JMIR Research Protocols

Impact Factor (2023): 1.4
Volume 7 (2018), Issue 2 ISSN 1929-0748 Editor in Chief: Xiaomeng (Simone) Ma, PhDc, MS, BS

Contents

Protocols

Reducing Sedentary Time for Obese Older Adults: Protocol for a Randomized Controlled Trial (€23)
Dori Rosenberg, Amy Lee, Melissa Anderson, Anne Renz, Theresa Matson, Jacqueline Kerr, David Arterburn, Jennifer McClure. . .. ............. 4

mHealth Technology and Nurse Health Coaching to Improve Health in Diabetes: Protocol for a Randomized
Controlled Trial (e45)

Sheridan Miyamoto, Madan Dharmar, Sarina Fazio, Yajarayma Tang-Feldman, Heather Young. . . . . ... ... i e 14

Telegerontology as a Novel Approach to Address Health and Safety by Supporting Community-Based
Rural Dementia Care Triads: Randomized Controlled Trial Protocol (e56)
Elizabeth Wallack, Chelsea Harris, Michelle Ploughman, Roger BUtler. . . . ... ... e e e 23

Testing Behavior Change Techniques to Encourage Primary Care Physicians to Access Cancer Screening
Audit and Feedback Reports: Protocol for a Factorial Randomized Experiment of Email Content (e11)

Gratianne Vaisson, Holly Witteman, Zachary Bouck, Caroline Bravo, Laura Desveaux, Diego Llovet, Justin Presseau, Marianne Saragosa, Monica
Taljaard, Shama Umar, Jeremy Grimshaw, Jill Tinmouth, Noah IVers. . . . ... . e e 35

Motivational Interviewing and Medication Review in Coronary Heart Disease (MIMeRIC): Protocol for a
Randomized Controlled Trial Investigating Effects on Clinical Outcomes, Adherence, and Quality of Life
(e57)

Malin Ostbring, Tommy Eriksson, Géran Petersson, Lina HellStrom. . .. ... ... ... ...ttt 46

Effect of Impulsive Compression Treatment on Postoperative Complications After Open Peripheral Vascular
Revascularization (In Situ): Protocol for a Randomized Control Trial (€58)
Tenna Klit, Marie Dahl, Kim Houlind, Hans RaVN. . . . ... ... e e e e e e e e e e e e e 61

Prehospital Advanced Diagnostics and Treatment of Acute Stroke: Protocol for a Controlled Intervention
Study (e53)

Kristi Bache, Maren Hov, Karianne Larsen, Volker Solyga, Christian LUNd. . . . ... ... e e 66

Text-Based Program Addressing the Mental Health of Soon-to-be and New Fathers (SMS4dads): Protocol
for a Randomized Controlled Trial (e37)
Richard Fletcher, Chris May, John Attia, Craig Garfield, Geoff SKINNer. . . . ... ... e e e e 75

Enhancing Lifestyle Change in Cardiac Patients Through the Do CHANGE System (“Do Cardiac Health:

Advanced New Generation Ecosystem”): Randomized Controlled Trial Protocol (e40)
Mirela Habibovi , Eva Broers, Jordi Piera-Jimenez, Mart Wetzels, Idowu Ayoola, Johan Denollet, Jos Widdershoven. .. ....................... 83

JMIR Research Protocols 2018 | vol. 7 | iss. 2 | p.1

RenderX


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

Increasing Physical Activity Amongst Overweight and Obese Cancer Survivors Using an Alexa-Based
Intelligent Agent for Patient Coaching: Protocol for the Physical Activity by Technology Help (PATH) Trial

(e27)
Ahmed Hassoon, Jennifer Schrack, Daniel Naiman, Dina Lansey, Yasmin Baig, Vered Stearns, David Celentano, Seth Martin, Lawrence Appel.
9 2

Evaluating the CARE4Carer Blended Care Intervention for Partners of Patients With Acquired Brain Injury:
Protocol for a Randomized Controlled Trial (e60)
Vincent Cox, Vera Schepers, Marjolijn Ketelaar, Caroline van Heugten, Johanna Visser-Meily. . . . . ... e 102

Functional Magnetic Resonance Imaging Evaluation of Auricular Percutaneous Electrical Neural Field
Stimulation for Fibromyalgia: Protocol for a Feasibility Study (e39)
Melat Gebre, Anna Woodbury, Vitaly Napadow, Venkatagiri Krishnamurthy, Lisa Krishnamurthy, Roman Sniecinski, Bruce Crosson. . ........... 111

Enhancing Survivorship Care Planning for Patients With Localized Prostate Cancer Using a Couple-Focused
mHealth Symptom Self-Management Program: Protocol for a Feasibility Study (e51)

Lixin Song, Kaitlyn Dunlap, Xianming Tan, Ronald Chen, Matthew Nielsen, Rebecca Rabenberg, Josephine Asafu-Adjei, Bridget Koontz, Sarah
Birken, Laurel Northouse, DEDOrah Mayer. . . . ... .o e e e e e e e e 121

Substance Use Prevention Programs for Indigenous Adolescents in the United States of America, Canada,
Australia and New Zealand: Protocol for a Systematic Review (e38)
Mieke Snijder, Lexine Stapinski, Briana Lees, Nicola Newton, Katrina Champion, Catherine Chapman, James Ward, Maree Teesson. . .. ........ 132

Influence of Radiofrequency Electromagnetic Fields on the Fertility System: Protocol for a Systematic
Review and Meta-Analysis (€33)
Nasibeh Roozbeh, Fatemeh Abdi, Azadeh Amraee, Zahra Atarodi Kashani, Leili Darvish. .. ........ .. ... .. . . . . . i 142

Attention Bias in Individuals with Addictive Disorders: Systematic Review Protocol (e41)
Melvyn Zhang, JiangBo Ying, Guo Song, Roger Ho, Daniel Fung, Helen Smith. . . .. ... ... e 147

Clinical Feasibility of Continuously Monitored Data for Heart Rate, Physical Activity, and Sleeping by

Wearable Activity Trackers in Patients with Thyrotoxicosis: Protocol for a Prospective Longitudinal

Observational Study (e49)

Jie-Eun Lee, Dong Lee, Tae Oh, Kyoung Kim, Sung Choi, Soo Lim, Young Park, Do Park, Hak Jang, Jae MooN. . . .. ... .. 153

Implementation of the Enhanced Moderated Online Social Therapy (MOST+) Model Within a National
Youth E-Mental Health Service (eheadspace): Protocol for a Single Group Pilot Study for Help-Seeking
Young People (e48)

Simon Rice, John Gleeson, Steven Leicester, Sarah Bendall, Simon D'Alfonso, Tamsyn Gilbertson, Eoin Killackey, Alexandra Parker, Reeva
Lederman, Greg Wadley, Olga Santesteban-Echarri, Ingrid Pryor, Daveena Mawren, Aswin Ratheesh, Mario Alvarez-Jimenez. .. .............. 162

Therapist-Assisted Rehabilitation of Visual Function and Hemianopia after Brain Injury: Intervention Study
on the Effect of the Neuro Vision Technology Rehabilitation Program (e65)
Rune Rasmussen, Anne Schaarup, Karsten OVEIQaard. . . . . .. ..ottt t et et e e e e e e e e e e e e 185

Psychosocial Distress of Patients with Psoriasis: Protocol for an Assessment of Care Needs and the
Development of a Supportive Intervention (e22)
Jordis Zill, Jorg Dirmaier, Matthias Augustin, Sarah Dwinger, Eva Christalle, Martin Harter, Ulrich Mrowietz. . .. ......... ... ... .. ... 202

National Food, Nutrition, and Physical Activity Survey of the Portuguese General Population (2015-2016):
Protocol for Design and Development (e42)

Carla Lopes, Duarte Torres, Andreia Oliveira, Milton Severo, Sofia Guiomar, Violeta Alarcéo, Elisabete Ramos, Sara Rodrigues, Sofia Vilela,
Lufsa Oliveira, Jorge Mota, Pedro Teixeira, Paulo Nicola, Simdo Soares, Lene Andersen, The IAN-AF Consortium. . ..............ouuuano.. 211

JMIR Research Protocols 2018 | vol. 7 | iss. 2 | p.2

RenderX


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

Input of Psychosocial Information During Multidisciplinary Team Meetings at Medical Oncology Departments:
Protocol for an Observational Study (e64)
Melissa Horlait, Simon Van Belle, Mark LeYsS. . . . . ..o e e et e e e e e e e 222

Self-Management and Self-Efficacy in Patients With Acute Spinal Cord Injuries: Protocol for a Longitudinal
Cohort Study (e68)

Tijn van Diemen, Eline Scholten, llse van Nes, SELF-SCI Group, Jan Geertzen, Marcel POSL. . . .. ... ...t 228

Possible Risk Factors for Severe Anemia in Hospitalized Sickle Cell Patients at Muhimbili National Hospital,
Tanzania: Protocol for a Cross-Sectional Study (e46)
Furahini Tluway, Florence Urio, Bruno Mmbando, Raphael Sangeda, Abel Makubi, Julie Makani. . . .............i it 239

Understanding the Impact of Childhood Sexual Abuse on Men’s Risk Behavior: Protocol for a Mixed-Methods
Study (e62)

Martin Downing Jr, Dominique Brown, Jeffrey Steen, Ellen BenOit. . . . ... ..ot e 275

Original Papers

Confocal Laser Endomicroscopy for the Diagnosis of Urothelial Carcinoma in the Bladder and the Upper
Urinary Tract: Protocols for Two Prospective Explorative Studies (e34)

Esmee Liem, Jan Freund, Joyce Baard, D de Bruin, M Laguna Pes, C Savci-Heijink, Ton van Leeuwen, Theo de Reijke, Jean de la Rosette. .
1 7 6

Healthy Body Image Intervention Delivered to Young Women via Facebook Groups: Formative Study of
Engagement and Acceptability (e54)
Jerod Stapleton, Sharon Manne, Ashley Day, Kristine Levonyan-Radloff, Sherry Pagoto. . . . ... e 194

Lessons From Recruitment to an Internet-Based Survey for Degenerative Cervical Myelopathy: Comparison
of Free and Fee-Based Methods (e18)

Benjamin Davies, Mark KOtEr. . . . . ..ottt et e e e e e 248

Telehealth Rehabilitation for Cognitive Impairment: Randomized Controlled Feasibility Trial (e43)
Rachel Burton, Megan O'CoONNEIL . . . .. ..o e e e e e e e 257

JMIR Research Protocols 2018 | vol. 7 | iss. 2 | p.3

RenderX


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

JMIR RESEARCH PROTOCOLS Rosenberg et a

Protocol

Reducing Sedentary Time for Obese Older Adults: Protocol for a
Randomized Controlled Trial

Dori E Rosenberg', PhD, MPH; Amy K Lee!, MPH; MelissaAnderson', MS; Anne Renz', MPH; Theresa E Matson’,
MPH; Jacqueline Kerr?, PhD; David Arterburn', MD, MPH; Jennifer B McClure', PhD

1K aiser Permanente Washi ngton Health Research Ingtitute, Seattle, WA, United States
2University of California San Diego, San Diego, CA, United States

Corresponding Author:

Dori E Rosenberg, PhD, MPH

Kaiser Permanente Washington Health Research Institute
1730 Minor Ave

Suite 1600

Sesttle, WA, 98101

United States

Phone: 1 206 287 2532

Fax: 1206 287 2871

Email: rosenberg.d@ghc.org

Abstract

Background: Older adults have high rates of obesity and are prone to chronic health conditions. These conditions are in part
due to high rates of sedentary time (ST). As such, reducing ST could be an innovative strategy for improving health outcomes
among obese older adults. To test this theory, we developed a novel, technol ogy-enhanced intervention to reduce sitting time
(I-STAND) and pilot tested it to assessthe feasibility, acceptability, and preliminary effects of theintervention on ST and biometric
outcomes.

Objective: The current paper aims to describe the rationale, design, and methods of the I-STAND sitting reduction pilot trial.

Methods: Older adults with obesity (n=60) were recruited from alarge health care system and randomized to receive I-STAND
or a healthy living intervention. I-STAND combined personal coaching with a technology-enhanced intervention (Jawbone UP
band) to cue breaks from sitting. Participants compl eted self-report and biometric assessments at baseline and 3 months. Additional
qualitative resultswere collected from a subset of I-STAND participants (n=22) to further inform the feasibility and acceptability
of the interventions. The primary outcome was total hours of daily sitting time measured by the activPAL device. Secondary
outcomes included sit-to-stand transitions, bouts of sitting longer than 30 minutes, physical function, blood pressure, fasting
glucose, cholesterol, and depressive symptoms.

Results: Study enrollment has ended and data processing is underway.

Conclusions: Data from randomized trials on sitting reduction are needed to inform novel approaches to health promotion
among older adults with obesity. Our trial will help fill this gap. The methods used in our study can guide future research on
using technology-based devices to assess or prompt sedentary behavior reduction, or those interested in behavioral interventions
targeting obese older adults with novel approaches

Trial Registration: Clinical Trials.gov: NCT02692560; https://clinicaltrial s.gov/ct2/show/NCT 02692560 (Archived by WebCite
at http://lwww.webcitation.org/6wppLTWAI)

(JMIR Res Protoc 2018;7(2):623) doi:10.2196/resprot.8883

KEYWORDS
Sedentary lifestyle; exercise; aging; chronic conditions; medical informatics

2030 among those 65 and older [2]. The consequences of obesity
in older adulthood include poor physical function, increased

Currently, one-third of adults over the age of 60 are affected by ~ disability, elevated risk of morbidity (arthritis, diabetes) and
obesity [1], and rates are projected to double between 2000 and mortality, decreased quality of life, and higher healthcare costs
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[3-5]. Novel behavioral interventions are needed to reduce these
problems and those associated with other aging-related chronic
conditions.

Increased physical activity, particularly at moderate-to-vigorous
levels, promotes healthy weight and has a plethora of positive
health effects [6,7]. Yet, of al age groups, older adults are the
least likely to meet physical activity guidelines (2.4% of adults
aged 65 and older by objective measures) [8]. Many older adults
may be unable or unwilling to increase their level of physical
activity, and reducing sedentary behavior could be a more
feasible goal.

Sedentary behavior has been defined as “any waking behavior
characterized by an energy expenditure <1.5 metabolic
equivalents while in a sitting or reclining posture® [9-11].
Common sedentary activities among older adults include
watching television, doing seated activities (eg, knitting, reading,
attending seated events), and riding in an automobile[10,12,13].
Lab studies suggest that sitting adversely impacts
cardiometabolic health markers such as triglycerides, glucose,
and insulin sensitivity [14]. Sedentary time (ST) ishigh among
older adults at 8 to 10 hours per day or 65% to 70% of waking
hours [15-17]. Older adults with obesity tend to have an even
higher ST at 10 to 11 hours per day [16,18].

Reducing sitting behaviors among older adults with obesity
could promote health benefits. Randomized trials of sitting
reduction have been promising in adult popul ations, particularly
those based in the workplace [19,20]. However, data from
randomized studies are lacking among older populations. The
majority of studies are small pretest posttest studies. These
studiesindicate preliminary feasibility of reducing ST, achieving
around 30 to 50 minute reductions in sitting time per day
[21-27]. Only one of these studies, conducted by our team,
focused on older adults with obesity and found reductions in
sitting were feasible and consistent with reductionsin non-obese
older adults [22]. Building on our preliminary work, we
developed the I-STAND intervention which combines our prior
cognitive behavioral intervention with new elements such as
prompts to stand delivered by a wrist-worn activity sensor
(Jawbone UP band) and biomarker assessments. To determine
the feasibility, acceptability, and preliminary behavioral and
health effects of the I-STAND intervention, we conducted a
randomized controlled pilot trial. The current paper detailsthe
rationale, design, and methods of thistrial.

Methods

Trial Design

A 12-week single-blind, randomized two-arm trial design was
employed to evaluate the efficacy of the I-STAND intervention
for decreasing sitting time compared to a healthy living control
group. Enrollment began in February 2016 and data collection
finished in February 2017.

Setting
The study is being conducted by the Kaiser Permanente

Washington Health Research Institute (formerly, Group Health
Research Ingtitute). All activities were reviewed and approved

http://www.researchprotocols.org/2018/2/e23/
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by the Kaiser Permanente Washington (KPWA) Institutional
Review Board.

Recruitment

Potential participants were identified using electronic health
records from members of Kaiser Permanente Washington.
Participantswere limited to memberswhose primary careclinics
were located in King County, WA to facilitate in-person
appointments. Individuals were deemed potentially eligible if
their: eectronic medical recordsindicated they were aged 60-89,
body mass index was =30 (to select for a group at risk for
chronic conditions who may benefit the most from ST
reduction), and enrollment in the health plan was continuous
for the prior 12 months. Individuals were excluded if they
resided in long-term care or askilled nursing facility in the prior
12 months, had a new cancer or heart failure diagnosis, or had
anew diagnosis of dementia or serious mental health disorder.

Study invitation letters were mailed to a random selection of
potentially eigibleindividua swho met the criteriaabove. Those
who were interested in learning more were asked to call study
staff for more information. Up to three mailings were sent to
potential participants if they did not respond to the initial
invitation or opt out of further contact. Interested responders
were screened for eligibility by phone. Additional eigibility
requirements were: self-report of sitting= 7 hours per day, able
to stand, and able to walk one block with or without an assistive
device.

Contacts and Procedures

Persons screened as potentially eligible by phone provided oral
consent to participate and were scheduled for an in-person
appointment. They were then mailed an activPAL device.
activPAL is currently considered the most valid and objective
measure of sitting time [28]. Thissmall lightweight device was
worn on the front-middle part of the thigh with a waterproof
dressing. Participantswere provided with clear instructionsand
photos showing them how to adhere the deviceto their leg. The
device was worn on the leg 24 hours a day to assess active and
sitting time. Participantsworethe devicefor at least 7 days prior
to coming to an in-person baseline assessment. Participants
completed alog to record their sleeping hours.

At the in-person baseline visit, participants met with a study
staff member who collected written informed consent,
downloaded their activPAL data, and collected other baseline
assessment data (including a questionnaire, biometric
assessments, and afasting blood draw). A separate study health
coach then randomized individuals and met with them to inform
participants of their randomization group. Participants then
completed their first health coach visit in person. Participants
randomized to receivethe|-STAND intervention arm were al so
provided a Jawbone UP band and trained on how to useit. The
baseline visit lasted 1.5 to 2 hours.

Participants a so completed an in-person assessment at 3 months
post-randomization. Similar to baseline, each person wore an
activPAL device for 7 days prior to the visit to assess active
and sedentary behavior. During the 3-month visit, the biometric
assessments and blood draw were repeated by a blinded study
staff member, and a follow-up questionnaire was aso
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administered. Participants received $50 each for completing the
baseline and 3-month visit. A subsample of [-STAND
participants (n=22) were invited to participate in a separate
qualitative exit-interview following study completion. Interviews
were conducted by phone within 10 days of the final session.
Additional study contactsare outlined as part of the descriptions
of the intervention and control conditions (below).

Randomization & Blinding

Randomization occurred during the in-person baseline visit.
The health coach used an automated macro, developed and
overseen by the study statistician in Stata, to process the
participant’s downloaded baseline activPAL data. The macro
computed preliminary estimates of activity metrics such as
average daily sitting and standing time. Participants were
randomizedinal:1allocationto |-STAND or the healthy living
control. Randomi zation was stratified by baseline averagedaily
sitting time (=9 hours vs <9 hours), in permuted blocks of
randomly varying size (2 or 4). Staff responsible for collecting
baseline and follow-up data were blinded to participants
treatment arm. Participants and health coaches were aware of
treatment assignment, since individuals received a different
intervention depending on their assignment.

|-STAND Intervention

Theoretical framework

The experimental I-STAND intervention was based on relevant
behavioral theories including social cognitive theory, the
ecological model, and habit formation. Social cognitive theory
posits that the interaction of individual, social, and
environmental influences impact behavior. Specifically,
constructs such as self-efficacy, social support, goal -setting and
action planning, and cues were deemed important for inducing
changesin sitting behavior. The ecological model specifiesthe
importance of considering influences at the built environment
level including the home and neighborhood environment which
could shape sitting behaviors[29]. Principles of habit formation
suggest that unconscious and automatic processes typically
underliedecisionsto sit. Bringing these decisionsinto conscious
awareness will help make decisions to stand (instead of sit)
more automatic over time [30].

I ntervention Development

In our prior work, we developed a theory-based ST reduction
intervention (using the theories above) and tested it over 8 weeks
among older adults with obesity [22]. We then conducted
in-depth qualitative interviews to refine and improve the
program [27]. The program resulted in a 30-minute reduction
in sitting time, comparable to other preliminary studiesin older
adult populations. The interviews suggested that sitting is a
highly ingrained habit often performed unconsciously and
additional prompts were suggested to help constantly remind
participantsto bring their sitting habitsinto conscious avareness.
These findings further informed the design of the I-STAND
intervention.

Format

[-STAND consisted of 2 in-person health coaching sessions
(the first immediately following their baseline measurement
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visit and the second 1 week later), 4 follow-up health coaching
phone calls (every 2 weeks after the first 2 in-person sessions),
and written materials. Participants were aso offered email
reminders to work on their individual goals on the off-weeks
of the biweekly calls.

Key Components

[-STAND combined the behavioral theories into an approach
that focused on using inner, outward, and habit reminder
strategiesto enhance awareness of sitting behavior and enabled
participants to make simple changes that would enhance
self-efficacy and reduce sitting time (see Table 1). One of the
main tools provided to participants was a Jawbone UP band
(Jawbone®, San Francisco, CA) to provide gentle vibrations
every 15 minutes of inactivity to remind participants to take
breaks from sitting regularly throughout the day (serving asan
outward reminder) [31]. In addition to reminder strategies, key
components included: 1) a workbook with biweekly content
focusing on the varioustypes of reminder strategies, whichwas
used with each health coaching session; 2) feedback chartswere
provided to participants based on their activPAL wear at baseline
and wearing the device at 2 additional check-in points 1 week
following the baseline week and at the study mid-point (around
week 6). Thefeedback chartsincluded both numeric and graphic
depictions of average daily waking time spent sitting, standing,
and stepping, as well as their total breaks from sitting, sitting
bouts lasting longer than 30 minutes, and step count; and 3)
health coaching sessions as described below. Table 1 provides
an overview and descriptions of the I-STAND intervention
components.

Health Coaching Sessions

Sessionsfocused on using different types of reminders, building
self-efficacy through motivational interviewing strategies,
problem-solving barriers, and setting an action plan consisting
of graded individualized goals using the workbook which
contained action planning and goal-tracking worksheets. At the
first in-person intervention visit, health coaches met with
participants for 1 hour to develop rapport, learn more about
their daily activities, elicit motivations for joining the study,
provide an intervention overview, and introduce and review
study tools, including the workbook, feedback chart, and
Jawbone UP wristband. They also reviewed safety information
to ensure that participants would not injure themselves by
standing more (eg, stand on a cushioned surface, gradually build
the amount of standing time). Health coaches then worked with
the participantsto set an action plan with obtainable goal s, using
tailored reminder strategies. During the week following the
baseline week, participants wore another activPAL monitoring
device and returned in person to meet with the health coach.
The second in-person visit, which lasted about 45 minutes,
focused on reviewing participant progress on their goals and
problem-solving barriers with the assistance of a second
feedback chart from wearing the activPAL the prior week;
learning about additional reminder strategies; and setting goals
for the next 2 weeks.
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Table 1. Overview of I-STAND Intervention Components.

Rosenberg et al

Component description Examples of content

Health coaching sessions: 2 in-person and 4
phone calls

time

Feedback charts: Provided 3timesduringthe
intervention

Motivational interviewing to identify values and support goal attainment

Learning about reminder strategies and selecting personalized remindersto help achieve goals
Enhancing self-efficacy for sitting reduction

Problem-solving identified barriers to achieving goals

Reviewing feedback charts at in-person sessions and at mid-point

Action planning including setting stepped goals building towards a 1-hour reduction in sitting

Color graphs and tables showing sitting time, standing time, breaks from sitting, steps, number
of sitting bouts lasting longer than 30 minutes

«  Reviewed during health coach sessions at baseline, 1 week, and 6 weeks

Workbook: Provided at first in-person session

Reminder strategies

Inner: Internal or bodily cues .

Written educational materials
Action-planning pages
Goal-tracking forms

Home environment audit form

Using mindfulness to be more aware of how body feels when sitting

«  Standing up anytime you notice your body feeling uncomfortable

Outward: Cues in the environment .

Using the Jawbone UP band, a kitchen timer, or another identified environmental cue

«  Making environmental changes to the home based on audit results (e.g. setting up a standing
work space, finding a counter on which to read the newspaper, moving furniture to create room

to stand)

Habit: Ingrained daily habitsthat canbe  «
used as cues

Standing for 5 minutes while engaging in daily habits such as drinking coffee, reading the
newspaper, talking on the phone

«  Standing for 5 minutesafter doing adaily habit like taking medication or going to the bathroom

Thereafter, health coaches met with participants by phone every
2 weeks (for approximately 20 to 40 minutes for each session)
to review progress on goals, problem-solve barriers, use the
workbook to guide participants on different types of reminders,
and set new action plansat the end of thevisit. Additional topics
covered in the workbook and health coaching sessionsincluded
social support, socia environment and norms, conducting a
home environment audit, and making home and/or work
environment changes based on the audit resullts.

