7/11) of the recordings, a consistent motion pattern was found in the upper lumbar spine during the last
phase of extension in asymptomatic young male participants. Physiological motion of the lumbar spine is a broad concept,
influenced by multiple factors, which cannot be captured in afirm definition yet.

Trial Registration: ClinicalTrials.gov NCT03737227; https.//clinicaltrials.gov/ct2/show/NCT03737227
International Registered Report Identifier (IRRID): RR2-10.2196/14741

(JMIR Biomed Eng 2023;8:e41906) doi:10.2196/41906
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Introduction

Physiological motion of the lumbar spine is of interest for
muscul oskeletal health care professionals. Motion of the lumbar
spine is dependent on multiple structures, for example facet
joint orientation, spinal-pelvic relations, intervertebral disc
loading, and muscle recruitment. Although the concept of
physiological motion is used in many instances, a proper
definitionisgtill lacking. Over thelast 90 years, several attempts
to define physiol ogical motion have been made. In 1931, Dittmar
et al [1] werethefirst to use sagittal radiographsto analyze the
normal range of flexion and extension for the lumbar spine.
Subsequently, more motion research followed using other
techniques including computed tomography and magnetic
resonance-based 3D imaging [2-4]. Based on these data,
segmental ranges of motion with ahighintra, and interindividual
variability were described [5,6]. For this reason, researchers
started to investigate sequences, like sequence of segmental
initiation of motion. Studies that report sequence of segmental
initiation of motion in flexion and extension also showed
variable results. The lack of consistent segmental ranges of
motion or sequence hampers the definition of physiological
motion of the lumbar spine [7-17].

Our research group described a consistent sequence of segmental
contribution in the lower cervical spine during extension using
sagittal cinematographic recordings [18]. This research was
used to create a definition of physiological motion in young
healthy individuals without spinal complaints. To our
knowledge, similar analysis of the sequence of segmental
contribution for the lumbar spine has not been carried out
previously.

This study aimed to analyze the sequence of segmental
contribution of L1 to S1 in sagittal rotation during flexion and
extension in individual participants. A consistent pattern of
segmental contribution in asymptomatic participants could be
seen as a definition of psychological motion. In the future, this
pattern could be used to investigate potential abnormal motion
in lumbar conditions. It might be possible to better diagnose
instability and the impact of it on lumbar spine motion.
Furthermore, we can determineif differencesin motion lead to
back pain and can be resolved by physiotherapy.

Methods

Ethics Approval

The study was approved by the Medical Research Ethics
Committee of Zuyderland Hospital and Zuyd University of
Applied Sciences, the Netherlands (METCZ20180094).

Participant Inclusion

The study protocol was published [19]. After approval, this
study included men, aged between 18 and 25 years, withaBMI|

<25 kg/m?, with no medical history of spine problems, and able

https://biomedeng.jmir.org/2023/1/e41906

to perform maximum lumbar flexion and extension without
complaints. No medical history of spine problemswas defined
asno visitsto adoctor or physical therapist for spine complaints,
no former spine surgery, total scores of Oswestry Disability
Index and Visual Anaogue Scale for back pain of zero, and a
Kellgrens' classification of 0-1 in levels L4L5 and L5S1 on
cinematographic recordings eval uated by 2 spine surgeons (TB,
HvS, and WvH) [20-22]. Femal e participants were excluded to
protect their ovaries from direct radiation exposure. Potential
participants were excluded if x-rays of the abdomen, pelvis,
hip, lumbar, or sacral spine were taken in the previous year or
in cases of active spinal infection, immature bone, lumbar tumor,
previous lumbar radiotherapy, congenital lumbar spine
abnormality, or planned pregnancy of the participants partner
inthe coming year. Sample size, based on previous studies, was
set on 11 participants [13,14,23].

Informed consent was acquired from all participants.
Radiological data were stored along with the number of
participants and recordings. Handling of persona data will
comply with the guidelines of the Dutch Personal Data
Protection Act.