Healthy Living Control Condition

Participantsin the control condition received 1 in-person health
coaching session (after the baseline measurements were
completed) followed by 5 mailed contacts. The program was
based on usual carethat is available to members of KPWA. At
the in-person session, participants were provided with a
workbook consisting of health education on a variety of topics
relevant to aging including depression, advance directives,
nutrition, sleep, pain, and bladder control. Participants were
instructed to select 1 topic to work on every 2 weeks. Content
was derived from online educational information available to
KPWA members, which was approved by Kaiser Permanente
physicians. During the in-person health coaching session,
participants then worked through a goal -setting worksheet with
the health coach to help get them oriented to their program.
Every 2 weeks, participants received a check-in letter and were
asked to complete aform to mail back regarding their progress
with their goals.

http://www.researchprotocols.org/2018/2/e23/

Health Coach Training and Fidelity

The I-STAND and Healthy Living conditions were delivered
by 2 health coaches who had relevant degrees but no prior
experience with health coaching. They weretrained by the study
principal investigator who is a licensed clinical psychologist
(DER) to use motivational interviewing strategies (eg, reflective
listening, open-ended questions, affirmations, and summaries)
and problem-solving techniques to support behavior change.
Fidelity was enhanced by using structured scripts for each
session and materials in a study workbook specific to the
intervention and control group. Initial sessions were
audio-recorded and reviewed to support health coach training.
All intervention contacts were tracked in a Microsoft Access
tracking database.

Assessment M easures

The primary outcomewastotal daily waking hours spent sitting
measured by the activPAL micro device (PAL Technologies
Ltd, Glasgow, UK). TheactivPAL was used because it hasbeen
feasiblein other studieswith older adults[22,24,32], issensitive
to change,[22,33] and has high validity in comparison to direct
observations [28,34,35]. The device was initialized, sedled in
awaterproof casing and then adhered to the front- center thigh
with a waterproof medical adhesive (Tegaderm). Participants
were instructed not to remove the device but they were given
additional materialsfor affixing the devicein the event that the
adhesive became compromised or if they developed any
irritation. They were provided with logsto track their sleep time
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each day they wore the device. The data were downloaded and
processed using proprietary activPAL software and programs
developed for Stata and R statistical software packages. The
processing programs removed logged sleep time from the data
to calculate waking hours spent sitting. Similar to standard
procedures for accel erometer processing, datawere considered
valid if wear time was greater than 10 hours per day with a
minimum of 4 valid days of data for each assessment period
[8,36,37]. To account for variations in wear time, activPAL
outcomes will be adjusted for wear time. In addition to sitting
time, activPAL will be used to assess secondary outcomes
including average daily sit-to-stand transitions, standing time,
steps, and bouts of sitting longer than 30 minutes.

Other secondary outcomes included physiologic measures and
abattery of physical measuresthought to be sensitive to changes
in ST and relevant for chronic disease. Physical function was
measured by the Short Physical Performance Battery, which
objectively evaluated lower extremity function with tasks for
balance, gait speed, and lower-extremity strength (chair rise)
[38,39]. Cardiometabolic outcomes (fasting glucose and a
cholesterol panel) were assessed by finger prick using an Alere
Cholestech LDX System machineand Lipid + Glucose cassettes.
This device has shown very good agreement with established
laboratory methods [40-42]. Blood pressure was measured on
theleft arm using an Omron HEM-907XL digital monitor. Blood
pressure was assessed 3 times and the average of the latter 2
measures used.

Exploratory outcomesincluded cognitive function as measured
by the Trail Making Test Parts A and B (to assess psychomotor
speed and fluid cognitive abilities) [43,44]. Time to complete
each task as araw score will be used in analyses weight which
was measured with a calibrated portable digital scale (Tanita
HD-351) and height with a stadiometer (Seca 213). Waist
circumference was measured twice at the superior border of the
iliac crest. The average of 2 measurements will be used in our
analyses [45]. Additional exploratory outcomes were
self-reported and included benefits and barriers of sitting
reduction [46], self-efficacy for reducing sitting time [46-49],
habit formation (Self-Report Habit Index) [50], quality of life
with the Patient-Reported Outcomes M easurement Information
System global scale [51], and depressive symptoms with the
Patient Health Questionnaire-8 [52,53].

Qualitative Assessment

Qualitative exit-interviewslasted about 45 minutes and followed
asemi-structured interview guide. The semi-structured interview
guide was intended to capture feedback on the acceptability of
the intervention, barriers and facilitators to sitting reduction,
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and perceived health impacts of sitting reduction. Only
[-STAND participantswere interviewed. Dueto scheduling and
other logistics, 22 of the 29 intervention participants were
interviewed. The interviews were audio-recorded and
transcribed. A formal qualitative analysisusing thematic analysis
and a group of coders will be undertaken to identify barriers
and facilitatorsto sitting reduction and guide future refinements
to the I-STAND intervention.

Statistical Analysis

The primary outcome will be defined as the change between
baseline and 12 weeksin daily sitting time during waking hours,
adjusted for wear time. Sitting time adjusted for wear timeisa
percentage cal culated per day as: 100* (sitting time/hours device
wasworn during waking hours). Thismeasureis averaged across
valid wear dayswithin an assessment period. Linear regression
models will estimate the difference in mean change in adjusted
daily sitting timefrom baseline to 12 weeks between the healthy
living and I-STAND intervention groups. We will adjust for
baseline sitting time and important potential confounders. Our
primary analysiswill include participantswith valid sitting time
outcome data at both baseline and 3-months data (complete case
approach). We will conduct sensitivity analyses including all
randomized partici pants and assuming no change (baseline value
carried forward) for participants lost to follow-up. Similar
analyses will assess the impact of the intervention at 3 months
on secondary outcomes. If linear regression normality
assumptions are violated, we will consider transformation of
the outcome measures.

Power

Based on preliminary data from our prior work [22], we
estimated the change from baseline in sitting time adjusted for
wear time would have a standard deviation of 8.3%. Assuming
an 80% follow-up rate, a sample of 60 (30 in each arm) was
estimated to provide 80% power to detect a between-group
difference in sitting time adjusted for wear time of about 60
minutes per day.

Results

Study enrollment was completed. As Figure 1 depicts, 111
(14.6%) of those mailed a study invitation letter responded by
calling the study phone line. Of these, 60 were randomized
(7.9% recruitment rate). A total of 29 participants received the
[-STAND intervention with no drop-outs over 3 months.
Thirty-one participants were randomized to the Healthy Living
control condition and 6 (19%) dropped out. Data processing
and analysisis currently underway.
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Figure 1. Consolidated Standards of Reporting Trials flow diagram.

Discussion

Study Rationale

Given the high levels of ST and low physical activity among
older populations at risk for chronic conditions, aternative
health-promoting approaches are needed. We were ableto easily
recruit a sample of older adults with a high level of ST to test
our intervention. The research base currently lacks evidence
from randomized controlled trials to reduce ST among older
adults and the current study will be an important contribution
to the field. Published trials from adult populations have used
standing desks and motivational enhancement to reduce sitting
time [19,54]. More recent interventions have incorporated
wearable technol ogiesto hel p provide remindersto take frequent
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breaks from sitting [55,56]. Only a few studies to date have
targeted older adults [21,24-26,56] and the magjority were
pre-post test studies. While standing desks are effective, [19]
they are not as applicable to populations that are largely not
working like older adults. Therefore, our approach combined
various strategies, including cues from a wearable technology,
to remind participantsto frequently take breaksfrom sitting and
provide environmental supportsfor standing. Our findingswill
elucidate the effectiveness of such approaches.

Strengthsand Limitations

Themain limitations of the study included our inability to study
outcomes longer than the 12-week study period. Future studies
would benefit from longer term follow-up. Another limitation
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isthat there was differential drop-out by condition. The reduced
interaction with healthy living participants may have contributed
to greater drop-out in this group. Analyzing the study results
will help determine the characteristics of completers and
non-completers so we can better understand whether our results
will be externally valid. Strengths include the use of mixed
methods, objective measures of our primary outcomes, inclusion
of cardiometabolic outcomes, and the high-risk target
popul ation.

Rosenberg et al

Conclusions

Thefindingsfrom our study will inform approachesto reducing
sitting among a high-risk population. Furthermore, the outcomes
will provide novel information on whether sitting reduction
resultsin meaningful changesin health. Datafrom randomized
trialsare needed to inform public health guidelines on sedentary
behavior.
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Abstract

Background: Chronic diseases, including diabetes mellitus, are the leading cause of mortality and disability inthe United States.
Current solutionsfocus primarily on diagnosis and pharmacol ogical treatment, yet thereisincreasing evidence that patient-centered
models of care are more successful in improving and addressing chronic disease outcomes.

Objective: Theobjectiveof thisclinical trial isto evaluate theimpact of amobile health (mHealth) enabled nurse health coaching
intervention on self-efficacy among adults with type-2 diabetes mellitus.

Methods: A randomized controlled trial was conducted at an academic health system in Northern California. A total of 300
participants with type-2 diabetes were scheduled to be enrolled through three primary care clinics. Participants were randomized
to either usual care or intervention. All participants received training on use of the health system patient portal. Participantsin
the intervention arm received six scheduled health-coaching telephone calls with a registered nurse and were provided with an
activity tracker and mobile application that integrated data into the electronic health record (EHR) to track their daily activity
and health behavior decisions. All participants completed a baseline survey and follow-up surveys at 3 and 9 months. Primary
and secondary outcomes include diabetes self-efficacy, hemoglobin A, (HbA ), and quality of life measures.

Results: Data collection for this trial, funded by the Patient-Centered Outcomes Research Institute, will be completed by
December 2017. Results from the trial will be available mid-2018.

Conclusions: This protocol details a patient-centered intervention using nurse health coaching, mHealth technologies, and
integration of patient-generated data into the EHR. The aim of the intervention is to enhance self-efficacy and health outcomes
by providing participants with a mechanism to track daily activity by offering coaching support to set reasonable and attainable
health goals, and by creating a compl ete feedback |oop by bringing patient-generated data into the EHR.

Trial Registration: ClinicalTrials.gov NCT02672176; https://clinicaltrials.gov/ct2/show/NCT02672176 (Archived by WebCite
at http://www.webcitation.org/6XxEQXe1M5)

(JMIR Res Protoc 2018;7(2):e45) doi:10.2196/resprot.9168
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randomized controlled trial; study protocol; mobile health; health coaching; motivational interviewing; type 2 diabetes mellitus;
patient generated health data; electronic health record; patient engagement; person-centered outcomes research
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Introduction

Diabetesmellitusisaglobal epidemic highly amenableto health
promotion interventions. Over 29 million Americans are
currently living with diabetes. Since 2000, approximately 1
million new cases are diagnosed each year, with type-2 diabetes
accounting for 80-95% of cases [1,2]. Uncontrolled diabetes
can lead to major vascular complicationsincluding heart disease
and stroke, hypertension, blindness, lower limb amputations,
peripheral neuropathy, lipid abnormalities, and kidney disease
[3-6] and can have a profound impact on quality of life and
functional ability. Promotion of self-management strategies
such ashealthy eating, being physically active, monitoring blood
glucose, medication adherence, stress management, and healthy
coping are essential for preventing adverse consequences of
diabetes [7].

Health interventions that involve active patient engagement
have sustained and improved clinical and psychosocial outcomes
over didactic interventions with limited patient input [8-12].
Traditional offerings for diabetes management typically
emphasize education and do not address patient-centered goals
and personal motivations [9]. Diabetes management in the
electronic health record (EHR) is episodic and
provider-centered, focused on diagnostic, clinical, and
pharmaceutical records, with no process to capture and review
patient-centered goal s or patient-generated health data (PGHD).
A vital shiftisneeded to actively involve patientsin devel oping
their care plan and to effectively highlight patient-centered
priority areasin the EHR with the health care team.

In the Patient and Provider Engagement and Empowerment

through Technology (P’E*T?) to Improve Health in Diabetes
study, we sought to design and test an intervention to enhance
self-efficacy of diabetes self-management for persons living
with type-2 diabetes mellitus. In collaboration with persons
living with diabetes, healthcare providers, and technology
stakeholders, we created a patient-centered intervention with
thefollowing components: 1) A wearable mobile activity tracker
and nutrition apps; 2) Nurse health coaching sessions; and 3)
Integration of patient-generated daily activity datainto the EHR.
Thisprotocol describesthe randomized controlled trial designed
to test the impact of the PPE*T? Program to Improve Health in
Diabetes intervention on self-efficacy compared to those who
receive usual care.

Intervention Design: Pilot Data and Key Stakeholder
Partner ship

Several previous studies established the basis for the current
protocol, exploring design features and testing feasibility and
efficacy of elements of the intervention.

Nurse Health Coaching and Sustained Self-Efficacy

Our team has studied the effect of nurse health coaching in a
population of people living with type-2 diabetes. In a previous
randomized experimental study comparing nurse health coaching

http://www.researchprotocols.org/2018/2/e45/
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to usual care, we offered the intervention group 6 nurse health
coaching sessions, occurring approximately every 2 weeks, over
a 3-month period. The nurses based coaching sessions on the
principles of motivational interviewing, a patient-centered
counseling technique used in many disciplines to support
behavior change and enhance self-efficacy [13,14]. A total of
121 participants were enrolled in the study. Of those, 101
completed all 3 measurements of self-efficacy at baseline, 3
months, and 9 monthsand wereincluded inthe analysis. Results
demonstrated sustained effects of the intervention with a
significant differencein self-efficacy scores at 9 monthsamong
those who received nurse health coaching relative to the control
group [15]. A limitation of this study was the lack of objective
patient-generated data about goal attainment, including physical
activity and nutritional outcomes.

Tracking Health Data is not Enough

Prior to conducting an intervention study focused onimproving
exercise health and self-efficacy within an employee wellness
program, our team conducted focus groups to understand
potential users' beliefs about the role of fitness trackers and
nurse health coaching in supporting people to attain improved
health behaviors. We conducted 4 focus groups with 30
employees of alarge health system. Principal findingsfromthis
qualitative study elicited participant viewsthat to create effective
behavior change interventions, technol ogy tools must go beyond
tracking of PGHD. Participants identified the need for a health
expert (nurse coach and/or primary care provider) to collaborate
with them to create context and meaning from the data coll ected
through an mHealth device. The following pathways to create
meaning wereidentified: synthesizing data; helping to generate
incremental, attainable goals; providing data-informed, tail ored,
and timely feedback; and provider investment in patient-centered
behavior change work. A resulting model of how these design
elements could ultimately change patient and provider
engagement in health behavior change emerged from thiswork
(Figure 1).

Engagement of Key Stakeholdersin I ntervention Design

This intervention program was devel oped with extensive input
from patient, provider, and technology and informatics experts
about key elements and considerations essential to build a
program aimed at enhancing self-management success of
persons living with diabetes. We invited the participation of
three advisory boards: The Patient Advisory Board comprised
of seven persons living with diabetes; the Provider Advisory
Board comprised of 13 hedlth care providers (primary care
physicians, specialists, diabetes educators, and |eaders from
other health systems in the region); and the Technology
Advisory Board comprised of 15 technology and informatics
experts. Stakeholders met regularly with the research team. We
brought data, prototype iterative designs, and results to our
advisorsto confirm relevancy of thefindings, and to understand
how to build an interface allowing for meaningful, right-sized,
bidirectional dataelementsthat complement and enhance current
health system workflows.
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Figure 1. Changing the conversation about health. PGHD: patient-generated health data.
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Essential I ntervention Components

The P?E®T? intervention design was finalized based on pilot
study findings and input from key stakeholders. It isimportant
to note that while al stakeholders discussed the value of blood
glucose as a PGHD element, the decision was made to not
include actionable data (requiring timely monitoring and
provider intervention) in this initial demonstration to bring
PGHD into the EHR. The core components of the intervention
are: 1) the provision of a commercia sensor fitness tracking
watch; 2) accessto an existing mobile nutrition application; 3)
regular nurse health coaching sessions over a period of three
months, and 4) integration of PGHD and nurse coaching
summariesinto the EHR for provider, patient, and nurse coach
reflection and tracking of progress.

Methods

Design

The P?E?T? Program to Improve Health in Diabetes study isa
prospective, randomized controlled trial conducted at an
academic health systemin Californiawith 2 arms:. 1) usua care
offered through existing chronic disease management resources
at the health system, and 2) the P?E®T2 Program. We planned
to enroll 300 patients with type-2 diabetes from the health
system’s primary care network, randomizing half to usual care
and half to the PPE?T2 Program’s mHeal th enabled nurse health
coaching intervention. The study was approved by the

University’s Institutional Review Board and was registered at
Clinical Trials.gov (NCT 02672176).
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Recruitment

Participants were recruited from three academic primary care
clinics, 2 suburban and 1 hospital-based primary care clinic.
Settings were purposely selected in an effort to enroll adiverse
group of individuals living with diabetes. Eligibility criteria
included: aged 18 years or older, living with diabetes mellitus
(defined asdiagnosis of diabetes mellitustype-2 and most recent
HbA . lab test result of 6.5% or higher), enroliment at one of
the participating primary care clinics, and ableto speak English.
Individuals were excluded if they did not have access to a
telephone, did not speak English, were pregnant, or could not
consent due to cognitive impairment (see Figure 2).

A query of the EHR using criteriafor age, diagnosis, and clinic
site generated a list of potentially eligible patients. Study
information packets were mailed to individuals, including a
brochure describing the study and an opt-out card. In the
mailing, individualswereinformed that aresearch team member
would contact them by phone if they did not return the opt-out
card to the study office within two weeks. To maintain
confidentiality, the opt-out card identified participants only by
an anonymous study identification number, did not include any
personal information, and did not mention diabetes to ensure
privacy of personal health information. Research staff made
telephone calls to those who did not return an opt-out card 3
weeks after the mailing. With successful contact, astandardized
script was used to describe the study, discuss expectations of
participation, review eligibility, and answer any questions.
Individuals who were interested in participating and met
eligibility criteriawere verbally consented and then randomi zed
to agroup.
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Figure2. Diagram of Patient and Provider Engagement and Empowerment through Technology (P2E2T2) patient enrollment, randomization, intervention,

and timeline. EHR: electronic health record; PCP: primary care provider.
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Following verbal consent, block randomization to either usual
care or intervention with a 1:1 ratio stratified by clinic site was
accomplished using the Research Electronic Data Capture
(REDCap), a secure Web research application designed to
support data for research studies [16].

Participants were blind to their study group assignment as all
participants received training in the use of health system
technology offerings. Participants were assigned a unique
personal identifier and a group identifier allowing for blinding
at the point of analysis. Once randomized, participants were
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invited to attend an in-person group onboarding session
according to their group allocation. At both control and
intervention group sessions, participation expectations for the
study were outlined, questionswere answered, signed informed
consent was obtained, and the baseline survey was completed
on paper or tablet according to preference. All participantswere
informed of expectations for survey completion at basdline, 3
months, and 6 months.

Control Group

During the onboarding session, partici pants received information
and training on currently available technology (existing
electronic patient portal) and diabetesrel ated resources available
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at the health system. MyChart, a persona patient portal to the
health system’sEHR system, wasintroduced and accountswere
created for participants who did not already have an active
account. Participants were shown how to access and use the
MyChart portal through a smartphone, tablet, and/or personal
computer. The features of MyChart, including making
appointments, viewing labs, contacting providers, and accessing
diabetes resources were reviewed. Usual care resources
highlighted on the health system’s website and accessibleto all
patients living with diabetes at the health system (online
educational tutorials, diabetes group classes, private messaging
with adiabetes educator, and linksto diabetesrelated websites),
were reviewed with the participants. After the onboarding
session, participants in the usual care group had no further
contact with the study team other than reminders and prompting
to complete survey measures at relevant intervals.

I ntervention Group

Participants randomized to the intervention arm received all
elements of the orientation created for the control group, plus
had an extended orientation to prepare them for the mHealth

technology and nurse coaching components of the P?E®T?
intervention.

The PPE?T? intervention consists of 3 components: 1) regularly
scheduled telephone nurse health coaching sessions; 2) provision
of awireless sensor and mHealth application to capture physical
activity, sleep, and nutrition data; and 3) integration of daily
PGHD into the EHR.

Nurse Health Coaching

Participants in the intervention group were paired with a nurse
health coach who collaborated with them to support health
behavior changes. The goal of coaching is to promote mutual
goa setting, track relevant health behavior data, and derive
meaning from the datato reinforce and improve healthy choices
(see Figure 1). Aninitial face-to-face meeting occurred during
the onboarding session where participants met their assigned
coach and learned about the coaching aspect of the intervention.
Following the in-person meeting, tel ephone-coaching sessions
were scheduled every 2 weeks for 3 months (6 contacts total)
at times that were convenient for the participant. The initial
coaching session dlicited goals and motivations for improved
health and established agreed upon metrics (eg, daily steps,
calories, and carbohydrates) that the patient and nurse would
track and discuss at subsequent telephone sessions. Nurses
planned for 30-45 minutes for initia calls and 15-30 minutes
for subsequent calls. With consent of participants, the coaching
conversations were audio-recorded and upl oaded to the study’s
secure drive to monitor nurse health coach performance for
quality assurance and intervention fidelity.

mHealth Technology

Each participant received a Garmin VivofitHR activity tracker
watch. The watch captures real-time activity data, including
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steps taken, distance travelled, active cal ories burned each day,
active minutes per week, heart rate, and hours of sleep at night.
Participants can personalize goals and receive visud
acknowledgement on the watch when they reach their goal for
the day. MyFitnessPal, the nutrition tracking application, was
an optional component installed on the iPhone or iPod to allow
participantsto |og food and beverage consumption. Participants
are able to view trends in activity level, sleep, and nutrition on
their smartphone or computer. Participants were encouraged to
wear and usethe activity tracker for the entire 9-month duration
of study participation. The study team made avail able technical
support to partici pants by tel ephone throughout the intervention.

Patient-Generated Health Data I ntegration Into the
Electronic Health Record

The data collected by the sensors synchronizes to either an
iPhone or an iPod touch. Participants who did not have a
compatible iPhone were given an iPod touch for use during the
study. Apple HedthKit and MyChart were connectors that
allowed PGHD to be automatically transmitted into the EHR
for review by nurse coaches and the patient's healthcare
providers.

In order to facilitate the passive transfer of PGHD to the EHR,
participants were encouraged to synchronize the activity tracker
totheir iPhone or iPod each day. Passive datatransfer of PGHD
between the mHealth technology and the EHR occurred for
steps and calories burned. Calories and macronutrient
information consumed by the participant and logged into the
application were also transmitted into the EHR. At thetimethis
study was initiated, it was not possible to passively transmit
active minutes per week, sleep, weight, or nutrition data into
the EHR, so participants were instructed to enter this data
manually using MyChart if they wanted their coach or provider
to have accessto it.

EPIC is the EHR provider for the health system. We used an
EPIC feature called Synopsisto design a single screen page to
graphically display key PGHD elements in the EHR. Weight,
activity, nutrition, and sleep PGHD can beindividually selected
and displayed in concert with clinically relevant data elements
such aslaboratory values, medications, and vital signs. Multiple
authentication protocols were enacted by the patient and
provider to authorize the collection and integration of sensor
data into the EHR. The PGHD visualization dashboard within
the EHR allowed the nurse and healthcare team the ability to
view patient data collected by participantsin their daily lives.

Summary documentation of coaching activities was aso
integrated in the EHR. After the final coaching call, the nurse
coach sent a summary of each participant's goals and
achievements to his or her primary care provider. Participants
were encouraged to continue goal setting and attainment to
improve their health, to wear the fitness tracker, and to
synchronize their PGHD with MyChart for an additional six
months, coinciding with the study end date.
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Table 1. Study outcome measure. Data for all variables collected at baseline, 3 months, and 9 months.

Variable Source/Instrument

Self-efficacy Survey, Diabetes Empowerment Scale — Short Form
Readiness to Change Survey, Readiness to Change

HbA 1 Electronic health record abstraction

Quiality of Life

Survey, Patient Health Questionnaire depression scale-9, Perceived Stress Scale, PROMI S (emotiona distress,

physical function and sleep disturbance)

Provider Satisfaction
Systems

Survey, Consultation and Relational Empathy Measure, Consumer Assessment of Healthcare Providers and

Samplesize

Sample size goas were based on our previous randomized
controlled trial of nurse coaching to improve disease
self-management in which we found significantly higher
self-efficacy scores in the nurse coaching intervention group
compared to the control group [15]. A recruitment goal of 300
(150 for each arm) was established for this study based on both
power and projected attrition. Attrition was 16% in the previous
study using a similar intervention design with comparable
demands on participants for time and response. Even under the
conservative assumption that design effects and dropout rates
could result in areduced sample size of 100 per trestment group,

the P’E®T2 study has at least 80% power to detect the specified
clinically important effect size.

Study Measures and Outcomes

The primary outcome of interest is self-efficacy, measured using
the Diabetes Empowerment Scale-Short Form, a validated
eight-item instrument designed to assess the psychosocial
self-efficacy of people living with diabetes [17]. The Diabetes
Empowerment Scale-Short Form includes items that address
managing the psychosocial aspects of the diabetes, assessing
dissatisfaction and readiness to change, and setting and
achieving goals. Secondary outcomes of interest include changes
in HbA ., readiness to change, provider satisfaction [18,19],
and quality of life measures [20-22]. Table 1 provides a
complete list of variables collected and timing of collection.

Data Collection

All measures were collected in both the intervention and usual
care groups a three time points. baseline, three months
(coinciding with intervention completion), and six months
(selected to assess sustained effects of the intervention). At
baseline, participants compl eted a demographic survey to assess
age, gender, race, education level, income level, and health
history. Participants received a $50 gift card for completion of
each survey.

Surveys were emailed to study participants using REDCap.
Paper surveyswere availableif preferred. Clinical datarequired
to measure study outcomes were abstracted from the EHR and
recorded in the REDCap study database by the nurse health
coach at each data collection time point.

Statistical analysis

Our analytic approach uses multivariate regression modeling
for al hypothesis testing to estimate population trends and

http://www.researchprotocols.org/2018/2/e45/

individual differencesin change, such asthose dueto treatment
effects. The mixed effects models include a main independent
variable, a binary indicator for intervention assignment, and a
parsimonious set of covariates to reduce the potential for
confounding. Modé fit will be based on deviancetestsfor nested
models, the Akaike Information Criterion and the Bayesian
Information Criterion for non-nested models. The estimatesfor
the fixed effects will be assessed using a predetermined
significance level (.05) on two-tailed tests and 95% confidence
intervals. Intent-to-treat analysiswill be used to assessthe effect
of the intervention by treating all eligible patients enrolled in

the P’E®T? program, regardless of intervention completion.

Data Monitoring

All study personnel involved received Human Subjects
Protection and Health Insurance Portability and Accountability
Act compliance training. All data were managed and analyzed
at the institution and maintained on secure servers accessible
by individua login and password. In order to utilize
commercialy available mHealth devices it was necessary for
the participants to share private and personal information with
commercia technology vendors according to their privacy
disclosures and terms of service.

Results

The development phase of the study was completed and
successful integration of PGHD into the EHR wasin place prior
to participant enrollment. The clinical trial was conducted
between February 2016 and May 2017, with final data collected
by December 2017 and final analyses and results anticipated
by mid-2018.

Discussion

This study combines evidence-based solutions for successful
health improvement by offering nurse health coaching sessions
paired with objective personal activity data collected through
mHealth technology. We believe thisisthefirst clinical trial to
directly integrate and synchronize PGHD into the existing EHR
of alarge academic health system.

While type-2 diabetes is a progressive disease with a genetic
component that in not modifiable, diabetes and associated
comorbidities share common risk factors influenced by
unhealthy behaviors. By focusing on health behavior goals
identified by patients, the PPET? program has the potential to
improve both general health and quality of life. When
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individuals have the opportunity to take control of their health
and make better behavioral decisions, they can directly prevent
or mitigate the impact of chronic conditions. We hypothesize
that greater personal and health outcomes can be achieved when
the focus is on health goals prioritized and generated by the

individual. The PPET? program builds on traditional approaches
to chronic disease management by providing toolsand supports
for individuals to accomplish patient-determined goals and
bringing objective PGHD to the EHR to provide a more
complete picture of effortstoimprove and manage health. These
datacomplement laboratory values and other clinical indicators
and give a more complete and time-related summary of
behavioral changes, such as physical activity, nutrition, and
sleep. Together with clinical data, they offer an opportunity for
amore comprehensive discussion about wellness.

There are several challenges in this approach. While there is
growing consumer interest in personal technology devices and
desire to integrate PGHD into chronic disease management,
adoption is challenging for both patients and systems. This
intervention depends on willingness and capacity to adopt
technology as well as access to the technological tools.
Technology useison therise across all age and socioeconomic
groups, yet the digital divide persists, especialy pertaining to
readiness [23]. To address these challenges, we provided the
necessary technology to individuals and developed extensive
technology training and support materials. These materialswere
tested in advance with our patient advisory group for feedback

Acknowledgments

Miyamoto et al

and design improvement prior to dissemination. Lastly, the
telephone support line staffed by research assistants to
troubleshoot any technology or use issues by participants
enhanced adoption of the technology.

The integration and use of PGHD into the secure and closed
system of the EHR was a significant challenge. We believe this
integration to be essential since technology that does not
integrate with health systems EHR was unlikely to be used by
clinicians and providers. Given clinical time constraints, easy
access and alignment with workflow is essential. Even though
we have successfully integrated PGHD into the institution’s
EHR, it will beimportant to identify barriersto integration into
practice workflow during primary care visits.

Conclusion

The P’E?T2 Program to Improve Health in Diabetes will serve
as a resource to understand if the combination of objective
mHealth gathered PGHD and nurse health coaching helps
individual s with type-2 diabetesimprove self-€fficacy to manage
their health. Integrating data generated by patientsin their daily
lives into the EHR allows for meaningful analysis of behavior
choices and encourages patient-centered models of care to
support and motivate patients to reach personal goals. It is
imperative to the long-range plan of building systems and
programs that, if found to be beneficial, this intervention can
be designed to scale and trandated to achieve outcomes in a
larger population with various health challenges.
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Abstract

Background: Telegerontology isan approach using videoconferencing to connect an interdisciplinary teamin aregional specialty
center to patients in rural communities, which is becoming increasingly practical for addressing current limitations in rural
community-based dementia care.

Objective:  Using the remotely-delivered expertise of the Telegerontology dementia care team, we aim to enhance the
caregiver/patient/physician triad and thereby provide the necessary support for the person with dementiato “agein place”

Methods: Thisisa cluster randomized feasibility trial with four rural regionsin the province of Newfoundland and Labrador,
Canada (2 regions randomly assigned to “intervention” and 2 to “control™). The study population includes 22 “dementia triads”
that consist of a community-dwelling older Canadian with moderate to late dementia, their family caregivers, and their Primary
Care Physician (PCP). Over the 6-month active study period, all participantswill be provided aniPad. Theinterventionisintended
asan adjunct to existing PCP care, consisting of weekly Skype-based videoconferencing callswith the Telegerontology physician,
and other team members as needed (occupational therapist, physical therapist etc). Control participants receive usual
community-based dementia care with their PCP. A baseline (pre-) assessment will be performed during a home visit with the
study team. Post intervention, 6- and 12-month follow-up assessments will be collected remotely using specialized dementia
monitoring applications and Skype calls. Primary outcomes include admission to long-term care, falls, emergency room visits,
hospital stays, and caregiver burden.

Results: Resultswill be available in March of 2018.

Conclusions: Results from this study will demonstrate a novel approach to dementia care that has the potential to impact both
rural PCPs, family caregivers, and people with dementia, aswell as provide evidence for the utility of Telegerontology in models
of eHealth-based care.

(JMIR Res Protoc 2018;7(2):€56) doi:10.2196/resprot.8744
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Introduction

In 2011 the estimated prevalence of dementia in Canada was
340,000 with just under one-third (109,500) living at home[1].
Community-based dementia care relies heavily on family
caregivers, with 92% of surveyed Canadians with dementia
reporting friends or family members managing care and
transportation. A further 58%-92% report family caregivers
assisting with personal care, medical care, activities of daily
living, meal preparation, and emotional support [1]. With such
high demands on family caregivers of people with dementia,
they are at increased risk of stress and burden [2], medical and
psychiatric comorbidities [3,4], and socia isolation [5]. Rates
of dementia [6] and mortality [7] are also higher among
caregivers, perpetuating and compounding theissueinto acycle
of caregiving that leads to early disability, cognitive decline,
and death. These detrimental effects of caregiving can aso
translate to negative consegquences for people with dementia,
including earlier ingtitutionalization [8] and increased mortality
[9]. Approachesthat support the caregiver aswell asthe patient
are therefore fundamental to community-based dementia care.

The health care triad model of dementia care proposes
management of dementia that is both family and patient
centered, while acknowledging that the primary care physicians
(PCPs) are usually thefirst contact in the health care system for
persons with dementia and their family caregivers [10]. This
integrative approach values symptom diagnosis and
management, medication management, and emotional support
with afocus on comprehensive care coordination [10] and has
been employed in both rural and urban settings[11]. And while
this is a favorable approach, PCPs in rural Canada can face
challenges when attempting to provide adequate
community-based care for dementia patients and their families.
Although rural Canadian PCPs are more accessible than
specialist services, some research suggest that they may have
limited training in dementia specific management [12]. Rural
PCPs a'so report a need for better collaboration, partnerships,
and integration of services[13] in order to providethe very best
care for people with dementia and their families. How best to
support the dementiatriad in rural areas of Canadaisstill poorly
understood, and few studies have explored the utility of the
health care triad model of dementia care as a theoretical basis
for an intervention [11]. Taken together, this evidence
demonstrates aclear need to design and deliver evidence-based
services to support people living with dementia in the
community, their family caregivers, and PCPs[14].

Technol ogy-based intervention is one line of inquiry aiming to
address support for rural dementia care triads. There is some
evidence to suggest that people with dementia and their family
caregiversare already using the Internet to access Internet-based
health resources[15]. Internet interventionsfor family caregivers
of people with dementia have shown promise addressing
caregiver well-being [16-18]. Less is known about how the
Internet can be used to manage dementiaat home. Someresearch
suggests that videoconferencing is a valid method to assess
dementia [19,20]. Telemedicine has been used to accurately
diagnose dementia[21] and telehealth has effectively supported
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pre-assessment and follow-up when used in combination with
an in-person interdisciplinary memory clinic assessment [22].

Thispaper describesanovel approach to rural community-based
dementia care that combines the health care triad model of
dementia care (patient, caregiver, and PCP) with an innovative
Telegerontology intervention. Telegerontology is an approach
using videoconferencing to connect an interdisciplinary team
in aregional speciaty center to people in rural communities.
The aim of this study is to use Telegerontology in order to
systematically detect and address care needs of people with
dementia and their family caregivers, while augmenting PCP
relationships with dementia patients and their families. The
overall abjective is to assist people with dementia to age
successfully “in place” Furthermore, findings from this study
will be used to identify feasibility issues that will inform the
design of afull-scale randomized control trial (RCT).

Methods

Aim

Using the remotely delivered expertise of the Telegerontology
dementia care team, we am to enhance the

caregiver/patient/physician triad and thereby improve rural
community-based care for people with dementia.

Objectives
The objectives will be as follows:

1 Test Telegerontology’s ability to enhance the
caregiver/patient/ PCP triad and thereby improve care “in
place” (ie, health care utilization) for peoplewith dementia.

2. Assess and optimize a remote monitoring method for
managing care of people with moderate- to late-stage
dementialiving at homein rural Canadain order to inform
the design of afull-scale RCT.

3. Exploreissuesrelated to care of peoplewith dementiafrom
the caregivers and PCPs’ perspectives.

Study Design

Overview

The study was approved by the local research ethics authority.
Thisis a cluster randomized feasibility trial assessing 4 rural
regions (2 per study arm) comparing wusua rural
community-based dementia care to Tel egerontol ogy plus usual
rura community-based dementia care. Using the opague
envelope method, therural regionswill be randomized to control
or intervention after baseline assessment. The intervention will
last 6 months with the measurement of outcomes taking place
at baseline, after 6 months (post), with follow-up occurring 6
months (6-month follow-up) and 12 months (12-month
follow-up) after cessation of the intervention.

The study population will include 22 “dementia triads’ that
consist of acommunity-dwelling older Canadian with moderate
to late dementia, their family caregivers, and their PCP. The
study will be carried out in communities located in rural areas
of Newfoundland and Labrador, Canada but will be monitored
remotely from the metropolitan city of St John's, Newfoundland
and Labrador. We define rural in this study to mean a
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community with less than 10,000 residents and a location that
is greater than two hours' drive from the metropolitan city,
where specialist health services are located. Before
randomization, recruitment will begin by enrolling PCPs from
rural communities who will makeinitial contact with potential
participants. Written informed consent will be obtained for
every individual agreeing to participate in the study except in
the case for an individual with advanced dementia who lacks
capacity, in which case consent will be obtained from the
substitute decision maker. Consent will be reviewed without
the presence of the PCP in order to limit undue influence for
participation in the study.

Inclusion Criteria

Dementia Patient/Caregiver Dyad

Community-dwelling adults aged =60 years will be screened
by PCP for having a score of 4 or greater on the Global
Deterioration Scale [23], and have a formal diagnosis of
dementia based on the Diagnostic and Statistical Manual of
Mental Disorders|V. Caregiver is defined as an individua who
self-identifies as providing support with instrumental activities
of daily living in an informal (friend or family) capacity and
who was referred to the study by the PCP.

PCPs

PCPs located in a rural area of Newfoundland and Labrador
must be willing to participatein a1 hour focus group, and must
refer a least 1 community-dwelling patient with
moderate/late-stage dementia who agrees to participate in the
study.

Exclusion Criteria

Dementia Patient/Caregiver Dyad

Patients with a diagnosed comorbid psychiatric condition (eg,
schizophrenia, bipolar disorder, psychoses not yet determined)
will be excluded. In addition, those who are currently
participating in other studies or experimental therapies will be
excluded.

Dropout

Dropout is defined as any participant who voluntarily withdraws
or who cannot be successfully contacted within a month of the
defined follow-up times. The impact of dropouts on statistical
analysis, including intention to treat, will be discussed
subsequently.

Control and I ntervention Group

Over the 6-month active study period, al participants will
continue usual community-based dementiacare with their PCPs.
All participants will also be given new iPads by the study team
with Skype and the speciaized dementiamonitoring applications
installed. In addition, al participants will be referred to the
Canadian Alzheimer Society’sFirstLink Program [24,25] which
includes a 10-week education session for caregiversthat can be
accessed remotely by Skype, and provided links to
Internet-based health resourcesfor dementia caregivers. Because
FirstLink is already available in the target communities, all
participantswere referred in order to standardize exposure across
groups.
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PCPs of all participantswill also receive awritten report of the
initial home assessment at the beginning of the 6-month active
study period to implement at their discretion. Study flow is
described in detail in Figure 1.

I ntervention Group

The intervention works as an adjunct to existing PCP care and
consists of scheduled weekly Skype-based videoconferencing
cals (additional cals avalable as needed) with the
Telegerontology physician, whoisafamily practice geriatrician.
The program’s development was based on principals of the
health care triad model of dementia care [10]. Calls will focus
on symptom diagnosis and management, medication
management, comprehensive care coordination, and emotional
support. During the 6-month intervention, the Telegerontol ogy
physician will liaise via telephone and email correspondence
with the PCP and specialized geriatric team as required. The
team will include a geriatrician, geriatric psychiatrist, nurse,
physiotherapist and occupational therapist. Accessto other alied
health professionals (socia worker, speech language pathologist,
and recreational therapist) will also be available when deemed
necessary. During thistime, participant families will aso have
access to specialized dementia monitoring iPad applications
that may be used by the Telegerontology physician in clinical
decision making. Any potential changes to patient’s treatment
planswill be managed by the participant’s PCP in consultation
with the Telegerontology physician and acting in collaboration
with the specialist gerontology health care team.

iPad Application Development

Three standardized scales to assess dementia and caregiver
burden were devel oped into specialized monitoring appsfor the
iPad through Memorial University’s Distance Education,
Learning and Teaching Support. The Cohen Mansfield Agitation
Inventory [26], the Cornell Scale for Depression in Dementia
[27] and the Caregiving Hassles Scale [28] were selected
because they were designed to be completed by caregivers, and
were appropriate to evaluate caregiver burden or domains of
function for targeted management of moderate to late stage
dementia. The scales are validated tools to assess agitation,
depression and daily hassles associated with dementia care
[28-30] and will be discussed in detail subsequently.

The apps will be pre-loaded onto iPads. The main screen of the
app displays a list of questions (Figure 2, panel A). An error
message appears if participants miss questions and a list of
missed questions appearsto direct participants (Figure 2, panel
B). Login is managed by the Telegerontology team, so
participants will not be required to enter username, password
or server information when opening the apps (Figure 2, panel
C). Permission to reproduce these scales was granted by the
authors and acknowledgements were included on the
administrative page of the app (Figure 2, panel C). Each
participant will be assigned a unique anonymous ID linked to
the study number, which will allow the Telegerontology
physician to access information remotely from a secure web
portal (Figure 3).

JMIR Res Protoc 2018 | vol. 7 | iss. 2 |56 | p.25
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Telegerontology M easurement Framewor k

A measurement framework was designed to include domains
from The International Classification of Functioning, Disability
and Health [31] and the Wilson-Cleary Conceptual Model of
Patient Outcomes [32]. Assessments encompass the following
domains. personal, environment, impairment, disability,
participation, quality of life, and health care use. Outcome
measures, clinical assessment tools, remote monitoring tools
and circle of care measuresto be administered at each time point
in relation to the study objectives are described in Table 1.

Wallack et &

Outcome M easures

Primary and secondary outcomes will be collected at baseline
(pre-), during the intervention, after theintervention (post), and
6- and 12-month follow up. Assessments will be completed by
trained clinical personnel who are also members of theresearch
team. First assessmentswill be completed during the homevisit,
with subsequent measures collected remotely. All datawill be
manually entered into SPSS for analysis. The study outcomes
will be used to answer the primary research question regarding
Telegerontology’s ability to enhance the caregiver/patient/PCP
triad and thereby improve care “in place” for people with
dementia.

Figurel. Study flow. After PCP recruitment, participant referrals and home assessment, the rural regionswill be randomized to control or intervention.

PCPs consent and enroll in
study:

Qualitative interviews
with PCPs

Participants referred by PCP
to study team

Home visit

Consent/ Enrollment/ Pre-
assessment /Qualitative inter-
view with Caregiver

Pre-assessment reports sent to
PCPs

Cluster randomization

6 month active study period

Intervention

Control

Post assessment I

6 month follow up

12 month follow up
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Figure2. (A) Main screen display, (B) Error message for missing responses, (C) Administrative login page.
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Primary Outcomes

Primary outcomeswill be reported by caregiversand confirmed
through medica records and chart reviews (schedule of
assessment described in Table 1). Based on Canadian incidence
rates, we anticipate these outcomes will be detectable during
the 18-month study period [33-35]. The primary outcomes will
be asfollows:

1. Admission to long-term care (LTC): Date that participant
isadmitted to LTC.

2. Emergency room (ER) visits: Tota number of ER visits
over 6 months.

3. Fdls: Total number of falls over 6 months.

4. Hospital stays. Total number of hospital stays over 6
months.

5. Caregiving Hassles Scale: This 42-item scal e assesses the
daily burden of caring for afamily member with dementia.
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Caregivers are asked to rate patient requirements and
behaviors on a 5-point scale of frequency, ranging from
“Did not occur” to “A lot.” High scores indicate higher
level of caregiver burden. Assessment takes 20 minutes to
complete [28]. Administered by iPad, at pre, post, 6- and
12-month measures, in addition to an outcome measure,
this scale will be used as a monitoring tool during the
intervention at the discretion of the Telegeronology
physician.

Secondary Outcomes
The secondary outcomes will be as follows:
1.

Referrals: Total number of referrals to specialist care over
6 months.
PCP visits: Total number of PCP visits over 6 months.
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Clinical Assessment Tools

These toolswill be used to help characterize the progression of
dementia throughout the study and to inform clinical decision
making (schedule of assessment described in Table 1). These
assessments will also be used to address feasibility issues and
to inform remote monitoring practices. All assessmentswill be
administered by the physician or physiotherapist.

Table 1. Measures mapped to study objectives and schedule of assessment.

Wallack et &

Demographics and Medical History

Demographic information including age, sex, marital status,
educational background, and living situation will be collected
along with information about the patient’scircle of care. Medical
information including allergies, comorbid diagnoses,
medications, consultations, laboratory reports, details of the
dementiadiagnosis, and results of previoustests and assessments
will be collected by chart review.

Measure Schedule (Stage)
Baseline During intervention Post assessment 6-month 12-month
follow-up follow-up
Outcome Measures
Emergency room visits® gP O 0
Hospital stays® O O 0
Admission to LTC*¢ 0 O 0
Falls? a g ad
Referral$? | i O
PCP visits®d 0 O 0
Caregiving Hassles Scale®® g O 0 O 0
Clinical Assessment Tools
Demographics and medical history® 0
Barthel Index of Activities of Daily Living® U
Timed Up and Go test® g
Kettle test® o
Face washing functional task® 0
Custom Caregiver Quality of Life Index® 0
Global Deterioration Scale® u O O 0
Mini Mental Status Exam® u | 0 O
Montreal Cognitive Assessment® g | O O
Occupational therapy home video assessment® u
Cohen Mansfield Agitation Inventory® 0 0 0 0 0
Cornell Scale for Depression in Dementia® 0 O g ] O
Telegerontology time tracking® 0
O

Qualitative interviews (caregivers and PCPS)f

#Test Telegerontology’s ability to enhance the caregiver/patient/ PCP triad and thereby improve care ‘in place’ (ie, health care utilization) for people

with dementia.

b0 =Performed at time point.
CLTC: Long-term care.

dpcp: Primary care physician.

€A ssess and optimize a remote monitoring method for managing care of people with moderate- to late- stage dementia living at home in rural Canada

in order to inform the design of afull-scale randomized control trial.

fEpr ore issues related to care of people with dementia from the caregivers' and primary care physicians perspectives.
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Barthel Index of Activities of Daily Living

The Barthel Index assesses self-care, mobility, and activities of
daily living. It is widely used in geriatric assessment settings.
Information is collected from observation, self-report or
informant report. It takes approximately 5-10 minutes to
complete. Maximum score is 100, indicating complete
independence. Low scores on individual items highlight areas
of need [36].

Timed Up and Go Test

The Timed Up and Go test assesses mobility, balance, walking
ability, and fall risk in older adults [37]. When the assessment
begins, the patient sitsin the chair with his/her back against the
chair back. On the command “go”, the patient rises from the
chair, walks 3 meters at a comfortable and safe pace, turns,
walks back to the chair, and sits down. Timing begins at the
instruction “go” and stops when the patient is seated. The time
(sec) between the command to start and when the buttockstouch
the chair is collected. The patient should have one practicetrial
that isnot included in the score and must use the same assistive
device each time he/she istested to be able to compare scores.
The Timed Up and Go takes less than 5 minutes to administer
[37]. Minimal detectable change in Alzheimer’s disease has
been reported as 4.09 seconds [38].

Kettle Test

The Kettle Test was developed as a brief performance-based
measure to assess cognitive skillsin afunctional context. The
test uses a standard set of items including an electric kettle
(empty and disassembled parts); ingredients for beverages,
presented on atray together with other ingredients as distracters;
and necessary dishesand utensilstogether with distracters. The
task of preparing two hot beverages is broken down into 13
discrete steps that can be evaluated. All 13 steps of the task are
scored on a 4-point scale. The total score ranges from 0 to 52
with higher scores indicating the need for greater assistance
[39].

Face Washing Functional Task

The face washing task is not based on a standard scale.
Participants will be asked to demonstrate for the observer the
personal care activity of face washing. Qualitative observations
will be noted, focusing on aspects of safety and independence.

Global Deterioration Scale

This scale assesses the stages of cognitive function in primary
degenerative dementia. It isbroken down into 7 different stages.
Stages 1-3 are the mild stages of dementia. Stages 4-5 are the
moderate stages of dementia. Beginning in stage 6, an individual
can no longer maintain independence without assi stance. Within
the Global Deterioration Scale, each stage is numbered (1-7),
given ashort title (Mild, Moderate, etc), and followed by abrief
listing of the characteristics for that stage. Caregivers can
estimate the stage of an individual in the disease process by
observing that individual's behavioral characteristics and
comparing them to the Global Deterioration Scale [23].
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Mini Mental Status Exam

The Mini Menta Status Exam (MMSE) is an 11-question
measure that tests five areas of cognitive function: orientation,
registration, attention and calculation, recall, and language. The
maximum score is 30. A score of less than 24 is indicative of
cognitive impairment. The MM SE takes about 5-10 minutesto
administer and is therefore practical to use repeatedly and
routinely. Theinstrument relies heavily on verbal response and
reading and writing. Therefore, patients that are hearing and
visually impaired, intubated, have low English literacy, or those
with other communication disorders may perform poorly even
when cognitively intact [40].

Montreal Cognitive Assessment

TheMontreal Cognitive Assessment (MoCA) test isaone-page
30-point test administered in approximately 10 minutes [41].
The MoCA assesses several cognitive domains including
short-term memory, visuospatial abilities, executive functions
verbal fluency and abstraction, attention, concentration and
working memory, and orientation to time and place. The MoCA
ismore sensitive to mild cognitive impairment compared to the
MM SE, and has also been used to assess cognitive impairment
in Alzheimer’s disease [42], frontotemporal [43], and vascular
dementia [44].

Custom Caregiver Quality of Life I ndex

The custom caregiver quality of lifeindex includes 10 questions
about the impact of caring for a person with dementia, aspects
of the caregiver's life, and the caregiver's mental well-being.
Areas include alteration in daily routine, sleep, financial train,
outlook, mental stain, guilt, frustration, impact of illness on
family, and feeling well informed about dementia. Scoresrange
from 1 (not at all) to 5 (very much) with higher scoresindicating
greater impact of caregiving on quality of life.

Remote Assessment Tools

Theremote assessment toolswill be used by the Telegerontology
team for clinica decision making through the intervention period
(schedule of assessment described in Table 1). We anticipate
some variation in the frequency of their administration,
dependent on the individual.

Cohen Mansfield Agitation I nventory

The Cohen Mansfield Agitation Inventory isacaregiver’'srating
guestionnaire consisting of alist of 29 agitated behaviors, each
rated on a 7-point scale of frequency. Ratings pertain to the two
weeks preceding the administration of the Cohen Mansfield
Agitation Inventory [26] and takes approximately 20 minutes
to complete.

Cornell Scale for Depression in Dementia

The Cornell Scalefor Depression and Dementiawas devel oped
to assess signs and symptoms of major depression in patients
with dementia and measure caregivers rating of 19 items.
Ratings are based on symptoms present in the past week. Each
question is scored as: O=absent; 1=mild or intermittent;
2=severe; and nfa=unableto evaluate. High scoresindicate more
symptoms of depression [27].
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Caregiving Hassles Scale

The Caregiving Hassles Scale has been described above under
primary outcomes.

Occupational Therapy Home Video Assessment

The research assistant will collect a detailed video of the home
and living space based on a standard checklist devel oped by the
specialized gerontology health care team’s Occupational
Therapist (Table 2). The Occupationa Therapist will then assess
the video recordings and compile a detailed report of home
safety recommendations for the PCP to review with the
patient/caregiver (schedule of assessment described in Table
1).

Time Tracking

Telegerontology Time Tracking

Telegerontology team members will log the time spent
delivering support to families during the intervention period as
well as al other related tasks such as chart review and report
writing. This measure will be used to help address feasibility
issues, to inform remote monitoring practices, and may also
inform future cost-benefit analyses based on the study findings.

Circle of Care Measures

Circle of careis defined as anyone who is involved in patient
care and can include forma care providers and informal
caregivers[45,46]. These measureswill not be used as outcome
measures, but rather to address the research objectiveto identify
existing issues in rural areas when caring for people with
dementia from the caregivers and primary care physicians
perspectives (schedule of assessment described in Table 1).

Table 2. Occupational Therapy Home Safety Video checklist.