Study Procedures

Flexion and extension cinematographic recordingswere acquired
twice for each participant during afternoons and evenings. An
interval of 2 weekswas maintained to determine reproducibility
and consistency of the sequence between 2 time points (T1 and
T2) [18,24]. Cinematographic recordings were made from a
lateral perspective to obtain sagittal images, using the Philips
Allura Xper FD20 x-ray system. The following settings were
used: frames of 1024x1024 pixels, 7.5 frames per second, tube
voltage of 75-90 kV, filter of 0.9 mm copper + 1 mm aluminum,
and a detector distance of 48 cm. The total radiation dose for
participants was categorized in category 2A, using the
Neuracritical Care Society guidelines on risks of radiation dose
(0.1-1.0 mSv) [25]. During cinematographic recordings,
participantswere seated in a customized wooden chair, designed
to keep the pelvis in a fixed position (Figure 1). A 3-point
fixation was|ocated on the anterior superior iliac spine, posterior
inferior iliac spine, and the upper legs, which could be adjusted
to the participants' physique. Participants were asked to remove
clothesthat could disturb the cinematographic recordings. From
aneutral seating position with the knees in 90 degrees flexion,
participants were asked to perform maximum extension,
followed by maximum flexion, and then a return to maximum
extension in 14 seconds, using ametronome. Maximum flexion
and extension was determined as the maximum achievable
position of the participant and practiced before the final
cinematographic recordings. During the active motion task,
armswere crossed in front of the chest (Figure 1). Thisduration
was chosen based on the pul se frequency of theimage technique
(7.5 pulses per second) and the number of necessary images
(104 images) for image recognition.
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Figure 1. Customized wooden chair with 3-point fixation of the pelvis. The 3-point fixation is located on the anterior superior iliac spine, posterior

inferior iliac spine, and the upper legs.
F

Radiological Data Processing and Analysis

For thisresearch, we have previoudy devel oped custom software
that usesimage recognition algorithmsto track vertebrae during
flexion and extension [26]. The softwarefollows bony structures
within user-defined template areas throughout all frames, using
a best-fit principle to match normalized gradient field images.
To define these templ ate areas, the user draws polygons around
all vertebrae on the median frame of the recording [26]. After
the software has completed tracking these structures, they can
be manually evaluated. Corrections can be made if necessary.

https://biomedeng.jmir.org/2023/1/e41906
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Finaly, graphs are made for both flexion and extension
cinematographic recordings for each individua participant to
identify specific patterns in the sequence of segmental
contributions. Segmental rotation of each individual segment
(L1 to S1) between each pair of successive frames was plotted
against the cumulative rotation in segments L1 to S1 together.
A more detailed description of the image recognition software
can be found in a previously published study [26]. Analyses
were first performed for T1 and tested against T2. Time spent
on radiological data processing and analysis was 2 to 3 days
per cinematographic recording. Analyses were performed by
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researcher 1C, with reevaluation of 30 intervertebral sequences
by asecond researcher (TB) to determine reproducibility, using
a two-way mixed intraclass correlation coefficient (ICC). An
| CC above 0.60 was considered adequate. A consistent motion
pattern was defined as a similar pattern shown in at least 80%
(8/10) of the cinematographic recordingsin 2 time points. This
was comparable with the results of the cervical spine [18].

Results

A total of 11 participants were recruited and included, all
undergoing 2 cinematographic recordings. This resulted in a
total of 22 recordings, of which 1 (P1-recording 1) was excluded
from analyses, since L1 could not be followed in the field of
view. No consistent pattern was found when studying the graphs
of the cinematographic recordings during flexion (Multimedia
Appendix 1). During extension, segments L4L5 and L5S1
showed an inconsistent pattern (Multimedia Appendix 2).
Leaving L4L5 and L5S1 out of the analyses, a much more

Caglerset a

consistent pattern on the sequence of segmental contribution
was found, especially in the last phase of the extension motion.
It consisted of a peak in rotation in L3L4, followed by a peak
inL2L3, and finally, in L1L2 (Figure 2; Multimedia Appendix
3). Only the sequence of the peakswasimportant, not the height
of the pesks itself, since a peak represents the largest
contribution of a specific segment at a specific point in the total
motion despite the height. As discussed in the study of Boselie
et al [18], peaks with arotation lower than 0.3 were deemed to
fall within the measurement error and were not taken into
consideration. Intotal, 71% (15/21) of extension graphs showed
the abovementioned sequence, which represents 80% (8/10) at
T1 and 64% (7/11) at T2 (Multimedia Appendix 3). At both
time points, P5 and P7 did not show a consistent motion
seguence with different motion patterns at each time point. P9
only showed a consistent motion sequence in T1. ICC was
determined for each segment in 5 cinematographic recordings
(Table 1).

Figure 2. Sagittal rotation in segments in the upper lumbar spine (segments L1 to L4) during extension of the lumbar spine in healthy young male
participants (P2-T1). Onthey-axis, the rotation is shown in degrees between successive frames. On the x-axis, cumulative degrees of extension in block
L1 to L4 are shown. Peaks of the graphs per segments (L1L2, L2L 3, and L3L4) depict maximum contribution of the segment in a specific phase of the
extension. At the last phase of the extension, the L3L4 peak was followed by an L2L 3 peak and finally the L1L 2 peak. Each series of values undergoes

smoothing by means of alow-pass Gaussian digital filter.

Rotation

1.0+

0.5}

10 50 Segment L2-1L4

Table 1. Intraclass correlation coefficients (ICC) per segment of 5 randomly chosen cinematographic recordings. An ICC below 0.60 is determined as

inadequate and indicated initalics.

Segments Cinematographic recordings

2-1 32 4-1 81 11-2 Mean
L1L2 0.601 0.858 0.389 0.662 0.550 0.612
L2L3 0.799 0.615 0.808 0.662 0.722 0.721
L3L4 0.577 0.819 0.886 0.932 0.694 0.782
L4L5 0.691 0.437 0.876 0.917 0.553 0.695
L5S1 0.763 0.258 0.750 0.902 0.268 0.588
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Discussion

Principal Findings

Theaim of this study wasto ascertain the sequence of segmental
contribution and to possibly understand physiological motion
in sagittal rotation during maximum flexion and extension of
the lumbar spine in asymptomatic male participants. Results
showed a consistent pattern in 71% (15/21) of the recordings
during the last phase of the extension with apeak in rotation in
L3L4, followed by a pesk in L2L3, and finaly, in L1L2.
However, this pattern was consistent in only 64% (7/11) of the
recordings over the 2 time points.

Previous studies have used different imaging techniques to
describe the range of motion and the sequence of initiation of
motion of individual segments during flexion and extension of
thelumbar spine. Dvorak et al [16], Pearcy et a [15], and Staub
et al [11] described range of motion in rotation during maximal
passive flexion and extension of each level. Since range of
motion differed between studies and resulted in a high inter,
and intraindividual variability, a more consistent method to
define physiological motion was pursued. Initiation of motion
was described by several previous studies. Because of limitations
(eg, reporting pooled data instead of individual seguences,
limited range of motion, analyses of part of the lumbar spine,
and describing intervertebral rotation at specific time points or
specific ranges of motion instead of between successive frames),
results differ between studieswith high inter and intraindividual
variability [7-10,13,14,17].

In a cervical spine study [18], a more consistent sequence of
segmental contribution during the end of the extension, namely
in 80% of the participantsin T1 and 90%in T2, wasfound using
the same measurement method and setup as this study. The
reliability, sensitivity, and specificity of this measurement
method showed high scores, with a reliability, determined in
Fleiss Kappa, of 0.80-0.84, average sensitivity of 90%, and
average specificity of 85% [18]. We believe that these findings
show that this method is accurate and reproducible to determine
the sequence of segmental contribution in cervical spine. Even
though the setup of this study was similar, we found less
consistent motion patterns in the lumbar spine. We believe
several variables between the cervical spine and lumbar spine
contribute to our differencesin consistency in motion patterns.
These variables are as follows: facet orientation, intervertebral
discs loadings, the spino-pelvic relationship, and muscle
recruitment.