Wallack et &

Baseline I nterviews

Baselineinterviewswill be completed in person by theresearch
assistant who will visit participants, caregivers and PCPs in
their respective communities. All interviews will be audio
recorded and transcribed for analysis. The interviewer will be
experienced with qualitative research methods and will attempt
to dicit detail using reflexive probes based on the participants’
answers.

PCP Interview

Prior to the active study phase, all recruited PCPswill be asked
to take part in a qualitative focus group. The interview will
center around 3 main questions (Textbox 1).

Caregivers Interview

All caregiverswill be asked to take part inaqualitative interview
at baseline. Theinterview will center around two main questions
(Textbox 1).

Sample Size Calculation

Sample size was calculated based on regional population
statistics rather than for statistical power, targeting 2.5% of the
population of community-dwelling dementia patients in the
target region. Based on prevalence estimates, 98.5/1000
Canadians over 40 years of age have dementiawith 34% living
at home. Thetotal population for the entire recruitment region
of the present study is approximately 38,490 suggesting that
the total population of community-dwelling dementia patents
is approximately 1,289. Therefore, we aim to recruit 42
participants for inclusion in this study accounting for a 30%
dropout rate.

Video Description

1 A short video walking from the driveway outside, going into the house through the usual entry door, straight through the kitchen/living

areainto the person's bedroom and then into the bathroom.
Kitchen (short video)

Bedroom (short video)

Bathroom (short video)

Living room (short video)

Stairs (short video)

~N o o B~ WwN

Laundry (short video)

Textbox 1. Qualitative interview questions.

PCP Interview Questions

Caregivers Interview Questions

one?

«  Describe the care required to manage people with dementiain their homes.
«  From your point of view, how well are your patients being managed at home?

« How would you envision an idedl circle of care to maintain people with dementiain their homes?

o Fromyour point of view, how well are you managing the health of your loved one at home?

« Inanidea world, how could things be improved? What are the main challenges you experience? Have you had successes caring for your loved

http://www.researchprotocols.org/2018/2/e56/
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Statistical Analysis

Data entry, consistency check, and cleaning will be performed
prior to analysis. Mean and standard deviation will be used for
continuous variables, while frequency and percentages will be
used to describe categorical variables. We do not anticipate this
study will detect statistically significant findings however, as
part of a secondary analysis, unpaired t tests will be used.
Differences between intervention and control groups with
respect to outcomes will be compared using repeated measures
ANOVA or independent t test split by group. Dataanalysiswill
be conducted using SPSS statistical software. A P<0.05 will be
used to determine potential significance. The 95% CI for
differences will also be calculated. With respect to dropout,
every person who is randomized regardless or subsequent fall,
death, or admissionto LTC will beincluded inthefinal analysis.
If participants drop out before the intervention or voluntarily
withdraw they will not be included in the final analysis. For
analysis of the clinical assessments tracked over the course of
the study (schedule of assessment described in Table 1),
intention-to-treat analysis will be used by carrying the last
observation forward.

Qualitative analysis will follow the Framework Method [47].
Thismethod hel ps build rigor and trustworthinessin qualitative
analysis by providing a clear audit trail from the original data
to the final themes including illustrative quotations.

Results

Recruitment began in January of 2014. Data collection was
completed in April 2017. Results will be available in March of
2018.

Discussion

Significance of Study

The proposed study is the first study, to our knowledge, to use
Telegerontology together with Skype and specialized remote
monitoring apps for the iPad to optimize health and safety
among rural community-dwelling Canadians with dementia.
The results could have particular importance given the
international increase in prevalence of dementia [48], and the
shift away from institutional-based models of care in Canada
and other countries [49].
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Study Strengths and Limitations

The proposed study has several notable methodological
strengths. Theinitial homevisit isdesigned to hel p build rapport
between the Telegerontology physician and participants. This
method isalsoin keeping with previous research, which suggests
that telehealth has effectively supported assessment and
follow-up when used in combination with an in-person
interdisciplinary memory clinic assessment [12].

Next, the Telegerontology measurement framework, based on
the ICF and Wilson-Cleary models provides in-depth,
multi-factor profiles of participants contributing to a
methodol ogy that acknowledges the broad range of factors that
can impact heath planning and management of community
dwelling people with dementia. Likewise, the inclusion of
caregivers and PCPs as participants adds further depth to both
characterizing and assessing participants with dementia by
acknowledging and building on the role of the caregiver and
PCP in the hedlth care triad. The development of remote
monitoring apps from existing validated scales to assess
dementiaand caregiver burden isaso amethodological strength
of this study.

Thereare also severa limitationsin the protocol. Therelatively
small sample size can be seen as a drawback, however, based
on regional prevalence estimates, the sasmplesizeisrealistic for
thetarget population. There may al so be considerable variability
between participants within a group, further complicating
statistical analysis. Next, the Telegerontology physician serves
as both an interventionist and assessor. This has the potential
to create bias, however the primary outcome measures were
selected partially to address this issue since they are based on
participant self-report/chart review rather than clinical
assessment.

Conclusion

This proposed study will provide an evaluation of
Telegerontology together with Skype and specialized remote
monitoring apps for the iPad to optimize health and safety
among rural community-dwelling Canadians with dementia.
Results from this study will demonstrate a novel approach to
dementia care that has the potential to impact both rural PCPs,
family caregivers, and people with dementia, aswell as provide
evidence for the utility of Telegerontology in afull scale RCT.
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Abstract

Background: Cancer Care Ontario’s Screening Activity Report (SAR) is an online audit and feedback tool designed to help
primary care physicians in Ontario, Canada, identify patients who are overdue for cancer screening or have abnormal results
requiring follow-up. Use of the SAR is associated with increased screening rates. To encourage SAR use, Cancer Care Ontario
sends monthly emailsto registered primary care physicians announcing that updated data are available. However, analyticsreveal
that 50% of email recipients do not open the email and less than 7% click the embedded link to log in to their report.

Objective: The goal of the study is to determine whether rewritten emails result in increased log-ins. This manuscript describes

how different user- and theory-informed messages intended to improve the impact of the monthly emails will be experimentally
tested and how a process evaluation will explore why and how any effects observed were (or were not) achieved.
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Methods: A user-centered approach was used to rewrite the content of the monthly email, including messages operationalizing
3 behavior change techniques: anticipated regret, material incentive (behavior), and problem solving. A pragmatic, 2x2x2 factorial
experiment within a multiphase optimization strategy will test the redesigned emails with an embedded qualitative process
evaluation to understand how and why the emails may or may not have worked. Trial outcomeswill be ascertained using routinely
collected administrative data. Physicianswill be recruited for semistructured interviews using convenience and snowball sampling.
Results: Asof April 2017, 5576 primary care physicians across the province of Ontario, Canada, had voluntarily registered for
the SAR, and in so doing, signed up to receive the monthly email updates. From May to August 2017 participants received the
redesigned monthly emails with content specific to their allocated experimental condition prompting use of the SAR. We have
not yet begun analyses.

Conclusions: This study will inform how to communicate effectively with primary care providers by email and identify which
behavior change techniques tested are most effective at encouraging engagement with an audit and feedback report.

Trial Registration: ClinicaTrials.gov NCT03124316; https://clinicaltrials.gov/ct2/show/NCT03124316 (Archived by WebCite

at http://www.webcitation.org/6w2MgDWGU)

(JMIR Res Protoc 2018;7(2):e11) doi:10.2196/resprot.9090
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Introduction

Health care provider behavior is an important determinant of
patients use of screening services [1-5]. A number of
knowledge trandation strategies intended to target provider
behavior aready exist , including audit and feedback [6],
reminder/recall systems|[7], and incentives|[8]. The effectiveness
of these strategies varies considerably and may be partly
explained by variation in the features of the interventions[6,7],
the differing clinical contexts in which the interventions are
used, and the extent to which clinicians actually engage with
theinterventions[9,10]. For example, physicians may not access
feedback reports regularly if they lack trust in data quality, if
they are not motivated to improve on the indicators measured,
or if they encounter organizational or other constraints that
interfere with quality improvement [11].

In 2012, the global burden of cancer amounted to 8.2 million
deaths, representing 13% of al deaths globaly [12,13].
Screening can reduce cancer-related mortality [ 14] if appropriate
tests are used [15] and if a sufficient number of patients from
the target population participate [16]. Despite the availability
of organized screening programs for colon, breast, and cervical
cancer in Ontario, Canada [17], more than one-third of the
eligible population in the province are not up to date with
screening tests for these cancers [18].

Cancer Care Ontario (CCO) is the agency that oversees
population-based cancer screening programs in Ontario. It
currently uses a multifaceted strategy to increase cancer
screening rates, including public mediacampaigns, lettersmailed
to patients overdue for screening, and an audit and feedback
tool available to primary care physicians. The online audit and
feedback tool, known as the Screening Activity Report (SAR),
is updated monthly to help primary care providers identify
specific patientswho are overdue for screening and/or who have
screening resultsthat require follow-up in addition to comparing
their performance to the regional average. Use of the SAR by
primary care physicians is associated with higher rates of
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colorectal, breast and cervical screening [19]. However, most
primary care physiciansin the province do not regularly usethe
SAR. To encourage use, CCO sendsamonthly email to primary
care physicians who have registered for the SAR (see
Multimedia Appendix 1); however, internal CCO dataextracted
in 2016 revea ed that 50% of email recipients did not open the
email, and less than 7% of recipients clicked the enclosed link
to log in to their SAR. Therefore, we worked with CCO to
develop a study to test theory- and user-informed content to
improve the salience and impact of emails, with the objective
of increasing SAR access and, ultimately, aligning cancer
screening rateswith guidelines. In this manuscript, we describe
the design of a pragmatic, factorial randomized experiment
using the Multiphase Optimization Strategy (MOST) [20] to
evaluate the impact of different components in the monthly
SAR delivered by email to primary care physicians across
Ontario and an accompanying process evaluation.

Methods

Intervention Design: Monthly Emails Prompting Use
of the Screening Activity Report

The team first employed a user-centered design approach
informed by principles of behavior changetheory to rewritethe
monthly emails and identify email components, or behavior
change techniques (BCTS), to test in an experiment . BCTs are
defined as “active components of an intervention designed to
change behavior” [21]. We identified BCTs from the Behavior
Change Technique Taxonomy (v1) [22] that could influence
primary care physician behavior [23].

The rewriting process emphasized content development and
involved focus groups with adopters (physicians who already
access and usethe SAR) and nonadopters (physicianswho have
not accessed the SAR for at least 1 year). CB and DL, both
qualitative experts at Cancer Care Ontario, led the groups of
discussion. Through this process, we identified 3 modifiable
components that could be prioritized for testing in a trial.
Specifically, we hypothesized that the following BCTs could
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help increase the effectiveness of the emails: anticipated regret
(ie, induce or raise awareness of expectations of future regret
about not logging in to the SAR), material incentive (behavior)
(ie, Identify opportunity for using SAR to access available
monetary bonusfor achieving high cancer screening rates), and
problem solving (ie, generate or select strategies that include
overcoming barriers and/or increasing facilitators to accessing
the SAR) (see Multimedia Appendix 2). The details of this
process and the iterative changes made based on adopter input
will be reported separately.

The BCTstested are presumed to target 1 or more determinants
of behavior (ie, the potential mechanism of action) as described
in the theoretical domains framework (Table 1).

We verified the importance of the selected BCTs with adopters
and nonadopters. We used the theoretical domains framework
terminology to describe the potentially relevant determinants

Vaisson et al

because mapping between BCTs and theoretical domains
framework is already established [21,24]. For example,
“anticipated regret” targets emotion and beliefs about
consequences, which may drive primary care physicians to
access their SAR (Figure 1).

Study Design

This approach follows the MOST framework to optimize and
evaluate multicomponent behavioral interventions [20,25].
Factorial experiments allow for the estimation of main effects
of multiple factors in a single experiment by combining
experimental conditions[26,27]. Thus, such designs are useful
optionsin health behavior research to efficiently compare more
than 1 intervention, particularly, as in our case, when there is
no expectation that the factors being tested will substantially
interact [28,29]. Thetrial itself isa2x2x2 factorial randomized
experiment with 8 experimental conditions (Figure 2).

Table 1. Content and hypothesized mechanism of change for each behavior change technique.

Items Behavior change techniques/factors tested

Materia incentive (behavior)

Anticipated regret

Problem solving

Explicitly link SAR® useto amonetary
bonus® (awarded only if achieving high
cancer screening rates)

General description®

Operationalization Logging into the SAR can help you
maximizeyour screening rates and save
time when calculating your preventive

care bonus.

Theoretical domains  Reinforcement, intention
framework-based

determinants

intention

Induce or raise awareness of expecta-
tions of future regret about not logging
intothe SAR

How would you feel if apatient had a
poor outcome because you missed an
abnormal test result?

Emotions, beliefsabout consequences,

Provide strategies that aim to overcome
identified barriers to accessing the SAR

We know accessing the SAR involveswork
for you and your staff. Here are 3 tipsfrom
other Ontario primary care doctors on how
to fit using the SAR into your schedule:

o Email ONE ID at ONEIDBus nessSup-
port@ehealthontario.on.cato register
adelegate with eHealth Ontario so
they can check your report

«  Book calendar timeright now to check
your report

o Tackleafew patients at atime

Behavioral regulation, environmental con-
text and resources

#The descriptions of the behavior change techniques are in line with the Behavior Change Techniques Taxonomy (v1) [22].

bSAR: Screening Activity Report.

“Thefinancial incentive was already available from the Ministry of Health for achieving screening thresholds; the communication emphasizes how use
of the SAR can help in attaining the bonus funds associated with these thresholds.

Figure 1. Logic model of the content and hypothesised mechanism of change.
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Figure 2. Allocation flow diagram.
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Three componentsin the redesigned SAR email will be tested.
Each of these 3 factors in the trial will either be turned on or
turned off in the email (Table 2).

Thetria received approval from the Research Ethics Board at
Women's College Hospital and is registered on
Clinical Trials.gov [NCT03124316].

Setting

The setting for this study will be primary care because thisis
the main point of entry to the health care system for Ontarians.
In Ontario, the vast majority of primary care is delivered by
primary care physicians, and patient visits to physicians are
covered under the provincia health plan. According to Statistics
Canada, 92.5% of Ontarians aged 12 years and over have a
regular medical doctor, usualy a primary care physician [30].
Almost three-quarters (73%) of Ontarians are associated with
a primary care physician working in a physician enrollment
model, meaning the primary care physician has an identifiable
list of patients [31]. Primary care physicians working in
physician enrollment models can register for the SAR and thus
automatically receive the monthly email update from CCO.

Participants and Recruitment

Eligible participants will be primary care physicians aready
registered to access the SAR and receive monthly emails from
CCO. In Ontario, as of May 1, 2017, 8462 primary care
physicians were working in a patient enrollment model. Of
these, 5576 digible physicians had signed up for the SAR. These
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5576 physicians will be automatically enrolled in our study.
We received a waiver of consent for providers participation
because the intervention (email receipt) was considered to pose
minimal risk (as primary care physicianswere already receiving
an email), individua primary care physician recruitment was
not feasible, and there were concerns that informing providers
about the trial might prime participants to act in a certain
manner. Participating physicians can opt out of receiving the
SAR emailsas usual.

Allocation and Blinding

A deidentified list of eligible participantswill be exported from
CCOto anindependent statistician who will alocate participants
to receive 1 of the 8 experimental conditions via simple
randomization using computer-generated random numbers.

The different email versions (featuring the different BCTs to
be tested) (see Multimedia Appendix 3) will be sent out in
45-minuteintervals starting from 9 AM on the 10th day of each
month (or if the day falls on the weekend, on the next business
day) for 4 months between May and August 2017. The emails
could not be sent at the same time since the Cancer Care
Ontario’s outgoing mail server could not handle sending out all
of the emails at the sametime. That iswhy adelivery schedule
made up of 9 intervals (each 45 minutes long) was devised. To
address the concern raised regarding sending time, we
randomized the order in which the email versionswould be sent
(ie, 1 version sent per interval) per month. Delivery order will
be determined via block randomization.

JMIR Res Protoc 2018 | vol. 7 | iss. 2 |e11 | p.38
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Vaisson et al

Table 2. Experimental conditions. + refersto the presence of the factor and — refers to the absence of the factor.

Experimental condition Factor 1: anticipated regret

Factor 2: material incentive Factor 3: problem solving

+

0 N o o b~ W N P
+

+ —_

All randomization procedureswill be conducted in SASversion
9.4 (SAS Ingtitute Inc). Treatment allocation will be concealed
from the research team and CCO collaborators. It isnot possible
to blind participants as they must receive the intervention and
may notice differences in email content and design; however,
they are unlikely to be aware of the different components of the
email being tested.

Data Collection and Outcomes

Inthisexperiment, all datawill be routinely collected from CCO
administrative databases. Table 3 details the variables to be
collected and used in analysis.

All outcomes will be measured at the level of the
physician-participant. The primary outcome will be a
dichotomous variable indicating whether or not the primary
care physician accessed the SAR at least once between May
and August 2017. Secondary outcomes measured at the end of
the 4-month trial via CCO database sources will be the total
number of times the SAR was accessed (between May and
August 2017) and physician adherence to screening guidelines
for breast, colon, and cervical cancer for their practice (as of
August 31). Process measures will include the number of
participants opting out of emails or with emails that bounce
back (ie, inactive email address) and the number of callsto CCO
and/or eHealth Ontario contact center during thetrial regarding
the SAR (eg, password retrieval queries).

Statistical Analyses

Physician baseline characteristics (sex, years of practice), their
history of SAR use (previoususe/no previous use), their baseline
cancer screening rates (breast, cervical, and colon), and their
practice characteristics (size of group, rurality, payment model)
will be described across experimental conditions.

The unit of analysis for all outcomes will be the primary care
physician. The effect of each intervention factor on the primary
outcome (accessing the SAR at least once during the 4-month
trial) will be analyzed using logistic regression. Indicator
variables will be specified for each of the experimental factors
using effect coding where +1 indicates the presence and —1 the
absence of each factor. With effect coding, the regression
coefficient represents the difference in the mean response across
all experimental conditions with that factor turned on against
themean for all experimental conditionswith that factor turned
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off. For example, the regression coefficient for “anticipated
regret” will represent the differencein the log-odds of accessing
the SAR for providers allocated to conditions where this factor
isturned on (study arms 2+5+6+8) versus providers allocated
conditions where the factor isturned off (study arms 1+3+4+7)
(Table 2). The effect of each intervention factor will be
expressed as an odds ratio with 95% confidence interval. The
model will adjust for history of SAR use as afixed covariate.

Dichotomous secondary outcomes (participants opting out of
emails or with emails that bounce back) will be analyzed as
described for the primary outcome. Total number of times the
SAR was accessed and number of callsto CCO will beanayzed
using Poisson regression with the natural log of the number of
person-months as an offset term. For these models, the effect
of each intervention factor will be expressed asarateratio with
95% confidence interval. In the event of significant
overdispersion as assessed by a Lagrange multiplier test, a
negative binomial distribution will be specified. For physician
adherence to cancer screening guidelines, the dependent variable
will be the number of eligible patients who meet a set of
cancer-specific guidelines out of the total number of eigible
patients listed to that provider and analyzed using logistic
regression.

We had no a priori hypotheses about the interactions between
the BCTs tested (anticipated regret, materia incentive
[behavior], and problem solving). Secondary analyses will
include al 2-way interaction terms between experimentd factors
as well as comparison across the 8 experimental conditions.
Secondary analyses will examine differences across subgroups
defined by physician characteristics (eg, sex, yearsin practice,
baseline screening rates, practice size, history of SAR use) and
practice characteristics (eg, size of group, rurality, payment
model). The length of the emails will also be explored as a
potential effect modifier.

All analyseswill be conducted in SASversion 9.4 (SAS Institute
Inc) with statistical significance assessed at the 5% level.

Power Calculation

In this experiment, sample sizeis predetermined by the number
of eligible physicians signed up for the SAR (5576 eligible
physicians at the time of randomization).
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Variable

Definition

Primary outcome
SAR? access
Secondary outcomes

Number of times SAR accessed

Adherence to cancer screening: breast (posttrial)

Adherence to cancer screening: cervical

Adherence to cancer screening: colon

Process measures

Number of calls to CCOY
Number of calls to ehealth Ontario

Number of participants opting out

Number of participantswith emailsthat bounced back
Subgroup analyses
History of SAR use

Baseline cancer screening rate: breast (pretrial)
Baseline cancer screening rate: cervical (pretrial)
Baseline cancer screening rate: colon (pretrial)

Sex
Yearsin practice
Practice size

Size of group

Payment model
Rurality

Whether or not eligible physicians accessed the SAR at least once during the 4-month
trial (May to August 2017)

A count of the number of timesthe physician logged in to the SAR in the 4-month period
(May to August 2017) prior to the data cutoff date. Multiple log-ins within a single day
will only be counted as 1 log-in.

Proportion of enrolled, eligible patients who are up to date with breast screening at the
physician level

Numerator: screen-eligible, enrolled patients who had a mammogram in the 24 months
before the report cut off date per PEM b physician

Denominator: breast screening—€ligible, enrolled patients per PEM physician
Proportion of enrolled, eligible patients who are up to date with cervical screening at the
physician level

Numerator: screen-eligible, enrolled patients who had a Pap test in the 36 months before
the report cutoff date per PEM physician

Denominator: Cervical screening—eligible, enrolled patients per PEM physician

Proportion of enrolled, eligible patients who are up to date with colorectal tests intended
for screening at the physician level

Numerator: screen-eligible, enrolled patients who had either a colonoscopy in the 120

months and/or flexible sigmoidoscopy in the 60 months and/or FOBTC in the 24 months
before the report cutoff date per PEM physician

Denominator: screen-eligible, enrolled patients per PEM physician

Number of callsto CCO contact center regarding the SAR (May-August)

Number of callsto ehealth Ontario contact center regarding a ONEID-related issue (May-
August)

Proportion of participants deciding to opt out of receiving the email during the 4-month
trial

Proportion of participants with emails that bounced back (ie, inactive email address)

PEM physicians who have never logged in, those who have not logged in for 1 year but
did previously, and those with 1 or >1 log-insin the year prior to the trial

Proportion of enrolled, eligible patients who are up to date with breast screening at the
physician level as of March 31, 2017

Proportion of enrolled, eligible patients who are up to date with cervical screening at the
physician level as of March 31, 2017

Proportion of enrolled, eligible patients who are up to date with colorectal testsintended
for screening at the physician level as of March 31, 2017

Sex of physician
From the year of graduation
Number of patients enrolled to the physician’'s practice

The total number of physicians belonging to the group and practicing within the LHIN®

Note: physicianswho are part of the physician enrollment model group but practicing in
another LHIN will not be included in this count

Identifies the specific type (ie, fee-for-service or capitation)

According to postal code of the PEM physician’s primary practice

8SAR: Screening Activity Report.
bPEM: physician enrollment model.
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CFOBT: fecal occult blood test.
dcCo: Cancer Care Ontario.
€L HIN: Loca Health Integration Network.

For testing each experimental factor, a sample size of 5576
physicians achieves 95% power to detect an absolute difference
of 4% in SAR use (between those with the factor present versus
those with the factor absent) using a 2-sided test at the 5% level
of significance assuming a control arm proportion of 0.20
(estimated based on prior CCO data). We would consider small
differences in proportions of primary care providers accessing
the SAR to be clinicaly important. For example, if an
intervention component resulted in only 4% more primary care
providers accessing the SAR (ie, 223 more primary care
providers) and if each of those primary care providersidentified
only afew patients overdue for screening, this would result in
cancer screening for an additional 500 to 600 Ontarians.

Screening 500 to 600 more people in over 4 months could be
expected to lead to cancer diagnosis and appropriate treatment
in less than 1 patient [32]. This positive potential outcome
should be placed in context, as screening also has potential
harms including false positives and complications at a rate
dependent on the nature of thetest and the risk of the underlying
population. For example, if 1000 people are screened for colon
cancer, 1 to 2 people will get extrayears of life and 35 people
will be falsely diagnosed when taking using fecal occult blood
test while 2 people will get extra years of life, 5 people will
have cancer prevented and less than 1 person will have
complicationswhen using flexible sigmoidoscopy [33]. Patients
and family physicians should consider the balance of risks and
benefits when considering a given screening test, especialy as
people age [34]. False positives and overdiagnosis can lead to
overtreatment and may have negative psychological impacts
on patients [35].

Embedded Process Evaluation

The process evaluation aims to complement the results of the
factorial randomized experiment by exploring how and why the
email interventions may (or may not) have resulted in changes
in accessing and using the SAR [36]. In semistructured
interviews (see Multimedia Appendix 4) with primary care
physicians, wewill explore how the operationalized BCTstarget
(or fail to target) determinants of their SAR access (Figure 1).

Recruitment

Invitation emails will be sent to primary care physicians
participating in the experiment, and a Can $150 (US $121) gift
card will be offered as an honorarium. Purposive sampling will
be used to ensure both primary care physicians who have not
logged in to the SAR and those who have logged at least once
are included in the sample. We will use convenience sampling
(physicianswithin study investigators' professional and persona
networks) and snowball sampling (asking participantsto forward
the recruitment email to potential participants in their own
networks of physician colleagues). We will seek recruitment of
both SAR users and those who have not used the SAR, with
sampling continuing until saturation. To the greatest extent
possible within feasibility constraints, wewill attempt to recruit
physicians exposed to each of the 3 factors during the trial.

https://www.researchprotocols.org/2018/2/e11/

Vaisson et al

Interviews and recruitment will continue until no new themes
emerge and saturation is apparent regarding the information
given for both groups of physicians (those who have and have
not accessed the SAR).

Data Collection

Telephone-based semistructured interviews will be conducted
with ligible primary care physicians who received a rewritten
email as part of the trial. It is anticipated that interviews will
last about 30 minutes. All interviewswill be audio-recorded. If
participants are unable to retrieve an email they received, we
will send them the email with al operationalized BCTs
immediately prior to theinterview. Theinterview guide will be
pilot-tested prior to use and refined as needed throughout the
interview process (see Multimedia Appendix 4). The guide
includes specific questions devel oped for each physician group
(ie, those who accessed the SAR and those who did not access
the SAR at least once during the trial). The questions are also
tailored to the email they received to inform about the potential
mechanisms of action by which the included BCTs produced
change or not regarding SAR accessand use[21]. Theinterview
will also explore general impressions of the redesigned emails
and about the SAR more generally.