Cervical facet joint surfaces between C3 and T1 have a 45
degrees angle to the transverse plane [27]. In the lumbar spine,
the superior articular process is medially orientated, and the
inferior articular process is laterally orientated in the sagittal
plane, with right angles to the transverse plane [28]. These
differences in orientation result in less constrained facet joints
of the lumbar spine, resulting in a greater freedom of motion,
which could explain a less consistent movement compared to
the cervical spine[27]. The uncinate process and uncovertebral
joints, found from C3 to C7, a so provide stability and mobility
of the cervical spine by functioning asaguiderail during flexion
and extension and limit rotation and bending, resembling a
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saddle joint [29]. Since these structures are not present in the
lumbar spine, it could lead to less consistent motion patterns
due to less constraint of the motion segments. Intervertebral
discs of the cervical spine and lumbar spine are both wedged
shaped with a larger anterior side of the disc compared to the
posterior side[30]. In addition, both discs are elliptical shaped,
with alarger cross-sectional areaof lumbar intervertebral discs
than cervical spine[30]. Inthisstudy, it ispossible that the axial
loading of the intervertebral disc is atered by fixation of the
pelvis and the seating position. Nachemson et al [27] described
a relative increase in intervertebral disc pressure, ascending
from supine to standing to sitting position and from neutral
position to flexion. Furthermore, forced anteversion or
retroversion of the pelvis caused by the fixed position could
influence motion patterns of the lumbar spine during flexion
and extension. There is no study that compares motion of the
lumbar spine in a standing versus sitting position. The pelvis
and abdominal structures also led to overprojection in segment
L5S1, making it challenging to trace these segments with the
computer software. For this reason, |CCs were determined in
this study, resulting in an average ICC of all segments mostly
above 0.60, except for L5S1. Furthermore, analyses showed
that the lower lumbar spine segments, L4L5 and L5S1, showed
inconsistent patternsthroughout all recordings. When excluding
them from analyses, a more consistent pattern from L1 to L4
appeared. In addition to the difficulty due to overprojection at
L5S1, the motion of L4L5 and L5S1 is influenced by more
variables compared to the upper lumbar spine, leading to less
consistency. Thelower lumbar segmentsfunction asakinematic
transition zone from a highly mobile region (ie, upper lumbar
spine) to an immobile sacroiliac region [31]. For thisreason, it
isaso plausible that pathology mostly occursin lower lumbar
segments.

Finally, muscle recruitment differs between the cervical and
lumbar spine. In the cervical spine, the range of rotations is
mostly influenced by muscle recruitment, except for the end
stages of the motion, which are influenced by gravity [27]. In
the lumbar spine, rotation is controlled by muscle recruitments
throughout the whole motion. Muscle recruitment and strength
is affected by age, sex, motivation, pain, as well as muscle and
joint physiology and geometry [27]. This means that mostly
interindividual motion differences can be explained by
differences in muscle recruitment and strength, which plays a
larger part in the lumbar spine compared to the cervical spine
motion. In addition, the 4 abdominal muscles (ie, rectus
abdominisaswell asexternal and interna oblique and transverse
abdominal muscle) have a great influence on flexion of the
lumbar spine, with an increased muscle recruitment per degree
of flexion [27]. This could also be an explanation for the fact
that lumbar flexion patterns are less consistent than lumbar
extension patterns.

Strengthsand Limitations

There are multiple strengths to this study. First, the intention
of this study was to determine motion patterns of L1 to S1,
instead of a selection of vertebrae by using a sufficient field of
view. However, especially segment L5S1 was difficult to track
dueto the overprojection of the pelvisand abdominal structures.
Additionally, it is possible that L5S1 also had less focus since
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this segment was placed at the maximum bottom of the field of
view. This resulted in amean |CC below 0.60 for L5S1 and an
inconsistent motion pattern throughout the recordings.

Second, this study described motion patterns during maximum
flexion and extension of an individual instead of the usually
reported fixed ranges to determine physiologica motion.
Maximum flexion and extension represents the lumbar motion
in daily activity better, as it does not limit a person to move
within a strict range. Furthermore, patients could move

Caglerset a

differently because they had to stay within a range of motion,
which could influence the muscle recruitment. The downside
of using maximum range motion patterns is the possibility of
segments moving outside thefield of view. Thishappened once
in P1-T1 (Figure 3), resulting in the exclusion of this
cinematographic recording from final analyses. However, Figure
2 shows a peak in L3L4, followed by a peak in L2L3 during
thelast phase of extension, comparablewith the abovementioned
most consistent sequence of motion.

Figure 3. Sagittal rotation in segments in the upper lumbar spine (segments L2 to L4, since L1 fell outside the field of view during extension of the
lumbar spinein P1-T1). On the y-axis, the rotation is shown in degrees between successive frames. On the x-axis, cumulative degrees of extension in
block L2 to L4 are shown. Peaks of the graphs per segments (L2L 3 and L3L4) depict maximum contribution of the segment in a specific phase of the
extension. At the end of the extension, the peak of L3L4 was followed by a pesk of L2L 3. Each series of values undergoes smoothing by means of a

low-pass Gaussian digital filter.

Rotation

Finally, since sequence of segmental contribution in the cervical
spine showed consistent motion patternsin the study of Boselie
et al [18], we used the same imaging technique for recordings,
the same computer tracking software, and the same research
team in this study [18]. Additionaly, cinematographic
recordings of all participants were supervised by the sameteam
(IC and CH Christoph) and performed with the use of the same
customized chair. The included participants were all male,

around the same age, and with a BMI below 25 kg/m? to
minimize theinfluence of age, sex, and body habitus on muscle
recruitment and overprojection of abdominal structures. Female
participants were excluded to protect their ovaries from direct
radiation exposure. However, Staub et al [11], Troke et a [5],
Dvorak et a [16], and Wong et a [8] showed no statistically
significant difference between sexes in motion of the lumbar
spine.

This study also had some limitations. First, sagittal balance
parameters were not determined during this study, as femoral
headswere not shown in the cinematographic recording. A fixed
pelvis could influence the motion of the lumbar spine by forced
anteversion or retroversion, which could have been determined
using these parameters. Second, the measurement method used
to devel op the graphics was atime-consuming method. For this
reason, the possibility of using artificia intelligence should be

https://biomedeng.jmir.org/2023/1/e41906

- q‘ Scgment L1-L4

investigated to determineif it could lower the workload without
losing reliability of the measurements. However, thiswould be
more important for cervical spine analyses, as lumbar spine
analyses using this method showed less consistent motion
patterns, and therefore, it will have less clinical relevance. It
could be possible that another analyzing method should be used
to determine physiological motion of the lumbar spine. It has
been suggested that center of rotation (COR), defined as the
point around which motion segments of the lumbar spinemove,
could quantify the kinematic features of the lumbar spine [32].
COR of the lumbar spine was the main topic in many previous
studies. However, conditionsto determine COR varied between
studies (eg, symptomatic and asymptomatic participants,
different motion tasks, as well as before and after surgery). A
current systematic review [32] is analyzing and summarizing
data of these different studies to determine if COR could be
used to define physiological motion of the lumbar spine.
Unfortunately, results are not yet available.

Third, this study was conducted with 11 participants, resulting
in 22 cinematographic recordings over 2 time points. Despite
this small sample size, we believe that expansion of the study
group would not have led to more conclusive results, sincethere
werea sointraindividual variabilities between the 2 time points
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besides interindividual variabilities, and previous research
showed consistent results with similar group sizes.

Conclusions

This study aimed to provide physiological motion patterns of
the lumbar spine based on the sequence of segmental
contribution. A total of 64% (7/11) of the cinematographic
recordings of asymptomatic young male participants showed a
consistent pattern at both time points during the last phase of
extension, with apeak in rotation in L3L4, followed by a peak
in L2L3, and finaly, in L1L2. Since 36% (4/11) of the
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cinematographic recordings did not show a consistent pattern,
we believe that physiological motion of the lumbar spineis a
broad concept, which cannot be stated in afirm definition using
this method. Even in healthy participants, multiple factors are
responsiblefor inconsistenciesin lumbar spine motion patterns,
which can be aggravated in case of lumbar pathology. For this
reason and because of the time-consuming method for analysis,
we believe the clinical relevance in this form will be limited,
and it should not be used as a diagnostic tool to distinguish
between physiological and pathological motions.
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