Data Analysis

All audio-recorded interviews will be transcribed. Qualitative
data will be analyzed using the framework method which
involves the organization and summary of qualitative data by
both cases (rows) and themes (columns) [37]. Included BCTs
and targeted determinants corresponding to the theoretical
domains framework will be applied as deductive codes (beliefs
about consequences, emotions, intention, reinforcement, and
behavioral regulation). A second level of inductive coding will
capture mechanisms of action and will seek to link these
mechanisms to specific intervention components (BCTS)
whenever possible. Open coding will be applied when emerging
themes do not aign with theoretical domains framework
constructs or when participants highlight the intervention’s
failureto activate apotential mechanism of action. All datawill
be coded by 2 independent analysts using NVivo (QSR
International Pty Ltd) (GV and 1 member of theresearch team).
A third analyst will be consulted if discrepancies arise and no
consensus can be reached. Once common themes are established
across al interviews, the analytical framework will be applied
and datawill be charted in the framework matrix [37]. We will
continue interviews until no new themes emerge and then
conduct 3 additional interviews to verify saturation of themes.

Quantitative datafrom thetria (including exploratory subgroup
analyses) and qualitative data from the pretrial focus groups
and the posttrial semistructured interviews will be integrated
and interpreted by 2 members of the team. In keeping with
recommendations for triangulation [38,39], findings regarding
barriers and facilitators of logging in and using the SAR and
regarding primary and secondary trial outcomes will be
summarized in 1 table, known as a convergence coding matrix.
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Convergence of findings across all data sets will be assessed:
full agreement (data convergence), partial agreement
(complementarity between data), conflicting findings (discord)
or silence (finding identified in only 1 data source and no
additional sources) [40]. We will examine points of divergence
to better understand the relationship between theory and
outcomes, find out how an intervention may work or not in
particular conditions, and identify areas of opportunity for future
research on how interventions could be improved.

Results

The trial was launched in May 2017 and stopped in August
2017. At the time of submission of this article, data cleaning
and analysis have not yet begun. Recruitment for the embedded
process evaluation has paused with 11 physicians having
completed semistructured interviews, as saturation of themes
seemed to have been reached according to preliminary
impressions formed during the interviews.

Discussion

Our partnership with CCO alows for a province-wide trial of
BCTs operationalized within emails that will simultaneously
address applied questions of relevance to the organization and
exploreissuesof interest to the broader implementation science
literature. Assuch, it isan example of what we have previously
described as an implementation science laboratory [41]. This
kind of partnership enables low-cost trials by leveraging
routinely collected administrative data, whileimproving research
tranglation by ensuring that findings can be implemented in a
sustainable way to improve health service performance [42].
Thisproject will support CCO initsaim to ensure the continuous
improvement and delivery of careto patientsby “implementing
provincial cancer prevention and screening programs,
conducting research, and rapidly transferring knowledge of new
research into improvementsand innovationsin clinical practice
and cancer servicedelivery” [43]. From ascientific perspective,
the lessons learned may provide insights regarding how to
stimulate primary care physician engagement with audit and
feedback tools, which may be generalizable to other contexts
in Ontario and to other health care systems.

Thiswork isnot without limitations. First, generalizations drawn
from focus group data are known to be problematic in that they
are not usualy indicative of participants’ individual opinions
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[44]. It could have been beneficial to get feedback from
individual family physicians in a nongroup setting away from
group of peers(eg, online survey, informal interviews) to verify
that this matchesthe takeaways from the focus group. However,
in our case, because we were using methods of cocreation, a
group activity was required. More discussion relative to the
intervention design phase will be reported further by our team.
Second, inferences made from interviews in the qualitative
process eval uation could be subject to a potential selection bias
or volunteer bias. It is hard to recruit family physicians and
therefore the ones agreeing to participate could have a specific
pattern regarding SAR use and opinions. For example, they
could be physicians who may be performing better and/or are
more invested in understanding and improving their practice.
For this reason, our interview findings may aso lack
generalizability to other family physicians—for example, the
ones performing lower regarding cancer screening or/and less
using the SAR.

The experiment also has limitations. Historically, according to
internal CCO data, half of physicians receiving the SAR
notification emails do not even open them. This suggests that
features of the email such as subject line and sender may be
important predictors of the user behavior we will be using as
our primary and secondary outcomes. In our design phase, we
worked with users and nonusers to choose sender and subject
lines that we expect will optimize opening rates across all
experimental conditions. It ispossiblethat the sender or subject
line may interact with our independent variables (BCTs) but
the design of our trial does not alow us to identify such
interactions. We plan to explore any potential such interaction
in the process evaluation and anticipate that new hypotheses
will be generated for testing in future trials. In addition, while
we can assess Whether emails were opened, we cannot know if
emails were filtered to spam folders (in which case content
redesign is unlikely to help). Finally, other physician
sociodemographics such as ethnicity may also have been
important covariates to examine but those data were not
available at CCO.

A key strength of this study is its opportunistic and pragmatic
design, which is likely to enhance externa validity. We
anticipate that the lessons learned may be applicable not only
for CCO but for other health system organizations that need to
support physicians in engaging with available tools to provide
high-quality care.
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Abstract

Background: Preventive treatment goals for blood pressure and cholesterol levels continue to be unmet for many coronary
patients. The effect of drug treatment depends on both its appropriateness and the patients' adherence to the treatment regimen.
There is aneed for adherence interventions that have a measurable effect on clinical outcomes.

Objective: Thisstudy aimsto evaluate the effects on treatment goals of an intervention designed to improve patient adherence
and treatment quality in secondary prevention of coronary heart disease. A protocol for the prespecified process evaluation of
thetrial is published separately.

Methods: The Motivational Interviewing and Medication Review in Coronary heart disease (MIMeRIC) trial is a prospective,
randomized, outcomes-blinded trial designed to compare individualized follow-up by a clinical pharmacist using motivational
interviewing (MI) and medication review with standard follow-up. Patients were randomized to 2 groups after stratification
according to their beliefs about medicines. After standard follow-up at the cardiology clinic, patients in the intervention group
are seen individually by aclinical pharmacist 2 to 5 times as required over 7 months, at the clinic. The pharmacist reviews each
patient’s medication and uses M| to manage any problems with prescribing and adherence. The primary study outcome is the
proportion of patients who have reached the treatment goal for low-density lipoprotein cholesterol by 12 months after discharge.
Secondary outcomes are the effects on patient adherence, systolic blood pressure, disease-specific quality of life, and health care
use.

Results: The protocol for this study was approved by the Regional Ethics Committee, Linkdping, in 2013. Enrollment started
in October 2013 and ended in December 2016 when 417 patients had been included. Follow-up data collection will conclude in
March 2018. Publication of the primary and secondary outcome results from the MIMeRiC trial is anticipated in 2019.

Conclusions. TheMIMeRiC trial will assessthe effectiveness of an intervention involving medication reviews and individualized
support. Theresultswill inform the continued development of support for thislarge group of patientswho use preventive medicines
for lifelong treatment. The design of this adherence intervention is based on a theoretical framework and is the first trial of an
intervention that uses beliefs about medicines to individualize the intervention protocol.

Trial Registration: ClinicalTrials.gov NCT02102503; https://clinicaltrial s.gov/ct2/show/NCT02102503 (Archived by WebCite
at http://www.webcitation.org/6x7iUDohy)
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Introduction

Coronary heart disease (CHD) is the leading cause of death
worldwide, and an aging population means that the number of
people affected by the disease is increasing [1]. The acute
treatment of CHD has been revolutionized in the last two
decades, and mortality and morbidity have been more than
halved [2,3]. Thismeansthat more patients are now treated with
secondary prevention measures to minimize the risk of new
CHD events. Pharmacological treatment for secondary
prevention of CHD reduces morbidity and mortality through a
direct thromboprophylactic effect and through effects on
hypertension, hyperlipidemia, and high blood glucose, with
resultant reductionsin the progression of atherosclerotic plagque
and stabilization of plagues. The effect of the drug treatment
depends on both its appropriateness to the individual and the
patient’'s adherence to the dosage regimen. Suboptimal
prescribing and poor adherenceincrease morbidity and mortality
[4]. Despite established guidelines and widespread access to
effective and inexpensive medicines, preventive treatment goals
for blood pressure and cholesterol continue to be unmet for
many coronary patients [5-7]. The reasons for this include
suboptimal prescribing and the 20% to 30% of patients who
stop taking their preventive medicines, that is, whose adherence
worsens, at some point after theinitiation of treatment [4,8]. In
a report on the burden of nonadherence, the World Health
Organization concluded that “Increasing the effectiveness of
adherence interventions may have a far greater impact on the
health of the population than any improvement in specific
medical treatments’ [9].

The reasons for nonadherence are multiple and individual, and
therefore, any attempted intervention must have a broad
approach to inventorying problems and must allow for
individualized problem solving to be effective in awide group
of patients[9]. Interventionsthat are effective for both adherence
and clinical outcomes are usually complex in nature, according
to a Cochrane review [10]; however, overal, there is little
evidence that adherence interventions can enhance clinical
outcomes[11]. Thisisin part because the studies often lack the
power to detect differencesin clinical outcomesand sometimes
also in the adherence outcome [11]. Another large review and
meta-analysis of 771 adherence interventions, which did not
include clinical outcomes, suggeststhat interventions may have
a small effect on adherence and that this effect is higher for
interventions delivered face-to-face, by pharmacists, and with
abehavioral rather than acognitive approach [12]. A Cochrane
review of adherence interventionsfor lipid-lowering drugs also
suggests that team-based intensification of patient care can
improve cholesterol management through better adherence in
both short and long term [13].

A recent review of interventionsfor patientswith CHD suggests
that simple adherence interventions might be as effective as
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complex ones, but thisreview only studied effects on adherence,
and in half of the included studies, patients were followed up
only for 6 months or less[14]. Adherence to the right medicines
must increase for theintervention to be effective, and pharmacist
interventions (including patient education, feedback to the
physician, and medicine management) can improve risk factor
management in patients with cardiovascular disease [15-18].
Motivational interviewing (MI) has been used with some effect
in medication adherence interventions [19-21] and also
specifically when administered by nursesin cardiac care [22].

Thetheoretical framework for theintervention evaluated in this
study isdescribed in detail in a separate manuscript, which also
describes the development from pilot study and the study
protocol for evaluation of the intervention process [23].

The primary objective of this trial was to evaluate the effects
of M| and amedication review, as part of asecondary prevention
program in patients with CHD, on achieving goal levels of
low-density lipoprotein cholesterol (LDL-C) by 12 months after
discharge, compared with standard care.

The secondary objectives were to evaluate the effects of the
intervention on systolic blood pressure, adherence to secondary
prevention drugs, health-related quality of life (general and
disease-related), and secondary care use. A health economic
assessment will also be conducted, but thisis not described in
detail in this study protocol.

Methods

Trial Design

Motivationa Interviewing and Medication Review in Coronary
heart disease (MIMeRIiC) is a randomized, controlled,
outcomes-blinded, superiority trial with two parallel groups.
Patients have been randomized to standard care (control) or
standard care plusafollow-up program that includes medication
review and M1 (intervention). Ethical approval has been obtained
from the Regiona Ethics Committee, Linkdping, Sweden
(Dnr-2013/236-31). The trid is registered in clinicatrials.gov
(NCT02102503).

Study Setting and Population

Patientswith CHD (International Classification of Diseases-10
120-121) were recruited from the cardiology unit at the County
Hospital in Kalmar, Sweden. Thisisa400-bed teaching hospital
in rural Sweden; the cardiology unit has 30 beds and performs
around 1300 angiographies and 600 percutaneous coronary
interventions a year, but no open-heart surgery. All patients
with coronary artery disease, regardless of how acute it was,
were chosen because they all undergo the same standard
follow-up at the outpatient clinic. See Textbox 1 for inclusion
and exclusion criteria.
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Textbox 1. List of inclusion and exclusion criteria.

Ostbring et al

Inclusion criteria:

Patients must:

«  speak Swedish

« have an angiography during their hospital stay

«  bescheduled for follow-up at the out-patient clinic in Kalmar

Exclusion criteria:

Patients are excluded if any of the following conditions apply:

« nonparticipation in the standard follow-up at the outpatient clinic

o  prior participation in this study

. have verified coronary artery disease (International Classification of Diseases-10 120-121)

«  cognitive impairment or any other condition making interviews or phone calls difficult

Recruitment

The recruitment of patients was changed during the study
because of practical problemswith screening. This change was
judged not to affect the generalizability of the result, and it was
verified by the Regional Ethics Committee.

October 2013-May 2014, November 2014-September
2015

Patients admitted to the coronary angiography unit were
screened for digihility, and eligible patients were given written
and verbal information about the trial by a nurse or a study
pharmacist and were invited to take part. Patients who agreed
to participate were contacted within 2 weeks by a pharmacist
who explained the implications of the research and asked for
informed consent (documented by the pharmacist during the
phone call).

October 2015-December 2016

Patients scheduled for afollow-up visit to a cardiology nurse 2
weeks after discharge were screened for digibility. Eligible
patients were given written information to read in the waiting
room, and verbal information was given by the nurse. Thenurse
explained theimplications of the research and asked for written
informed consent.

Randomization

The patients were randomized in blocks of 10, sratified
according to their attitudes toward their heart medicines, as
measured by the Beliefs about M edicines Questionnaire-Specific
(BMQ-S) [24,25] after their standard care follow-up with the
physician (see Figure 1). Patients may be accepting (A),
ambivalent (B), or neutral or skeptical (C), which can affect
their likelihood of being adherent [26,27]. An accepting patient
has a strong belief in the necessity for drugs and minimal
concerns about the drug, an ambivalent patient has a strong
belief in the necessity for drugs and is highly concerned about
thedrug, and askeptical patient does not believe in the necessity
for drugs and is highly concerned about the drug. We chose to
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stratify the patients according to their attitude toward medication
because a patient’s beliefs about medication are partly affected
by their previous medical history and type of CHD, and we
believe that the patient’s attitude toward medication has agreater
effect on adherence and the need for intervention than these
underlying factors. Data on patient beliefs and other baseline
measures were collected directly after the physician visit. The
randomization sequence for each stratum  was
computer-generated by astatistician whoisnot involved in data
collection. Anintervention to control alocation ratio of 1:1.14
was chosen to account for an expected greater lossto follow-up
inthe control arm. For each patient, afolded sheet of paper with
the group alocation and unique study identification number
written on it was kept in a seal ed opague envel ope marked with
a serial number; it was impossible to read the information
without opening the envelope. A study administrator collected
baseline questionnaires and defined the stratum of each patient
before assigning the patient to the intervention or control groups
according to the serial number.

Intervention Group Protocol

The intervention is a follow-up program run by a clinica
pharmacist, whichiscarried out in addition to the standard care.
Theclinical pharmacist carriesout M| and reviewsthe patient’s
medication. The mainstay of the intervention consists of two
appointments at the cardiac outpatient clinic, but thisis adjusted
according to the patient’s needs. For afull list of study events,
see Table 1.

First Visit, 3 Months After Discharge

I ntervention partici pants are scheduled for a60-min appointment
withtheclinical pharmacist, following their standard follow-up
appointments at the clinic, around 3 months after discharge.
The pharmacist prepares an advanced medication review [28]
based on documentation in the electronic health record (EHR)
that is shared between the hospital and primary care facility,
applying national and European guidelinesto assess the quality
of prescribing [29,30]. The baseline data on the patient’s beliefs
about medicines are also recorded.
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Figure 1. Study flow chart. Each box represents a separate event. White boxes are standard care events, light gray boxes are study events; BMQ-S:
Beliefs about Medicines Questionnaire-Specific; BP: blood pressure; LDL-C: low density lipoprotein cholesterol; QoL: qudlity of life.
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BP and LDL-C follow-up 12-14 months
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Adherence, BMQ-S, QolL, hospital care need follow-up
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The clinical pharmacist uses MI when seeing the patient. An  change. At the end of the consultation, the pharmacist prepares

agenda is set to focus the interview on how the medication
worksfor the patient, what it meansin terms of side effects, the
patient’s waorries, their understanding of the purpose of the
medicines, and their thoughts about risks and benefits. The goal
is that the patient should feel safe and secure with their
medication, and that any problems affecting adherence or quality
of life will be found and solved together. If the medication
review indicates a need for intensifying the treatment, this is
first discussed with the patient to assess their readiness for
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RenderX

awritten summary of the discussed issues and the agreed next
steps. The summary is given to the patient together with the
next scheduled appointment time.

Any drug-related problems that cannot be solved by the
pharmacist and patient together are discussed with the
cardiologist after the visit either in person or viathe EHR, and
the pharmacist then contacts the patient by phoneif prescription
changes are made. The pharmacist documents the assessment
and findingsin the EHR.
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Table 1. Schedule of events by treatment arm.
Study event (including standard care) Control Intervention
Discharge Always Always
Nurse visit (2 weeks after discharge) Always Always
Physicdl training in cardiac rehabilitation is offered Always Always
Referral to welfare officer If needed If needed
Physician visit (around 2 months after discharge) Always Always
Extended follow-up in cardiac clinic or primary-care facility If needed If needed
Referral to primary-care facility Always Always
First pharmacist visit (around 3 months after discharge)
Medication review and M1? Always
Written summary of discussion Always
Discussion with cardiologist if problems with cardiac drugs or treatment goals If needed
Referral to primary-care facility if problems with other drugs If needed
Follow-up phone call Always
Intensified intervention only
Up to four extra contacts by phone or in person If there are negative attitudes

Follow-up phar macist visit (10 months after discharge)
Medication review and Ml
Written summary of discussion

Follow-up phone call

Referral to primary-care facility if problem with any drug or treatment goal

or drug-related probl ems

Always

If needed
If needed
If needed

8\iI: motivational interviewing.
Bintensified intervention is not a randomized treatment arm.

The pharmacist makes afollow-up phone call 2 weeks after the
visit to enquire about the agreed changes, to seeif there are new
guestions, and to strengthen the message from the interview.

Follow-Up Visit, 10 Months After Discharge

The pharmacist reviews the EHR for any changesin health and
prescribing, and monitors the lipid profile (the patient receives
a referral for a laboratory test along with the scheduled
appointment), before seeing the patient. The patient’s beliefs
about medicines are reassessed, and Ml is used to dlicit the
patient’s thoughts and problems. The consultation, which lasts
approximately 20-30 min, aims to support the patient for their
coming lifelong (supposedly) medicine use and to guide them
to obtain follow-up at a primary care facility if they have no
established primary care contact. Any problems found at this
stage are communicated to the primary care physician, either
through referral or with a personal message in the EHR. A
written summary isprovided and afollow-up phonecall ismade
only if new problems are encountered.

Adjusting the I ntervention According to the Patient’s
Need

Theintervention protocol is adjusted according to the patient’s
beliefs about medicines or need for support. If the patient is
assessed as accepting at baseline, the pharmacist can shorten
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theinitial consultation to 30-40 minif appropriate. If the patient
has negative beliefs, that is, ambivalent, skeptical or neutral,
the pharmacist arranges a more thorough interview and offers
the patient more visits or continued contact by phone. Thismore
intensiveintervention protocol offersthe patient up to four extra
contacts, either in person or by phone, as an extension of the
first visit. During the first visit, the pharmacist and the patient
decide together whether the patient’s worries or drug-related
problems require more contacts.

I ntervention Pharmacists

Theintervention is performed by two clinical pharmacists (LH
and MJO) with training in both medication review and M1. One
of the pharmacists has formal specialist training in clinical
pharmacy, focusing on cardiovascular medicine (60-credit
Master’s program in clinical pharmacy at Uppsala University,
Sweden) and has completed a 15-credit course in MI from
Linnaeus University, Sweden. The other has completed a
12-credit course in clinical pharmacy and pharmacotherapy
from Lund University, Sweden, 2 days of internal training in
MI, and a 3-day course run by a member of Motivational
Interviewing Network of Trainers. Both pharmacists have
carried out 5 consultations coded by Motivational Interviewing
Treatment Integrity 3.1 with feedback and, in at least one of
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these, have been evaluated as “beginning proficiency” (=3.5)
in the global rating of MI-spirit.

Standard Care

Participants in the control group receive standard care only.
Standard care at the cardiology unit of the County Hospital in
Kamar comprises a 60-min appointment with a cardiac
specialist nurse 2 weeks after discharge and a 60-min
appointment with an assistant physician or cardiologist about
2 months after discharge. Unless the patient requires specialist
follow-up or more treatment at the cardiac clinic, referra is
made to the primary care facility for continuing follow-up. All
patients are also offered cardiac rehabilitation such as physical
training in a group at the hospital or at a primary care facility
closer to home. See Table 1 for details.

Study Parameters and Data Collection

Baseline assessment data, including demographics, level of
education, civil status, CHD presentation type, previous CHD
history, comorbidities, smoking status, type of cardiovascular
intervention, and prescribed medicines, were collected from the
EHR by a member of the research staff before randomization.
Further baseline data were obtained from questionnaires sent
to the participants by mail after their physician visit at the
cardiology clinic with instructions to return them within 10
days, these questionnaires covered medication adherence, beliefs
about medicines, and health-related quality of life. Baseline
data on lipid status and blood pressure were collected from the
EHR. See Table 2 for afull list of the collected data and Figure
1 for an outline of study assessments.

To promote participant retention, control group patientsreceive
a postal card stating the appreciation of the research team for
their return of questionnaires at baseline and 10 months.
Intervention group patients do not receive a card as they are
instead summoned for a visit.

Lipid statusand blood pressure are assessed 12-14 months after
discharge. Patients who have had a myocardial infarction are
followed-up at 12-14 months by the national quality register
SEPHIA (Secondary prevention after Heart Intensive care
Admission), and assessments of lipids and blood pressure are
therefore recorded in the EHR. We use these data so that
participants do not need an extra assessment because of the
study. For noninfarction patients, the research team arranges
for the assessment of lipids and blood pressure. All patients
contacted by either SEPHIA or the research team receive a
referral for alaboratory test and blood pressure measurement,
which they can chooseto do at the drop-in clinic at the hospital
or a their primary care facility.

At 15 months postdischarge, participants complete all
guestionnaires for the outcomes assessment: Morisky 8-item
adherence scale (MMAS-8), BMQ-S, EuroQoL 5 Dimensions
5 Levels, and HeartQoL questionnaire. A time of 15 months
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was chosen to relate the answers on the MMAS-8 to the
pharmacy refill date 12-16 months after discharge. Data are
collected from the Swedish Drug Prescription Register
(adherence), the Health Care Register of Kalmar County
(hospital admissions), and, for deceased participants, theregistry
of Causes of Death administered by the National Board of
Health and Welfare.

Control for Bias

Because randomization took place after the standard care
process, the doctors and nursesinvolved in these standard visits
did not know whether their patients would be in the control or
theintervention group. Thisintroduced a control for biasduring
the standard care period. However, this control islost for doctors
with whom the pharmacist discusses treatment during
subsequent periods of the study, as it will be obvious that they
are discussing intervention patients, and for doctors and nurses
involved in the care of those intervention patients who have
further contact with the clinic after the standard follow-up.
Pharmacists are not involved in any care of patients at the
cardiology clinic outside of this study.

All the outcomes data (returned questionnaires, prescription fill
data, and health care use) for each patient are collected in an
individual, coded, clinical research form (CRF). Data from
registers and the EHR are collected by a blinded research
assistant who is not involved with the care of the study patients.
Researchers will enter the data from the coded CRFs into the
database.

To assess selection bias, all participants will be compared with
eligible patients who declined to participate, in terms of age,
sex, type of CHD, new or recurrent CHD, and marital status.

Statistical M ethods

The primary analysiswill take place 16 months after inclusion
of the last patient, according to the intention-to-treat principle.
The primary outcomewill be analyzed using logistic regression
models. Secondary outcomeswill be analyzed with appropriate
statistical methods based on the type of data. Primary and
secondary regression analyses will be adjusted for baseline
variables. Per protocol analyseswill also be performed. All tests
will be two-sided and a P value of <.05 will be considered
significant.

Sample Size

Initial Assumptions and Calculations

In quality registry data from 2012, the proportion of patients
achieving the LDL-C treatment goal in Kalmar was less than
0.3 [33]. To detect a shift in proportion from 0.3 to 0.5 in goal
achievement for LDL-C, our initial sample size calculation
resulted in a group size of 93 patients, for 80% power at a
significance level of P=.05 (two-sided).
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Table 2. Study assessment schedule indicating when datais collected.

Ostbring et al

Collection of data Discharge

Nursevisit Physicianvisit pgasdine questionnaire® 10 12 15
at 2 weeks at 2 months

months months months

Peatient eligibility O
Patient informed consent O
Retrospectively after consent (EHR b)
Patient medical history
Demographics
Medications

O 0o o o

Lipid panel

Systolic blood pressure (EHR) O

BMQ-S°

QoL 9, health-related
Heart-QoL
EQ-5D-5L.¢

M edication adherence
Self-reported
Pharmacy refill

Hospital admissions

8Sent after the physician visit.

PEHR: electronic health record.

°BMQ-S: Beliefs about Medicines Questionnaire-Specific.
onL: quality of life.

®EQ-5D-5L: EuroQoL questionnaire [31,32].

Another registry, the national “Oppna Jimforelser” (Open
Comparisons), measures the proportion of patients who have
had a myocardial infarction and who fill a prescription for a
statin 12-16 months|later. The report from 2012 stated that 80%
of myocardial infarction patientsfrom Kamar County Hospital
filled a statin prescription [34]. To detect a difference of 10%
in the proportion of patients with refill adherence, with 80%
power at asignificancelevel of P=.05 (two-sided), 195 patients
would be required in each group.

We assumed an attrition rate of 40% in the intervention group
and 60% in the control group, because the protocol for thelatter
can be regarded as an extended questionnaire study. Because
patients were enrolled about 2 months before they were asked
to fill in the first set of questionnaires, we assumed a high
attrition rate at this stage, and because they are volunteers, we
wanted withdrawal from the study at this stage to be a simple
process. Patients who did not answer these first questionnaires
will not be included in the outcome analyses.

Onthebasisof our primary outcome (LDL-C goal achievement)
and expected attrition rate, a sample size of 130+140 patients
(intervention plus control) would be required. However, this
would not have the power to detect a meaningful difference in
adherence (one of the secondary outcomes). As one of the
problems encountered in prior intervention studies has been the
lack of power to detect differencesin both adherence and clinical
outcomes, we based our sampl e size calculation on the number
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required to show adifferencein adherence, that is, 195 patients
at follow-up.

We therefore aimed to include 273+312 (=585) patientsin the
intervention and control groups, with an allocation ratio of
1:1.14.

Amended Sample Size Calculation in 2016

During the study, we learned two things that greatly impacted
our sample size: (1) the goal achievement in standard care
improved significantly and (2) our assumed attrition rate was
too high. As described earlier, problems with recruitment also
delayed the study, and this was another incentive to look at the
required sample size.

The goal achievement for LDL-C in 2012 did not reflect the
circumstances during our follow up in 2014-2017 because
treatment possibilities changed the likelihood of reaching the
target (the atorvastatin patent expired in 2013 and loca
guidelines successively changed, based on this). In 2015, the
proportion of patients reaching thetarget was 0.5 nationally and
0.45 at Kalmar Hospital [35]. This reduced the power of the
study to reject the null hypothesis unless the sample size was
increased. On the other hand, our estimated attrition rate of
40-60% was shown to be too high, as only 16.9% (71/418)
patients failed to return their baseline questionnaires, and with
exclusions for other reasons (after obtaining patient consent),
our attrition rate was 23% up to baseline assessment. We
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calculate the attrition based on this because all patients who
filled in the baseline questionnaires, who do not later contact
us to withdraw their consent, can be assessed for the primary
outcome (LDL-C) as well as the pharmacy fill adherence and
hospital admission outcomes, even if they drop off and fail to
return follow-up questionnaires. Asthe assumptions behind the
sample size calculation for the adherence measure are very
uncertain and our funding would not permit recruitment after
the end of 2016, we prioritized power for the primary outcome,
and it was decided to end recruitment when at | east 400 patients
had consented or in December 2016 &t the latest. The new
cal culation was based on the goal achievement of 0.45 at Kalmar
Hospital and our expectation to reach 0.6 in the intervention
group. Thiswould mean 170 patients needed in each group for
apower of 80% to reject the null hypothesis, or 134 needed for
70% power.

Outcomes

Primary Outcome

The primary outcome parameter of the MIMeRIC tria is the
proportion of patients who reach the treatment goal for LDL-C
levels. Thetreatment goal, asassessed by SEPHIA, isan LDL-C
of <1.8 mmol/L, or areduction of 50% from baseline.

LDL-C was chosen as the primary outcome because it is an
objective measure of a variable related to the risk of recurrent
disease. The national quality registry dataindicatethat itismore
difficult to reach treatment goals for LDL-C than for systolic
blood pressure [33], and we al so regarded the measurement of
LDL-C at a single laboratory to be more reliable than blood
pressure measurements at several different health carefacilities.

The assessment of LDL-C is part of the follow-up processin
SEPHIA, and the test is administered by the cardiology
outpatient clinic for al patientswith acute myocardial infarction.
Patients with other forms of CHD will be followed by the
research team for this assessment and asked to go to their
primary care facility or the cardiology outpatient clinic for
assessment, whichever is most convenient for them. LDL-C
values are caculated from the serum concentrations of
cholesterol and fasting triglycerides, using the Friedewald
formula

Secondary Outcomes

Patient Adherence

The proportion of patientswho adhereto the treatment regimen
will be assessed using self-reporting and refill data. The phases
of adherence under study are implementation and persistence,
as defined by the ABC-taxonomy [36]. Because self-reporting
and refill data have their individual disadvantages, they will be
combined [37]; thus, the patient is considered nonadherent if
either they are nonpersistent according to refill data or they are
nonadherent according to self-report. However, as self-reporting
isonly possible for one medication per questionnaire [38], we
will use this combined measure only for cholesterol-lowering
drugs, asthey relate to our primary outcome.

Self-reported adherence to cholesterol-lowering drug regimens
will be measured with the MMAS-8[38-40]. Although thishas
been validated in hypertension, studies have validated the earlier
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version (MMAS-4) in statin treatment [41,42]. Self-reporting
with different methods or instruments has been used in
adherencetrialsusing M1 [20] and in many studies of adherence
interventions in genera [11]. For the combined adherence
measure, patients will be regarded as nonadherent in the
implementation phase if they score <6 points on the MMAS-8
[37,39]. However, to further investigate the rel ationship between
different adherence measures and the outcome, we will tabul ate
the results from the MMAS-8, refill adherence, and LDL-C
assessments and perform statistical analyses, using the 3
categories of high (8), medium (6 to 7.75), and low (<6)
adherencein MMAS-8 [38].

Refill adherence will be assessed using the Swedish Prescribed
Drug Register. Patients will be defined as nonpersistent if they
have not purchased the drug at least once during the 12- to
16-month period after discharge. The 4-month period is based
on the Swedish reimbursement system [43]. The proportion of
patients who are persistent to dosage regimens for
cholesterol-lowering drugs, aspirin, platelet aggregation
inhibitors, beta-blocking agents, angiotensin-converting enzyme
inhibitors, and angiotensin receptor blockers will be assessed
using refill data compared with prescription data, as recorded
in the EHR. For cholesterol-lowering drugs, a third adherence
estimatewill be used, the percentage of days covered adherence
measure. A cutoff point of 80% has been set for the percentage
of days covered measure [44]. This means that if a patient has
collected medicines during the follow-up period, but has not
collected enough to cover 80% of the doses prescribed in the
EHR, the patient is considered either nonadherent during
implementation or as having discontinued treatment.

Systolic Blood Pressure

We will also measure the proportion of patients with systolic
blood pressure <140 mm Hg 12 months after discharge. Asfor
LDL-C, thisispart of the second follow-up in SEPHIA. Patients
not included in the SEPHIA registry will be followed by the
research team and asked to attend their primary care facility or
the cardiology outpatient clinic for assessment, whichever is
most convenient for them.

Quality of Life

Changesin quality of life will be measured with the HeartQoL
[45] questionnaire. This questionnaire was developed for use
in patientswith ischemic heart disease; it measures both physical
and emotional items. Mean changes between baseline and
follow-up will be calculated for each group, as well as the
proportion of patients with increased, maintained, or decreased
quality of life. Our rationale for measuring thisisthat the items
of HeartQoL would be affected partly if the treatment is better
but possibly more by reducing side effects. It might be that
increased treatment or adherence has a negative impact or that
a more individual treatment leads to improved quality of life
because of fewer side effects. However, there could aso be
negative consequences on the preventive effect for CHD.
Although quality of lifeis challenging to evaluate, and multiple
instruments can be used, thereisreason to believe that this could
be an important outcome in adherence interventions [46].
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Secondary Care Use

Information about the patients’ unscheduled secondary care use
will be collected from the health care register in the County of
Kamar. The number of emergency visits or hospitalizations
due to cardiovascular disease and the time to first contact will
be recorded for each group. Data will aso be collected
retrospectively for the 10-year period before the index date so
that adjustments can be made as required.

Results

A total of 417 patients were included in the study before
recruitment stopped in December 2016, see Figure 2. Unmet
inclusion criteriawere later identified for 12 patients, standard
follow-up was delayed by more than 3 months for 10 patients,
5 patientswere excluded for other reasons, 1 was deceased, and
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3 were missed in administration, which resulted in 386 patients
being sent baseline questionnaires. By April 2017, all had been
approached and given baseline questionnaires and 317 patients
had answered the questionnaires; 69 patients have withdrawn
their participation by failing to return their baseline
guestionnaires.

Baseline characteristics have been registered in our database
for the 234 subjects with baseline data collected before
September 2016; these are described in Table 3. The mean (SD)
age of the subjectsis 68 (10.3) years and 73.9% (173/234) are
male. About 70% (161/234) of the participants have had a
myocardial infarction or other acute event, and about 30%
(66/234) of participants have an earlier history of CHD.
Medicines prescribed at discharge to these subjects can be seen
in Table 4.

Figure 2. Flow diagram of study participants, status as of April 2017. For those excluded, (i) indicates cognitive impairment or any other condition
making interviews or phone calls difficult; (ii) indicates nonparticipation in the standard follow-up at the out-patient clinic; and (iii) indicates prior
participation in this study. LDL-C: low-density lipoprotein cholesterol; BP: blood pressure.

Potential participants assessed for
eligibility=756

| Excluded=52 : 25 (i), 2 (i), 25 (iii) |

| Eligible=708 |

‘ Missed or not reached=150 ‘

| Asked for informed consent=558 |

| Consented=417 |

Losses after consent
No return of questionnaire=69
Not meeting inclusion criteria=12
Delayed standard follow-up=10
Other exclusion=5
Administrational error=3
Deceased=1

Baseline questionnaire data
available=317

| Randomization |

10-month questionnaires
presented

Depends on patients returning
their questionnaires

Follow-up of outcome measures

12-14 month data available for LDL-C
and BP

Depends on administration of quality
register and patients showing up for
test
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15-month questionnaires
presented

Depends on patients returing their
questionnaires

16-month pharmacy-refill data
avaliable

Can be assessed for all patients
not lost after randomization
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Table 3. Baseline characteristics of thefirst 234 subjects enrolled into the Motivational Interviewing and Medication Review in Coronary heart disease
(MIMeRiC) study for whom complete baseline data are available.

Variable All subjects
Demographics
Age (y), mean (SD) 68 (10.3)
Male, n (%) 173(73.9)
Clinical history
STEMI? n (%) 68 (29.1)
non-STEMI, n (%) 63 (26.9)
Unstable angina, n (%) 30(12.8)
Chronic angina, n (%) 50 (21.4)
Other reason for PCI®, n (%) 15(6.4)
History of CHDS, n (%) 66 (28.2)

Beliefs about medicines

Necessity score, mean (SD) 18.5(3.8)
Concern score, mean (SD) 12.9(5.1)
Accepting, n (%) 113 (48.3)
Ambivalent, n (%) 75(32.1)
Neutral, n (%) 24 (10.3)
Skeptical, n (%) 21(8.9)

8STEMI: ST-elevation myocardial infarction.
bpc: percutaneous coronary intervention.
CCHD: coronary heart disease.

Table4. Medicines prescribed at discharge to thefirst 234 patients enrolled in the Motivational Interviewing and Medication Review in Coronary heart
disease (MIMeRiC) study.

Medicine prescribed At discharge, n (%) New prescription?, n (%)
ASAP 202 (85.6) 126 (53.4)

Clopidogrel 81 (34.3) 69 (29.2)

Ticagrelor 119 (50.4) 118 (50.0)

Warfarin 20(8.5) 8(3.4)

ACE€ 119 (50.4) 80(33.9)

ARBY 86 (36.4) 36 (12.7)

BB® 206 (87.3) 132 (55.9)

Statin 217 (91.9) 139 (58.9)

8patients who have received a medicine for the first time.
bASA: acetylsdicylic acid.

CACEi: angiotensin converting enzyme inhibitor.

dARB: angiotensin receptor 11 blocker.

®BB: beta-blocker.

; ; CHD using MI and medication review. Our randomized
Discussion controlled g'3ria| acknowledges that optimal prescribing and
This protocol describes the methodology for a study assessing  Monitoring of medications as well as high patient adherence is
the effectiveness of an intervention involving extended & Prerequisite for adequate secondary prevention.
follow-up of the pharmacological treatment of patients with
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Theaim of the intervention isto improve secondary prevention
of CHD, and the effectiveness will be measured by assessing
patient adherence as well as intermediate biological outcomes
such as relevant treatment outcomes, perceived quality of life,
and number of hospital admissions. We use two complementary
adherence measures: self-report and pharmacy refill for the
cholesterol drugs, which are directly linked to the primary
outcome: LDL-C.

The design of this adherence intervention is based on a
theoretical framework and it isthe first trial of an intervention
that uses beliefs about medicines to individualize the
intervention protocol. Many adherence interventions havefailed
to assess or find long-term effects. Because this intervention
follows the patient throughout the year after hospitalization for
CHD and targets all patients regardless of adherence, we hope
that it can prevent patients from discontinuing their medicines
in the long term. It has been shown that the greatest loss in
adherence (persistence) is during thefirst year and that patients
who are persistent at 2 years continue to be adherent [47].

Strengths and Limitations

Patients were recruited directly after their acute event or
treatment for chronic CHD and were invited to participate
regardless of age and comorbidities as long as they underwent
the standard follow-up procedure at the clinic. However, because
the intervention involves extra contacts with the hospital, some
patients will decline participation; this could create a selection
bias, especially among patients who live far from the hospital
or patients with multi-morbidity or greater age. A limitation of
this study is that it is conducted in one single hospital clinic.
The findings may thus be generalizable to other clinicsonly in
alimited manner.

The duration of follow-up is 12 months from the start of the
intervention (ie, 15 months after discharge) for the outcomes
measured by the study itself: adherence, quality of life, and
hospital admissions. However, for practical reasons, we chose
to usethefollow-up at 12 months after discharge for measuring
lipids and blood pressure, because these tests are aready in
place for the quality register for secondary prevention of
myocardial infarctions. We acknowledge that 12 months
follow-up might be too short to assess the effect on hospital
admissions due to cardiovascular disease if the intervention
primarily affects how patients manage their drugsin the longer
perspective, and therefore, we aim to assess this outcome again
after 3, 5, and 10 years.

Thebroad inclusion criteriaand few exclusion criteriastrengthen
the generalizability of the study. The many outcomes of the
study, from adherenceand LDL-C to quality of lifeand hospital
admissions, is another strength. Few adherence studies have
used two adherence measures and are also designed to analyze
arelevant clinical outcome, with follow-up of 1 year [11]. We
also expect to have more than 80% of participants analyzed at
follow-up [11].

Protocol AmendmentsDuring Trial

After initiation of the study, we faced obstacles with our
recruitment process, mainly dueto patients not being identified
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for eligibility testing before discharge. We tried to remedy this
by increasing theinput from the research team, but after several
months, without much difference in recruitment, we decided to
change the procedure. This required the omission of a
medication reconciliation that was initially part of the protocol
for both study groups, as it was done at the inclusion phone
contact before randomization. The reconciliation was
appreciated by the nurses involved in the follow-up, but
changing this meant little in the actual care of patients because
the nurses were able to carry out a reconciliation during their
consultation. After including the specialist nurses in the
recruitment process, the enrollment rate increased markedly.

Asdescribed in the Methods section, the patent for atorvastatin
expired during the study period, which resulted in more patients
being treated with this drug as first-line treatment. This meant
that more patients reached their treatment target without need
of treatment assessment or changesin prescribing. Wetherefore
recalculated our needed sample size based on more relevant
presumptions. Another change affecting treatment was the
release of the new American guidelines on treatment of blood
cholesterol late in 2013 [48]. These guidelines no longer
recommended a specific LDL-C treatment target for patients
with CHD, but instead advocated high- or moderate-intensity
statin treatment. This has affected how the cardiologists and
pharmacists in Kalmar evaluate their patients’ treatment, even
though national and European guidelines were not changed
accordingly. We cannot assess how much this has affected the
treatment of the study patients, but we assumethat it lowersthe
motivation to reach an LDL-C target level.

During the study, we also learned that patients undergoing a
coronary artery bypass graft operation were sometimesrecruited
into the study up to 6 months before their treatment actually
took place. Because these are only a minority of the study
participants, we will conduct a sensitivity analysis with this
group excluded in the outcomes analysis.

Clinical Implications

Patientstoday have concerns about their drugs because of what
they read in the papers [49,50], what they hear from others, and
the limited time for follow-up in their health carefacility. They
areleft with no oneto talk to about their concerns. Many patients
suffer from adverse drug effects but do not contact their health
care facility [51]. This results in a burden of health problems
affecting their daily lives and causing worries, which possibly
affect their quality of life. We propose that our model for
extended follow-up will counteract this problem, but none of
our outcome measures actually measure the impact of the
intervention on an individual patient’s day-to-day living [52].
However, we believe that querying the patients on their beliefs
about medicines possibly comes closest to providing information
on how patients live with their medicines. We will therefore
assess this and other measures of how the patients perceive the
intervention in a process evaluation for which we publish a
separate protocol [23].
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Abstract

Background: In patientswith critical legischemia(CL1), the standard operative choiceisan in situ bypassto the lower extremity
to improve the patients” prognosis and quality of life. Postoperative complications after surgery occur in 18 % of the patients,
prolonging hospitalization and convalescence. The main operative complication is edema. This can be prevented by early
mobilization or stimulation of the natural venous pump in the leg.

Objective: To investigate whether compression therapy with foot pump reduces postoperative edema, facilitates wound healing
of the operation wounds, promotes healing of ischemic ul cers, and shortens hospitalization, increasing and improving the patient’s
subjective quality of life faster.

Methods: The protocoal is designed as a randomized, unblinded prospective study with 50 patients in each group. Standard
postoperative routines after bypass surgery, including short-stretch bandaging of the operated legs, are compared to supportive
stimulation of the venous pump by an impulsive compression foot pump. The postoperative edema of the leg is measured 10 cm
below the patella and 8 cm proximal to the medial malleolus. Measurements are performed preoperatively, 1 and 4 days
postoperatively and at discharge.

Results: The primary endpoint is reduction of leg edemaby at least 50%. The secondary endpoint includes earlier mobilization
in the pump group and decreased length of stay in hospital. Quality of life is evaluated through the European Health Related
Quiality of Life Questionnaire 5 Dimensions (EQ-5D) and Vascular Quality of Life Questionnaire-6 (VascuQol-6) questionnaires.
The start of the study is February 1, 2018, and the end of the study is February 1, 2020. First results will be available April 2020.

Conclusions: In orthopedic surgery of the lower extremities, the use of foot pumps has shown a reduction of edema and
thrombosis in risk patients. Although important positive effects may be expected after vein bypass surgery, no reports have yet
investigated the use of the device in vascular-operated patients and no analysis or meta Cochrane reviews are available in this
field.

Trial Registration: ClinicalTrials.gov NCT03192982; https://clinicaltrials.gov/ct2/show/NCT03192982 (Archived by WebCite
at http://www.webcitation.org/6xMZJ06dw)

(JMIR Res Protoc 2018;7(2):e58) doi:10.2196/resprot.8799
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Introduction

Critical leg ischemia (CLI) is a predominant cause of poor
wound healing, leg amputation [1], and has a significant,
negative impact on quality of life [2]. In patients with CLI, the
standard operative choice is an in situ bypass to the lower
extremity to improve the patient's prognosis and quality of life.
However, postoperative complications after an in situ bypass
occur in 18% of patients, prolonging their hospitalization and
convalescence. The main postoperative complication is edema.
Measured 10 cm below the patella, edemais devel oped among
approximately 6%-8% during the first day, increasing to
8%-10% at the fourth day (nonpublished). Postoperative edema
can be prevented by early mobilization which stimulates the
natural venous pump in theleg, but mobilization is often difficult
in patients with CLI due to wound problems prior to surgery.
In addition, CLI is associated with age and limited walking
distance and coexists with other manifest diseases, which might
also make mobilization difficult. Supportive stimulation of the
venous pump by an impulsive compression foot pump may be
an effective solution. Patient’s stimulation of the venous plexus
in the arch of the foot has shown to reduce leg edema and
thrombosis risk in patients undergoing orthopedic surgery on
the lower extremities [3-10]. However, in the literature, there
isno description of treatment of vascular surgical patientstreated
with foot pump. Thus, the primary objective of this study isto
investigate whether a foot pump is effective in reducing
postoperative edema in patients undergoing an in situ bypass.

Background and Rationale

In situ bypass to the lower extremity is the standard operation
choice on patients with critical leg ischemia, accounting for
approximately 18% of patients wound problems [11],
prolonging their hospitalization time and convalescence. One
of the reasons for wound problems is postoperative edemaT he
edema is expected after open vascular reconstruction (in situ
bypass surgery). Early mobilization can prevent development
of the postoperative edema. Through mobilization, the patient
stimulatesthe natural venous pump in theleg. However, patients
are often hard to mobilize in an early stage due to the wound
and age. Stimulation of the venous plexusin the arch of thefoot
has, in other categories of patients, shown to reduce
postoperative edema of leg and thrombosis risk in patients
undergoing orthopedic surgery on the lower extremities. The
subjective quality of life is often impaired in relation to the
above mentioned surgical treatment. Through a quicker
recovery, the patient can rapidly regain mobility and walking
capability.

Thereis no analysis or meta Cochrane reviews in thisfield.
Objectives

The objectives will be as follows:

1 Toinvestigate whether compression therapy with foot pump
reduces postoperative edema.

2. Through reducing edema, facilitate wound healing of the
operation wounds, promote healing of ischemic ulcers, and
decrease major amputation rate.

3. Shorten hospitalization.

http://www.researchprotocols.org/2018/2/e58/
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4. Increase and improvethe patient’s subjective quality of life
faster.

Methods

The trial design is a 1:1 randomized prospective study. All
surgical procedures will be performed by vascular surgeons.
The postoperative care will be performed by special nursesin
cooperation with vascular surgeons at the Department of
Vascular Surgery, Lillebaelt Hospital, Denmark.

Participants, I nterventions, and Outcomes
Eligibility criteria
Inclusion:

The study will include patientswho have undergonein situ from
common femoral artery to a popliteal artery above knee/below
knee or crural artery.

Exclusion:

The study will exclude patients with former deep vein
thrombosis, symptomatic postthrombotic syndrome, or ischemic
wounds that are in such manner that compression of thefoot is
not possible.

Age of Subjects:
Subjects will be between the ages of 18 and 99 years.

I nterventions

Post operation, the foot pump will be placed on the foot,
according to randomization. The pump must be placed on the
foot immediately after the operation isfinished. The foot pump
will be left on the foot until full mobilization is reached. The
pump should not harm or hurt the patient when it is placed on
the foot in the correct position.

The control group will follow the department’'s ordinary
postoperative routinesfor inset bypass short-stretch bandaging.
The short-stretch bandage is a padded bandage that stretches
from the toes and up to the upper thigh with a 40 mmHg
pressure.

Outcomes

End points
The end points are as follows:

1. Reduction of leg edema by 50%, 10 cm below the patella
and 8 cm proximal of the medial malleolus on the operated
leg three days post operation in patients treated with
impulsive compression in comparison to nontreated.

2. “Wound complications’ are defined according to the
national Danish vascular registry “karbase’, including
infections, hematoma, and lymph excretion over two days.
The pump is expected to have influence on the wounds on
the thigh/crus and not in the groin. We therefore separate
on wound complications in the groin and the other part of
theleg.

3. Time to mobilization in pump treated patients (ie, patient
can get out of bed and go to the toilet).

4. Length of stay in hospital.
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Participant timeline

Trial baseline

The start of patient inclusion is February 1, 2018, and the study
will befinished February 28, 2020. Thefirst results are expected
by April 30, 2020.

Time Schedule for Measuring Assessing Symptoms As
Edema

The time schedule will be as follows:

1. Inthe open clinic when the patient is included.

2. The day after the operation.

3. Day 4 and the day of patient discharge.

4. Day 42 (control in our open clinic for control of the
operation results).

The measure procedure will be as follows:

1. The circumference of the leg will be measured at 10 cm
below the distal part of the patellae and 8 cm above medial
malleolus.

2. Inthe same procedure, we will evaluate pain by the Visual

Analogue Scale (VAS).

Randomization when the patient is on the operation table.

Operation performed.

Post operation.

The control group follows the department’s ordinary

postoperative routines for inset bypass — short-stretch

bandage. A short-stretch bandage is a padded bandage that

stretches from the toes and up to the upper thigh with a 40

mmHg pressure.

7. Timefor full mobilization isrecorded in all patients.

8. Reoperationsis noted.

9. Toe pressure is measured at inclusion, immediately post
operation and at discharge.

10. Time for discharge is noted.

11. Paraclinical factorsto be examined: confusion, pneumonia,
infection of the urinary tract.

12. Duplex study at Day 42 of reverse flow in the deep veins
associated with standard duplex study of AV fistulas
postoperatively.

13. Quality of life questionnaire (VascuQol-6) baseline + 42
days + 6-month + 12-month, (Appendix 1).

14. EQ-5D baseline + 42 days + 6-month + 12-month,
(Appendix 2).

o 0 A~ w

Samplesize

The sample will comprise of 50 patients in each group with a
total of 100 patients.

Statistical Analysisand Structural Analysis

Through decreasing the postoperative edema by 50 %, we can
reduce the wound complication rate for patients from 18% to
12%, given asigma of 10 and the two-sided test, with an alpha
value of 0.05 and beta of 0.80 involving 44 patients in each
group. Assuming adropout rate of 6 patientsin each group, the
“sample size” will riseto 50 in each group.

http://www.researchprotocols.org/2018/2/e58/
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Recruitment

Patientswill follow the department’snormal procedureinterms
of in situ bypass. They will then be asked in the outpatient’s
clinic during avisit to prepare for the operation.

Assignment of Intervention

Allocation
Allocation will be by randomization.

Sequence generation

The study will use an online randomization program. The total
distribution between the two groups is 1:1, but a block
randomizing will be used in different sizes.

Allocation concealment

Mechanism

Last minute randomization will occur at onset of surgery by
study coordinator.

I mplementation

I nformed consent

Patients with critical leg ischemia that are being assessed for
inset bypass will be offered to participate in the trial by
ambulatory visit. Therewill be asheet with written information
handed out and the patients will also receive oral information
about thetrial. The patient then hasthe option for consideration
until the randomi zation happens at admission to operation. The
oral information will be given by the research nurse and study
physician through a phone call from a study room in the
outpatient clinic at Department of Vascular Surgery, Lillebaelt
Hospital, Denmark. The patient is then given the written
information to take home for reading and can have an observer
present at the hospital where the patient must submit a statement
of participation in the study. Thetime between ambulatory visit
and hospitalization will usually be 7 to 14 days, depending on
the severity of the patient’s ischemia.

Blinding
Patient and surgeon will be blinded to the alocation during

surgery but will need to be unblinded at the time when the
intervention isinitiated immediately after surgery.

Data Collection, Management, and Analysis
Data Collection Methods

Data Application Sheet

A data application sheet will be created for all the included
patients. The information will be fed into the database for
analysis.

Data management

Data management will be handled in the Data Analysis and
Statistical Software program (STATA version 13). A special
data applications model has been constructed for the study in
Open (Odense Patient Data Explorative Network).
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Statistical methods

Descriptive statistics will be used to report study results. For
binary and categorical variables, tests of differences between
the intervention and control group will be analyzed by the
chi-square test. For continuous variables, initia tests will be
performed to check for normality of data by using histograms,
Q-Q plotsand the Shapiro-Wilk test. Normally and nonnormally
distributed variables will be analyzed by t test or the Wilcoxon
rank sum test, respectively. P values <.05 will be considered
statistically significant.

Monitoring

Data Monitoring and Auditing

Datamonitoring and auditing will be conducted by yearly report.
The ethical committee will receive alist on all serious adverse
effects in the study (expected and unexpected) and serious
incidentstogether with areport about the security of the patients.

Risks, Side Effects and Disadvantages

The foot pump treatment is noninvasive. Patients should not
experience aches or pain relating to the treatment method. The
pump isused in other European countries on an empirical basis
and Communautés Européennes (CE) mark. Furthermore, the
Duplex study isdone as routine examinationsin the department
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Abstract

Background: Acute ischemic stroke (AlS) is amedical emergency. The outcome is closely linked to the time elapsing from
symptom onset to treatment, and seemingly small delays can mean the difference between full recovery and physical and cognitive
dysfunction. Recanalization to allow blood to reenter the affected area is most efficient immediately after symptoms occur, and
intravenous thrombolysis must be initiated no later than 4.5 hours after the symptom onset. A liable diagnosis is mandatory to
administer the appropriate treatment. Prehospital diagnosis and, in caseswhere contraindications are ruled out, prehospital initiation
of intravenous thrombolysis have been shown to significantly decrease the time from alarm to the treatment.

Objective: The objective of this paper is to investigate the effectiveness of prehospital thrombolysis as measured by (1) time
spent from symptom onset to treatment and (2) the number of patients treated within 4.5 hours. In addition, we want to conduct
explorative studies. These will include (1) the use of biomarkers for diagnostic and prognostic use where we will collect blood
samples from various time points, including the hyperacute phase and (2) the study of magnetic resonanceimaging (MRI) images
at day 1 to determine the infarct volume and if the time to thrombolysis has an influence on this.

Methods: Thisis a prospective controlled intervention study. The intervention will involve a computed tomography (CT) and
thrombolysisin a physician-manned ambulance called amobile stroke unit (MSU). The control will be the conventional pathway
where the patient is transported to the hospital for CT, and thrombolysis as per current procedure.

Results: Patient inclusion has started and atotal of 37 patients are enrolled (control and intervention combined). The estimated
time to completed inclusion is 36 months, starting from May 2017. The results of this study will be analyzed and published at
the end of the trial.

Conclusions: Thistrial aimsto document thefeasibility of savingtimefor all stroke patients by providing prehospital diagnostics
and treatment, as well as transport to appropriate level of care, in a safe environment provided by anesthesiologists trained in
prehospital critical care.

Trial Registration: ClinicalTrials.gov NCT03158259; https://clinicaltrials.gov/show/NCT03158259 (Archived by WebCite at
http://www.webcitation.org/6wxNEUMUD)

(JMIR Res Protoc 2018;7(2):€53) doi:10.2196/resprot.8110
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biomarkers; blood analysis; stroke scales; cerebral CT examinations; rtPa; air ambulance model; MSU
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Introduction

Background

Stroke is the third leading cause of death in most Western
countries. Two-thirds of stroke survivors struggle with moderate
to severe disability [1]. Stroke affects approximately 15 million
people worldwide each year. Of these, 5 million die and at | east
another 5 million are left permanently disabled [2]. In Norway,
around 15,000 people suffer from stroke each year, and in the
next 20 years, the number of stroke victims will increase
substantialy [3].

Up to 90% of all strokes are ischemic (cerebral infarction),
mostly, dueto an acute thromboembolic obstruction of acerebral
artery. The remaining 10% are cerebral hemorrhages. In most
ischemic strokes (1Ss), asmall or alarge part of the brain (the
infarct core volume) will undergo necrosis within few minutes
due to hypoxia. However, because of cerebral collateral flow,
asignificant brain volume (the penumbra volume) may survive
for some hours, but this relies on the rapid restoration of the
blood flow [4]. Therefore, an AlSisamedical emergency, and
successful treatment relies on early recanalization of the
obstructed artery. Thrombolytic therapy (recombinant
tissue-type plasminogen activator, rtPA) is approved for use
within 4.5 hours after symptom onset [5,6], but the efficacy
decreases rapidly with time. Thisisillustrated by the increase
in the number needed to treat (NNT) from 4 within 90 min to
morethan 19 after 4.5 hours[7] . Dueto delaysand late arrival,
only 15% to 40% of al the stroke patients reach the hospital
within the designated 4.5 hours, and only about 5% of these
patients receive thrombolytic therapy. Even among this 5%, the
majority of these patients are treated in the less-efficient end of
the approved time window [8].

Differentiation of a cerebral infarction from a cerebral
hemorrhage relies on the computed tomography (CT) or the
magnetic resonance imaging (MRI) of the brain. Thisiscrucia
because thrombolytic treatment of a patient with acute cerebral
hemorrhage may be fatal. Therefore, intravenous (1V)
thrombolysisis only administered in a hospital at present. The
consequence is a multifactorial delay. As a result, very few
patients are treated within the most effective period for this
drug, which is up to 90 min after the symptom onset. The only
way to avoid this detrimenta time delay seems
evident—establish the diagnosis and the treatment of an AIS
outside the hospital and in time as close to symptom onset as
possible.

An increasing amount of evidence shows that minimizing
prehospital time delay improves the thrombolytic rates in an
A1S[9,10], and to take it a step further, in 2012 Fasshender et
al demonstrated that prehospital stroke diagnosis is accurate
and feasible. Using amobile stroke unit (M SU), equipped with
a stroke neurologist, a CT scanner, and a point-of-care
biochemical laboratory, they showed that the time from
symptom onset to a diagnostic therapeutic decision for
thrombolysis was reduced from 76 min to 35 min. In 95% of
the cases, the CT scanner in the MSU provided high-quality
brain scans, which enabled them to rapidly and accurately
differentiate  between cerebral infraction and cerebral
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hemorrhage on site [8]. Due to the potentially great
socioeconomical gain of early treatment of stroke patients[11],
other initiatives to investigate and implement a
neurol ogist-staffed M SU have been made[12-14]. They al have
in common that they significantly reduce time to diagnosis and
treatment. Thus, the question arises if a full hospital staff,
including a neurologist, who normally do not operate in the
prehospital room, is mandatory for this system to work. To
investigate this, we have staffed an M SU with aspecially trained
anesthesiologist, a specially trained nurse, and a paramedic to
mimic the Norwegian helicopter emergency medical service
(HEMS) (REK id 2013/2298). On the basis of this, Hov et al
published a study on the agreement between anesthesiologists
and neuroradiologist in finding radiological contraindications
of thrombolytic therapy in cerebral CT scans of an acute stroke
[15]. This study showed a 92% interrater agreement between
the 2 groups, and it demonstrates that a prehospital diagnosis
of stroke patientsisfeasible on amore general basisand within
the Norwegian physician manned emergency service.

The National Institutes of Health Stroke Scale (NIHSS) is a
reliable and a much-used tool for clinical recognition and
severity estimation of stroke symptoms. The reliability of this
scale has been established by severa clinical trials performed
by trained neurologists. In 1999, Dewey et a proved that the
overall agreement in NIHSS scoring between trained nurses
and trained neurologists was no different from the agreement
among neurologists. The study suggested that trained nurses
could administer the NIHSS with reliability similar to
stroke-trained neurologists [16]. Thus, the use of NIHSS is
accessible in the prehospital system, where specialy trained
paramedics, nurses, and anesthesiologists can evaluate the
patients using NIHSS. This will help with triage and
categorization of patients for this study.

Themost commonly used brain-imaging method for acute stroke
is CT; however, the detection of an ischemic volume is not
sensitive in the acute phase. The size of the infarct core can be
approximated by the extent of diffusion-weighted imaging
(DW1) signal changes[17]. The MRI volumetric in predicting
infarct volume in postischemic stroke patients is promising.
Recent studies have shown that a large initial DWI lesion
volume was an independent predictor of poor outcome in
patients managed with intravenous thrombolysis [18], and that
lesion volume may decrease more than 30% 2 hours after tissue
plasminogen activator (tPA) as an early marker of long-term
clinical benefit of thrombolytic therapy [19]. Our aim isto test
whether early thrombolysis (< 90 min) may cause lesser infarct
volume on DWI MR compared with late thrombolysis (>120
min) and to test DWI MR infarct volume as a predictor of
outcome in patients treated with prehospital thrombolysis.

Biomarkers are molecules released by specific organs or types
of cells. On the basis of how injuries occur at a cellular level,
biochemical markersin the blood after an acute stroke may offer
apossihility to gain prognostic, diagnostic, and even therapeutic
information. Inflammation in the form of proinflammatory
cytokine production, microglia activation, and recruitment of
other immune cells after a stroke plays an important rolein the
pathogenesis [20]. Additionally, as the thrombolytic treatment
is extremely sensitive to time and can prevent damage to the
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brain tissue, pharmacol ogical interventions must be investigated.
The extent of damage after astrokeisclosely linked to thetime
elapsed from symptom onset to treatment, and the influence of
this time span might be reflected in the inflammatory response
measured by the circulating cytokinesin the blood. By studying
this, we might gain insight into the outcome and the prognostic
values after a stroke.

On the diagnostic side, biomarkers have the potential to
distinguish anintracerebral hemorrhage (ICH) froman AlSand
astroke mimic [21]. Concentrations and ratios of such markers
may be used as a diagnostic tool, and further investigations are
needed to fully utilize these possibilities. It has been shown that
as much as a 1-month of additional disability-free life can be
obtained by every 15-min decreasein treatment delay [22]. This
emphasizes the importance of early diagnosis and treatment
onset. The ability to diagnose astroke already in the prehospital
phase makes treatment possible at a much earlier time point
than today and rendersthe search for such methods an important
and relevant topic.

The use of biomarkers, as a diagnostic tool, to determine
whether a person has suffered from an ICH or an AlS remains
achallenge but isin progress. Proteins representative of early
pathways involved in the pathophysiology of cerebral ischemia
have failed to show sufficient diagnostic accuracy [23,24].
Attemptsto identify biomarkers specific to | CH have been made,
with afocus on the cell-type-specific proteins that are released
upon brain damage. The glial fibrillary acidic protein (GFAP)
isastructural protein specifically expressed in astrocytes[25],
a type of glial cell that performs a variety of signaling and
nonsignaling functionsin the brain. Upon cellular disintegration,
caused by ICH, the GFAPisrapidly released and can be detected
in the plasma. Under the physiological conditions, the GFAP
is not secreted from the cells; therefore, it isnot detected in the
plasma [26]. The plasmatic retinol-binding protein 4 (RBP4)
was picked up on a big screen that aimed to identify new
biomarkersto differentiate the stroke subtypes. In combination
with the GFAP, it shows great potential for distinguishing
between an AIS and an ICH [27]. By comparing the results
from the neuroimaging and the biomarker measurements, we
can elucidate the information that the different concentrations
and ratios of the mentioned biomarkers in the blood provide.
In turn, we hope this will enable us to establish a biochemical
meansto define the type and the magnitude of the stroke, which
is mandatory before the initiation of atreatment.

Objective

The objective of this study isto investigate the effectiveness of
a prehospital diagnosis and, when appropriate, of intravenous
thrombolytic treatment of an AlS. At the same time, we will
take the opportunity to do an explorative study with the aim to
further improve the intervention using biomarkers and
volumetric outcome measures measured using MRI images.

Theintervention study aimsto:

« determine the time from symptom onset to thrombolytic
treatment in the MSU compared with the conventional
model;
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« determine the number of patients receiving thrombolytic
trestment within the 4.5-hour window in the M SU compared
with the conventional model; and

« determine if thrombolytic treatment in the MSU, when
adjusted for time, offers better Modified Rankin Scale
(mRS) and Barthel outcome compared with treatment in
the conventional model.

The explorative study aims to:

« determineif final AlS infarction volume, estimated by an
MRI, isindependently correlated with time from symptom
onset to thrombolytic treatment;

- define cutoff values for GFAP and RBP4 and explore
whether they can distinguish an ICH from an AIS when
combined with sufficient specificity and sensitivity; and
determine the influence of time to treatment on
proinflammatory markers after stroke

Hypothesis

I ntervention Study

1 The Treat-NASPP MSU model is feasible and reduces the
onset to treatment time (>15 min).

2. The number of patients treated with thrombolysis within
4.5 hours of symptom onset are significantly increased in
the Treat-NASPP MSU model.

3. The treatment in the Treat-NASPP MSU model, when
adjusted for time, does not result in increased day 90 mRS
and Barthel as compared with the conventional model.

4. Prehospital thrombolytic treatment of stroke does not
increasetherisk of secondary cerebral bleeding ascompared
with inhospital thrombolytic treatment of stroke (cerebral
bleeding worsening within 36 hours <4%, Norsk
hjernedagregister)

Explorative Study

1 The fina infarct volume, estimated by an MRI, is
significantly reduced when the thrombolytic treatment is
initiated in the MSU.

2. Biomarkers are a valid tool in the hyperacute phase of
cerebral illnessto exclude contraindication to thrombolysis.

3. Reduced onset to treatment time results in lower levels of
selected proinflammatory molecules.

Methods

Treat-NASPP is a prospective controlled intervention study.
The main aim of this study isto prospectively compare patients
with an AlS, who are diagnosed and treated prehospitally in the
MSU (intervention), with those who receive conventional pre-
and inhospital diagnostics and treatment (control). At the same
time, we will perform an explorative study with the aim to
further improve the diagnostic (the biomarker study) and the
outcome measures (the biomarker study and the MRI infarction
volume study).

The MSU will be available on call on weekdaysfrom 8 AM to
8 PM, 2 weeks on and 2 weeks off. The MSU will not be on
call during holidays and vacations. When on a call, the MSU
will be staffed with an anesthesiol ogist, a paramedic-nurse, and
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a paramedic. During the weeks that the MSU is not operating,
datacollection will take place from the conventional ambulance
on weekdays from 8 AM to 8 PM. Only ambulances that are
staffed with a paramedic-nurse and a paramedic who work as
staff on the MSU will participate in the study. All emergency
callsto the central emergency medical services (EMS) dispatch
center (AMK 113) from the catchment region of @stfold County
will be screened for stroke symptoms by the EM S dispatcher,
as per norma procedures—they will use the Functional
Assessment Staging Test scale (one or more of the following
neurological deficits: paralysis of arm or leg, facial paralysis,
aphasia, or dysarthria) and in accordanceto theinclusion criteria
(listed below), the MSU will be dispatched when the inclusion
criteria are fulfilled on weeks when the MSU is on cal. The
same inclusion criteria will be applied for the ordinary
ambulances on weeks when the MSU is not on call. The
intervention (prehospital CT and thrombolytic treatment) can
only be administered in the MSU. The control (inhospital CT
and thrombolytic treatment) can only be administered in the
hospital. The EM Sdispatcher will notify the EM S service (MSU
anesthesiologist or conventional ambulance staff) with clinical
information and history, if available. The procedureis outlined
below.

Inhospital NIHSS, Barthel, and mRS in the hyper-acute phase
will be conducted by the neurologist on call. Follow-up tests
will be conducted by an independent, inhospital neurologist
who is not invested in the study.

M SU Procedure

On site, the anesthesiologist will take the actual medical history
and conduct a rapid screening using the ABCDESs of trauma
care. If the patient is stable and further investigations can
proceed, including NIHSS scoring, the patient will get 2 venous
lines, and blood samples will be collected. Blood samples for
biomarkers (see details below) will be stored and delivered to
the laboratory at the hospital for further analyses and storage
inabiobank (related to REK 2014/1161). The patient will travel
in the stroke ambulance, where the CT scan will be performed
and blood testswill be runin the point-of-care laboratory (POC).
After completing the CT scan examination, the anesthesiologist
will immediately get in contact with the on-call neurologist
(stroke team) at the Pstfold Hospital. The anesthesiologist will
providethe stroke team with the clinical history, the POC blood
tests, the NIHSS score, the time of symptom onset, and any
known clinical contraindication of thrombolysis. The stroke
team and the on-call radiologist will interpret the CT scan by
teleradiology, and a treatment decision will be made. If there
isanindication of thrombolytic treatment, the stroke ambulance
nurse will prepare and initiate intravenous rtPa (Actilyse). The
anesthesiologist will fill the prehospital study data in an
electronic study form.

Conventional Ambulance M anagement

Conventional ambulance data collection will only take place
when the M SU isnot on duty. The conventional ambulance will
be staffed with the same personnel s (except the anesthesiol ogist)
asthe MSU. After the paramedic or nurse-paramedic has taken
the patient’s actual medical history, performed a physica
examination, including NIHSS, established a venous line, and
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given the emergency treatment needed, the patient will be
transported to the @stfold Hospital. The paramedic will contact
the EM S dispatcher and inform about the patient’sinclusionin
the study, and the EMS dispatcher will contact the hospital
stroke team. The paramedic will withdraw a blood sample for
the biomarker study, and an additional blood sample will be
taken at the hospital for standard analysis.

Therapeutic Decision

In both, the conventional and the MSU pathway, a cerebral CT
scan will be conducted as soon as possible after the symptom
onset. Images from both the pathways will be registered in the
hospital PACS system, and they will be interpreted by the
on-call stroke team (the neurologist and the radiol ogist). In the
MSU pathway, the anesthesiologist will decide which patients
aredigiblefor CT scan. However, in the conventional pathway,
the on-call neurologist in the emergency department will make
this decision. Prehospital clinical assessment will include the
actual medical history, a stroke scale score, and an ABCDE
evauation. The clinical information and scores will be
completed in designated study forms, and in the specialized
prehospital patient record system—AMIS. Both the
paramedic/nurse in the conventional pathway and the
anesthesiologist in the MSU will do a stroke scale score, and
the scores will be analyzed for research purposes.

If a thrombolytic-treated patient shows signs of clinical
detoriation, expressed as an increase of 4 or more points on the
NIHSS scale, an intracranial hemorrhage would be suspected
and the thrombolytic infusion would be stopped immediately.
A new cerebral CT scan should be conducted inthe MSU if the
driving distance to the hospital exceeds 20 min, and these CT
findings should be transferred and reported to the hospital
immediately. On the basis of the CT image, after the
identification of the location and the distribution of damage,
thetreatment will either beinitiated on site, in accordance with
inhospital procedures, or the patient will be transported directly
to the location for neurosurgery.

Prehospital Use of Stroke Scales

Stroke scales will be conducted in the MSU and the regular
ambulance. All participants (anesthesiol ogists, paramedics, and
nurses) will attend a 2-day course in stroke clinics, stroke
treatment, and the use of stroke scales. An online certification
in NIHSS will be mandatory for participation.

M agnetic Resonance Volumetric

An MRI will be completed at day 1 in all patients treated with
thrombolysis—prehospital or inhospital. According to the
standard MRI protocol at @stfold Hospital, the final infarct
volume will be estimated using T1-volume, FLAIR, T2,
diffusion, and SWI series.

Biomarker

All serum and plasma samples will be stored in a biobank
(related to REK 2014/2261). Venous blood for measurements
of biomarkers will be drawn from al the enrolled patients at
the earliest time points after symptom onset (ie, after arrival of
the paramedics/anesthesiol ogists at the scene) and at different
time points (up to weeks after being admitted in the hospital).
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The total volume of blood drawn will not exceed 100 mL on
any day. All samples will be drawn by personnels certified by
the @stfold Hospital. One standard serum tube, 1 EDTA plasma
tube, and 1 citrate serum tube will be used for blood collection.
Blood samples will be centrifuged within 2 hours of blood
collection using a standard centrifuge (10 min at 1500 g-2000
0). Serum/plasma will be transferred immediately in aliquots
to Eppendorf tubes (each containing 0.5 mL) and stored at
-80C. The Eppendorf tubes will need to be labeled
appropriately mentioning the patient number and the number
of tubes collected per patient. Periodically (depending on the
number of patients and tubes collected), biomarkers will be
analyzed in Professor Sandip Kanses' l1ab, IMB, UiO, or shipped
on dry ice to Professor Christian Forch, Department of
Neurology, Schleusenweg 2-16, 60528 Frankfurt am Main,
Germany. Acute CT scans will be taken at the same time as
blood samples and will be collected prehospitally (this applies
for the MSU. Patients brought in by a conventional ambulance
will have their CT scans taken after arrival at the hospital). We
will compare biomarker levels (index test) with CT findings
(reference standard) and optimize cutoff points by using
Receiver Operating Characteristics (ROC) analysis. Sensitivity
and specificity will be calculated based on crosstabulations. In
the wake of a stroke, the broad range of time points will be
needed to monitor theriseand fall of biomarker concentrations,
inflammatory response, and diagnostic and prognostic windows.

Inclusion

« All patients suspected of having a stroke that are checked
by the emergency serviceswithin 4 hours of symptom onset.

«  Patientsexperiencing stroke symptoms—sudden weakness
of leg or arm, especialy on one side; facial asymmetry;
sudden trouble walking; and speech disturbance (Norwegian
Index of Medical Emergencies 27.03-27.06).

Exclusion

Under 18 years of age

Pregnancy

Female <50 years and uncertain of pregnancy
Uncertainty regarding symptom onset time

Study Variables
- Age
«  Gender

«  Prehospital NIHSS

« NIHSSinhospital (day 0, 2 hours after rtPA, day 1, and day
7)

«  mRS (at discharge but no later than day 7, day 30, and day
90) and Barthel score (at discharge but no later than day 7,
day 30, and day 90)

«  Hyperacute CT diagnosis

«  CT-angiography (CTA) findings

« MR volumetric at day 1 and day 90

« Time span from symptom onset to MSU/conventional
ambulance admission

«  Onset to treatment (Symptom onset to thrombolysis)

+  Onset to thrombectomy/neurosurgery time

Hemorrhagic transformation categorized as.
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Hemorrhagic infarction 1 (HI1) (small petechiae aong the
margins of the infarct)

Hemorrhagicinfarction 2 (HI2) (confluent petechiae within
the infarcted area but no space-occupying effect)
Parenchymal hemorrhage (PH1) (blood clotsin 30% or less
of the infarcted area with some dlight space-occupying
effect)

Parenchymal hemorrhage (PH2) (blood clots in more than
30% of theinfarcted areawith substantial space-occupying
effect)

Remote parenchymal hemorrhage (rPH) (bleeding outside
the infarcted area)

Biomarker concentrations a Time 1 (in MSU and
conventional ambulance) and 2 (inhospital)

History of known comorbidity

History of anticoagulation

Data Monitoring, Harms, and Auditing

An independent safety committee consisting of 2 experienced
stroke neurologists will review all safety data after 10, 20, 50,
100, 150, and 200 patients are treated with thrombolysis. The
committee will stop the study if they find evidence for an
unacceptableincrease of symptomatic cerebral bleedings (more
than 4%) or deaths. Symptomatic cerebral hemorrhage is
assessed as a local or a remote parenchymal hemorrhage
combined with aneurological deterioration of 4 pointsor more
on the NIHSS from baseline or from the lowest NIHSS value
between baseline and 24 hours, or a significant clinical
worsening linked to the bleeding or ableeding leading to death.

The overall rate of cerebral bleeding complications and the
mortality rate at 7 dayswill be compared with the datafrom the
Norwegian stroke register.

The main safety issues in the acute phase of stroke are linked
torespiratory failure, cardiac arrhythmias, and cerebral bleeding
secondary to thrombolytic treatment.

The anesthesiol ogists working in the MSU are highly qualified
to take care of acute respiratory and cardiac failure. The MSU
istechnically equipped as an air ambulance helicopter.

The main aim of our study is to provide early thrombolytic
treatment to patients with cerebral infarction. The most serious
complication of thrombolytic treatment is cerebral bleeding,
which may be fatal. Up to 10% of all patients treated with
thrombolysis will have a cerebral bleeding confirmed by CT,
whereas only 2% to 4% of al patients will die or have a
worsened outcome due to bleeding (caled symptomatic
bleeding). Cerebral bleeding following thrombolytic therapy
will show up during the first few days, sometimes even in the
very acute phase. Studies with thrombolytic therapy in MSU
models have, however, not shown an increased risk of cerebral
bleeding [12].

Inhospital cerebral bleeding will be diagnosed and treated
according to the standard routines. Patients will be monitored
both in the MSU and in the stroke unit with NIHSS scoring at
close intervals for 24 to 36 hours. In the hospital, as aroutine,
an MRI cerebral scan will be performed at approximately 24
hours after symptom onset.
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Statistical Analysis

The Treat-NA SPP isdesigned in accordance with the Standards
of Reporting of Diagnostic Accuracy initiative guidelines[28].
For the prospective controlled intervention study, our primary
outcome will be (1) onset to treatment time and (2) number of
patients treated within 4.5 hours. Our secondary outcome will
be mRS and Barthel at day 90 adjusted for onset to treatment
time.

For the primary outcomes, we will use the Mann—Whitney U
test. For power calculation, we want to compare two continuous
variables in two groups or compare two means. 2-sample,
2-sided equdity. If we estimate the time saved by
MSU-treatment  (intervention) as compared with the
conventional pathway (control) and found the following
outcomes:

«  Mean group 1: 210 min [29]

«  Mean group 2: 180 min (we estimate that 30 min are saved
in the MSU)

« SD70min

«  Sampling ratio: 1

This gives us a number (n) of 86 patients with thrombolytic
treatment in each group. As we observed a mean reduction of
time from onset of symptoms to diagnostics in the referred to
NASPP study (unpublished data, REK 2013/2298) of 100 min,
we consider thisto be achievable.

As we expect concentrations of biomarkers to have a skewed
distribution [21,30], we will use the Mann—-Whitney U test for
comparing concentrations in the patients with an AlS and an
ICH. The ROC-curve analysis will be used to calculate the
diagnostic accuracy of the biomarkersin distinguishing between
an AlSand an ICH.

Sample size calculation for logistic regression is a complex
problem, but based on the work of Peduzzi et a [31], the
following guideline for a minimum number of casesto include
in the study can be suggested:let p be the smallest of the
proportions of negative or positive cases in the population and
k the number of covariates (the number of independent
variables), then the minimum number of cases to include is:
N=10 k/p. A statistician (JR) will be consulted for correct data
analysis.

Data Storage

Clinical data will be registered and stored at the @stfold
Hospital, Kalnes. Study data will be retrospectively collected
and registered using the European Cerebrovascular Research
Infrastructure (ECRI) database located at the Oslo University
Hospital [32]. ECRI isaplatform for European stroke research
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centers, and it provides the essential infrastructure for
international cooperation with shared databases, secure network
access, and advanced consent handling. The ECRI was
established to facilitate high-quality medical research with
possibilities of international cooperation.

Consent

The Treat-NASPP Study will be closely linked to the NASPP
and Biomarker study (REK 2013/2298 and 2014/1161). This
biobank will be acontinuation of the specific biobank approved
by REK related to project 2014/1161. It isstated that the consent
may be collected retrospectively when needed (REK
document-id: 436501). Patients (or next of kin) included in the
study will be informed about the study and an oral consent in
the prehospital acute phase will be obtained when possible. In
the stroke unit, before discharge, a specifically assigned
neurologist will bein charge of collecting written consent from
all patients (or next of kin), who are part of thisstudy. Thiswill
be closely monitered by the principle investigator and the
responsible PhD candidate.

Results

Patient inclusion has started and a total of 37 patients are
enrolled (control and intervention combined). The estimated
time to completed inclusion is 36 months, starting from May
2017. The results of this study will be analyzed and published
at the end of thetrial.

Discussion

Patients suffering from an AlS can have a complete functional
and cognitive recovery or suffer from severe disability and
death. The outcome prognosis is strongly associated with
successful reperfusion treatment [33]. Diversion of suspected
traumatic brain injury patientsto traumacenters or patientswith
identified intracranial hemorrhage may improve outcomes by
expediting access to specialist neurosurgical care [34].
Prehospital recognition of symptomsand/or diagnostic findings
that resemble the need of endovascular thrombectomy or care
in neurosurgical department may be transported directly to the
regional hospital by the M SU, or by the conventional ambulance,
or the HEM S by-passing the local hospital. The Treat-NASPP
Study isthefirst to introduce advanced prehospital diagnostics
and treatment of AlS in awell-established prehospital setting
run by anesthesiologists.

Thisstudy might result in amethod that can be used to diagnose
astroke and initiate trestment prehospitally, which might have
asignificant clinical impact on the patient outcome.
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Abstract

Background: Recent estimates indicating that approximately 10% of fathers experience Paternal Perinatal Depression (PPND)
and the increasing evidence of theimpact of PPND on child development suggest that identifying and assisting distressed fathers
isjustified on public health grounds. However, addressing new fathers’ mental health needs requires overcoming men’sinfrequent
contact with perinatal health services and their reluctance to seek help. Text-based interventions delivering information and
support have the potential to reach such groups in order to reduce the impact of paternal perinatal distress and to improve the
wellbeing of their children. While programs utilising mobile phone technology have been developed for mothers, fathers have
not been targeted. Since text messages can be delivered to individual mobile phones to be accessed at atime that is convenient,
it may provide anovel channel for engaging with “hard-to-reach” fathersin acritical period of their parenting.

Objective: The study will test the efficacy of SM S4dads, a text messaging program designed specifically for fathersincluding
embedded linksto onlineinformation and regular invitations (Mood Tracker) to monitor their mood, in order to reduce self-reported
depression, anxiety and stress over the perinatal period.

Methods: A total of 800 fathers-to-be or new fathers from within Australia will be recruited via the SM S4dads website and
randomized to the intervention or control arm. The intervention arm will receive 14 texts per month addressing fathers' physical
and mental health, their relationship with their child, and coparenting with their partner. The control, SM$4health, delivers generic
health promotion messages twice per month. Messages are timed according to the babies’ expected or actual date of birth and
fathers can enroll from 16 weeks into the pregnancy until their infant is 12 weeks of age. Participants complete questionnaires
assessing depression, anxiety, stress, and acohol at baseline and 24 weeks postenrolment. M easures of coparenting and parenting
confidence are al'so completed at baseline and 24 weeks for postbirth enrolments.

Results: Participant were recruited between October 2016 and September 2017. Follow-up data collection has commenced and
will be completed in March 2018 with results expected in June 2018.

Conclusions: This study’s findings will assess the efficacy of a novel text-based program specifically targeting fathers in the
perinatal period to improve their depression, anxiety and distress symptoms, coparenting quality, and parenting self-confidence.

Trial Registration: Australian New Zealand Clinical Trials Registry ACTRN12616000261415; https://www.anzctr.org.au/
Trial/Registration/Trial Review.aspx?d=370085 (Archived by WebCite at http://www.webcitation.org/6wav55wl1).

(JMIR Res Protoc 2018;7(2):e37) doi:10.2196/resprot.8368
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Introduction

The period surrounding childbirth represents a vulnerable time
for families where both women and men may be at increased
risk of mental health disorders. However, while maternal
perinatal screening and treatment protocol s have been introduced
within Australia, Paternal Perinatal Depression (PPND) has
been largely overlooked [1]. Recent estimates indicating that
9% to 10% of fathersexperience PPND [2,3] and theincreasing
evidence of the impact of PPND on child development [4,5]
suggest that identifying and assisting distressed fathers is
justified on public health grounds. In similar fashion, high levels
of paternal anxiety and stress have al so been found to be harmful
to children's development [6-8]. However, addressing new
fathers mental heath needs requires overcoming men’s
infrequent contact with perinatal health services and their
reluctance to seek help [9,10].

While anxiety, stress and depression are recognized as related
negative emotional states, paternal depression has figured most
prominently in the published research on fathers' mental health
inthe perinatal period. PPND canimpair thefathers relationship
with his infant and reduce his ability to effectively coparent.
Observational studies of depressed fathers have found decreased
levels of warmth, sensitivity, synchrony engagement, and
positive involvement and increased levels of criticism, hostility,
harshness, intrusiveness, withdrawal, and control [11]. For
example, fathers of one year oldswho had experienced amajor
depressive episode in the previous year were only half aslikely
toread to their infants but four times more likely to spank them
[12].

The detrimental impact of PPND on fathers' mental wellbeing
and on infant development is well documented. Preschoolers
whose fathers reported symptoms of depression inthefirst year
had twice the risk of behavioral and emotiona problems
compared to children of nondepressed fathers [13]. When the
children were assessed at 7 years of age, those whose fathers
had been depressed following their birth were aimost twice as
likely to have a psychiatric disorder compared to those of
nondepressed fathers [4]. In both studies, findings were
consistent after adjusting for maternal depression and paternal
educational level. In addition, analysis of an Australian cohort
found highly elevated behavior problemsin preschool children
whose fathers had shown depressive symptoms in their first
year [5].

PPND, expressed through hostility and negative comments, is
also likely to impact on the relationship between the parents,
especialy when combined with alcohol dependence [14,15].
Couple conflict and lack of partner support has been linked to
maternal postnatal depression[16,17], and marital conflict may
help to explain the relationship between postnatal depression
in either mothers' or fathers' and child outcomes [18,19].

Given the deleterious effects of PPND on afather's own health,
his parenting and coparenting relationship, and the possible
ongoing impairment of his child's development, the need to

http://www.researchprotocols.org/2018/2/e37/

identify and treat or support distressed fathersis clear. Moreover,
health service costs of PPND in Australia, using 2012 figures,
have been estimated at $17.97 million with an added cost of
$223.75 million due to lost productivity [20]. While calls for
fathers to be assessed for mood disorders and offered
information, support, and counselling during the perinatal period
are common, the service response has been absent [21].

Addressing PPND will require overcoming severa barriers.
Work demands, for example, prevent most fathers participating
in perinatal clinic visits with their partner [9]. Those fathers
attending antenatal preparation classes or the birth may feel
ignored by professionals and feel that they have few
opportunities to raise their concerns [22,23]. As well, fathers
may havelittle understanding of perinatal depression in general
and may not easily recognize their own symptoms of depression
[24,25]. Attempts to engage fathers in early intervention
programs have had little success and fathers are badged as “ hard
to reach” [26,27].

Mobile phone technology may be feasible in identifying
distressed fathers and offering support as ownership among
Australian adultsis high (94%) [28]. Fathers regularly use the
Internet to source parenting information [29,30]; however,
linking fathers to Web-based parenting resources remains
problematic. The low recruitment and engagement of fathers
found in face-to-face parenting programs [28] appears to be
replicated in online parenting programs [31,32].

Text messaging has been shown to influence health-related
knowledge and beliefs among mothers. Text4baby, a United
States—based program sending short message service messages
to mothers through the perinatal period, has found that 75% of
usersreported text messaging had given them important medical
information. A randomized controlled trial involving 90
Text4baby usersfound that text messaging was associated with
positive alterations in targeted health beliefs [33]. Health
behaviors relating to smoking, weight loss, physical activity
and the management of diabetes have al so shown improvement
in response to text messaging [34,35]. Text messaging could
therefore provide a novel avenue for delivering support and
parenting-related information to fathers during their transition
to fatherhood.

While texts, which are delivered at no cost to participants, are
able to convey information relevant to a father’s role during
pregnancy and postbirth, they have limited capacity to engage
fathersin help seeking. Self-monitoring to increase participants
awareness of their mood has been incorporated into web and
mobile phone programs targeting depression [36,37] with
embedded links to websites for further information, education,
or support. Providing linkswithin messagesto websitesthat are
relevant to fathers concerns and including interactive text
messages inviting mood self-monitoring (Mood Tracking) may
encourage fathersto seek out assistance for parenting difficulties
and for personal distress.
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Text-based interventions delivering information and support
have the potential to reduce the impact of perinatal distressin
parents and improve the wellbeing of their children. While
programs utilising mobile phone technology have been
developed for mothers’' mental health [38] fathers have not been
targeted. The study proposed here will test the efficacy of a
program incorporating brief text messages designed specifically
for fathersincluding embedded links to online information and
support and regular invitations (Mood Tracker) to monitor their
mood (see Multimedia Appendices 1, 2, and 3). Since text
messaging isrelatively inexpensive and can be accessed across
rural and urban areas at atimethat isconvenient, it may provide
anovel channel for reaching “ hard-to-reach” fathersinacritical
period of their parenting. SM S4dads may offer alow-cost model
for improving the wellbeing of families through supporting the
male partner in the parenting team.

The aim is to conduct the first randomized controlled trial of a
text-based intervention, SM34dads, which targets fathers
mental health during the perinatal period. The efficacy of the
SM S4dads program in reducing depression, anxiety, and stress
symptoms among new fathers will be assessed by comparing
intervention outcomes with those of a sham program,
SMS4hedlth, offering generic health promotion messages.

Figure 1. Participant flow through the trial.

Fletcher et al

Secondary aims are to assess the effect of SMS4dads on the
fathers' coparenting, parenting self-confidence, and use of
alcohol.

Hypotheses

It is predicted that fathers receiving the SMS4dads program
will show lower levels of depression, anxiety, and distress at
24 weeks postbaseline than fathers receiving the SM S4health
program. In addition, fathers coparenting and parenting
self-confidence are predicted to be greater and use of alcohol
to be less among those receiving SM S4dads than among those
receiving SM $4headlth.

Methods

This randomized controlled trial is designed to assess the
efficacy of atext-based intervention targeting mental health in
new fathers. Participating fatherswill be randomly allocated to
receive either the SMS4dads or SMS4hedlth. A summary of
participant flow though the trial is provided in Figure 1. This
study received ethicsapprova from The University of Newcastle
Human Research Ethics Committee on June 16 2016, approval
number H-2016-0055.

EXPRESSION OF INTEREST
Through website registration

'

ELIGIBILITY

Assessment of eligibility

EXCLUSION CRITERIA
1 <16 weeks’ gestation

v

2 Infant >12 weeks of age
3 Non English speaking
4 No mobile phone

BASELINE ASSESSMENT

!

RANDOMIZATION

(N =800)
SMS4DADS SMS4HEALTH
(N = 400) (N = 400)
SMS4DADS SMS4DADS SMS4HEALTH SMS4HEALTH
20% Lost (N = 80) (N =320) (N=320) 20% Lost (N = 80)
24 WEEK FOLLOW UP

Assessment of ‘distressed’ dads
20% of 640 (N = 128)
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Study Sample and Procedure

A total of 800 fathers-to-be or new fathersfromwithin Australia
will be recruited. Participants will be recruited through the
SM SAdads website[36], which housesabrief introductory video
explaining the SM$4dads program and information and
enrolment pages. Fathers will be made aware of the Web page
and the project through socia media, through flyersdistributed
by health staff in contact with parents, and through mainstream
media outlets. Interested fathers are provided with email and
phone contact to enable further questions about the study to be
answered.

Inclusion Criteria

Participants will be included in thetrial if they indicate having
apartner who is more than 16 weeks pregnant or their infant is
less than 12 weeks of age, have a mobile phone capable of
receiving text messages, and they can read and understand
English. Thereisno cost involved in receiving the text messages
but access to the internet is required to respond to the Mood
Tracker texts and to accessthe links provided to websitesin the

messages.
Screening and Baseline

Expecting and new fatherswill register for participation through
the project website where an information statement and other
materials about the project are readily available [39]. Fathers
wishing to enrol can click on the “Join Up” tab located on the
front page of the SM S4dads website, which will take them to
the registration pages. The first registration pages assess
eigibility and information for messaging purposes including
their infant’s expected or actua date of birth, full name, email
address, and phone number. For demographic purposes, they
will be asked for their age, postal address, Indigenous status,
and a question about their socioeconomic position [37]. When
completing consent questions fathers will be asked to confirm
that they have read theinformation statement and that they have
no further questions about the project. They will aso be asked
if they would like to be informed of study outcomes, if they
would be willing to participate in phone interviews about their
experience of participation, and whether they would be prepared
to pass an information package onto their partner. When fathers
have answered these questions they will be asked to respond to
four questionnaires (53 items) detailed in the following section
on study measures. All questions mandate aresponse but fathers
can report that they have no email address and that they do not
wish to supply data about their socioeconomic position.

Follow-Up Assessments

Fathers are also asked to repeat the questionnaires 24 weeks
after receiving their first message.

Randomization

Randomi zation was performed using a custom-built Web-based
modul e attached to the online data collection forms. The actual
randomization process was based on arandom number generator
with arandom seed, and using random permuted blocks of 4 or
6. Allocation was 1:1 in the intervention or control arm as new
users registered on the site. The Web modules were built using
C#.Net (with a Visual studio integrated development
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environment) and aMicrosoft SQL Server backend to storethe
generated random numbers.

From an architectural perspective, proper separation of code
design principles was followed as the complete randomization
feature was implemented as a contained application
programming interface (APl) module. The API module was
only accessible from a software Application with the required
granted permissions, through cals within the requesting
Applications business and data access layer. This also allowed
the modul e to be maintained without effecting the source Web
application consuming its resources

Sample Size

Sample size was based on the primary outcome of Depression
Anxiety Stress Scales (DASS-21) [40] valuesintheintervention
and control arms at 24 weeks, adjusting for baseline values. We
assume an effect size of 0.5 SD Units (Cohen’s d) among those
“distressed” fathers who report Moderate, Severe or Extremely
Severe scores on the total DASS-21 (= 23). Aiming for power
of 80%, significance level of 5%, 1:1 ratio of alocation to
control and intervention, we estimate a sample size of 64
“distressed” fathers will be required in each arm of the trial.
Assuming 20% of the samplerecruited will be distressed (based
on feasibility study data) we will require 320 fathers in each
arm giving a total sample of 640 fathers. Allowing 20% for
attrition and loss to follow-up, 800 fathers in total will be
required to be recruited.

Program Content, Tone, and Design

The program content includes an established corpus of
rel ationship-focused messages devel oped for arelated feasibility
study using an iterative consultation process with parents,
academics, and practitioners (N=46) [41,42]. Messages aim to
provide new fathers with information, support them in caring
for their own physical and mental health, nurturing strong
relationships with their child, and devel oping strong parenting
partnerships with their partner. Messages are timed according
the babies expected or actual date of birth and thereby designed
to address issues that are likely to be occurring for the father
when the information arrives. Messages, including links, are
limited to 160 characters and designed to engage with fathers
through humor, by use of the baby’s voice, and through an
encouraging, nonjudgemental tone. Approximately one third
of messages (n=98) contain links to online sources of
information directly related to the message content [41].

A father participating in the full 77-week program will receive
294 messages. These are usually delivered on a 4-week cycle
(5 messagesinweek 1, 4 in week 2, 3inweek 3, and 3 in week
4) totalling 15 messages. Some messages address particular
issues such as alcohol consumption (n=25) and others link to
the Mood Tracker application (n=30). Mood Tracker messages
ask fathersto respond to questions about their mood on a 5-point
scale. Fathersindicating high levels of distresson Mood Tracker
will be automatically linked to appropriate websites and offered
the opportunity to be contacted by a phone counselling service
experienced in paternal perinatal support.
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Study Measures

Measures will be constrained to minimise the burden on
participants. Questionnaires employed in the study include the
DASS-21 (21 items) [38], the Alcohol Use Disorders
| dentification Test (AUDIT-C) (3 items) [40], the Short Version
Coparenting Relationships Scale (CRS) (14 items) [43], and
the Karitane Parenting Confidence Scale (KPCS) (15 items)
[44].

The DASS-21 is a truncated version of a 42-item measure
designed to assess three distinct, but empirically related, states
of mental health. The validity of the three scales (depression,
anxiety, and stress) that make up the DASS-21 has been
demonstrated through strong correlations with established
measures of each factor in diverse populations. The reliability
of the subscales has been established in alarge normative sample
(N=717) with correlations between subscales and relevant
measures reported for depression (0.81), anxiety (0.73), and
stress (0.81) [39].

The AUDIT-C is a 3-item measure of acohol consumption.
The AUDIT-C was found to be more reliable than telephone
interview in detecting heavy drinking in a sample (N=243) of
known drinkers [45].

The CRS short version is a truncated version of the 35-item
multi-domain questionnaire designed to assess parent
perceptions of the strength of their parenting relationship with
their partner. The validity of the CRS has been determined
against established scales of coparenting quality and the total
scale reliability (Cronbach's apha) across three waves of
measurements ranging from 0.81 to 0.85 [43].

The KPCS is designed to assess maternal and paterna
perceptions of parenting self-efficacy (PSE) in the Australian
context. Thevaidity of the KPCS has been demonstrated against
established measures of PSE and the authorsreport atotal scale
reliability (Cronbach's alpha) of 0.81 in a normative sample
(N=27) [44].

Data Analyses

Given that there are multiple measures of the primary outcome,
ie, DASS-21 scores at baseline and 24 weeks, we will use a
linear mixed—model to analyse the results. This model will
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handle repeated measures as well as missing data; the model
will include termsfor group, time, and group x timeinteraction,
which will allow us to seeif the effect is more marked in one
group versus another at particular time points. Secondary
outcomes such as parenting, coparenting, and alcohol scales
will be analysed using similar models.

Results

Participant recruitment commenced in October 2016 and will
continue until the September 31, 2017. Follow-up data collection
has commenced and will be completed March 2018 with results
expected in June 2018.

Discussion

Fathers' depression and distress can have serious impacts on
the wellbeing of their partner and the healthy development of
their infants [4,5,11]. The costs of paternal depression are also
significant [18]. Yet, fathers are unlikely to seek support with
their new role and may not recognize when they need help with
their depressed mood or anxiety [10].

Mobile phones offer a flexible, accessible, and cost-effective
channel to provide information that can enhance perinatal
well-being in fathers and their families. The SM S4dads project
has developed an innovative program with aunique combination
of direct communication, linked to online resources and
telephone support. The message content, which has been
developed with extensive review by new parents and experts
from the field of perinatal mental health, addresses fathers
relationship with his infant, his relationship with his partner,
and his self-care. The Mood Tracker component provides a
safety net for fathers who are not coping and who may benefit
from direct telephone contact.

The lack of intrusiveness, high acceptability, and low cost per
user indicates the potential to scale up SMS4dads to large
numbers of fathers. This study will be thefirst perinatal trial to
assess the efficacy of direct text support for men in their
transition to fatherhood. As such, this project may provide
guidancefor policy development and health care practice across
Australia
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Multimedia Appendix 2
SM SAdads brief promotion video.

[MP4 File (MP4 Video), 16MB - resprot_v7i2e37_app2.mp4 ]

Multimedia Appendix 3
Mood tracker.
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Abstract

Background: Promoting ahealthy lifestyle (eg, physical activity, healthy diet) iscrucial for the primary and secondary prevention
of cardiac disease in order to decrease disease burden and mortality.

Objective: The current trial aims to evaluate the effectiveness of the Do Cardiac Health: Advanced New Generation Ecosystem
(Do CHANGE) service, which is developed to assist cardiac patients in adopting a healthy lifestyle and improving their quality
of life.

Methods: Cardiac patients (ie, people who have been diagnosed with heart failure, coronary artery disease, and/or hypertension)
will be recruited at three pilot sites (Badalona Serveis Assistencials, Badalona, Spain [N=75]; Buddhist Tzu Chi Dalin Genera
Hospital, Dalin, Taiwan [N=100] and Elisabeth-TweeSteden Hospital, Tilburg, The Netherlands[N=75]). Patientswill be assisted
by the Do Something Different (DSD) program to change their unhealthy habits and/or lifestyle. DSD has been developed to
increase behavioral flexibility and subsequently adopt new (healthier) habits. In addition, patients’ progress will be monitored
with a number of (newly developed) devices (eg, Fithit, Beddit, COOKIT, FLUIT), which will be integrated in one application.
Results: The Do CHANGE tria will provide us with new insights regarding the effectiveness of the proposed intervention in
different cultural settings. In addition, it will give insight into what works for whom and why.

Conclusions: The Do CHANGE service integrates new technologies into a behavior change intervention in order to change the
unhealthy lifestyles of cardiac patients. The program is expected to facilitate long-term, sustainable behavioral change.

Trial Registration: Clinicaltrials.gov NCT03178305; https://clinicaltrials.gov/ct2/show/NCT03178305 (Archived by WebCite
at http://www.webcitation.org/6wfWHvuyU).

(JMIR Res Protoc 2018;7(2):e40) doi:10.2196/resprot.8406
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Introduction

Cardiovascular diseases are the leading cause of death
worldwide and amajor driver of health care costs[1]. Evidence
shows that a large proportion of the disease burden can be
explained by behavioral factors (eg, low physical activity,
unhealthy diet) [2], and that approximately 80% of heart disease,
stroke, and type 2 diabetes can be prevented by attenuating or
eliminating these health risk behaviors [3,4]. Hence, in their
recent call for action, the American Heart Association stressed
the importance of lifestyle management and called for better
lifestyle counseling and the development of interventions to
support health behavior change in cardiac patients [5].

Despite evidence showing that changing health behaviors
improves (mental) health outcomes and |owers health care costs
[5], to date, lifestyle counseling is not routinely implemented
in physicians office [6]. More precisely, physicians provide
thistype of counseling in only 34% of the clinic visits[7]. One
of the important reasons for this is the fact that face-to-face
counseling is time-consuming.

Remote technol ogies offer anew delivery model for promoting
healthy behaviors and are increasingly used in health care
settings [8]. Although these new developments provide an
excellent opportunity to deliver behavior change interventions
to large groups of underserved patients, the reported effect sizes
have been small [8]. Possible explanationsfor this are the short
duration of the interventions [8], the limited number of
health-related behaviors addressed within the intervention
program [9], the mismatch between patients needs or
preferences and the intervention, or the lack of sound behavior
change methods adopted [10]. Previoustrialswithin the cardiac
popul ation have demonstrated that a“ one sizefitsall” approach
does not seem to work [11]—revealing the importance of
personalizing the care plan and addressing patients needs and
preferences.

Evidence shows that the conventional way of providing
education about a healthy lifestyle does not result in adopting
desirable health behaviors[12]. In order to produce sustainable
change in health behaviors, the Do Cardiac Health: Advanced
New Generation Ecosystem (Do CHANGE) study will provide
a personalized theory-based behavior intervention program for
three months, creating awareness of unhealthy behaviors,
addressing multiple health behaviors at the same time, and
changing unhealthy habits. [13].

The Do CHANGE service aims to address cardiac patients
unhealthy habits and change these by providing them with
monitoring tools (eg, Fitbit) and increasing their behavioral
flexibility. The Do Something Different (DSD) behavior change
program will be provided, with the objective of disrupting the
habit chains that are common in our daily living. Since people
generaly tend to live in accordance with their habits [14],
disrupting these habits may lead to higher behavioral flexibility
and eventually to behavior change [13]. The DSD program has
been shown to be effective in changing health behaviors in
previous studies targeting different populations [15]. The Do
CHANGE servicewill, therefore, not only provide patientswith
innovative tools to support behavior change, but will also offer
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behavioral aternatives and carefully assess patients' needs on
using these innovative tools.

The objective of the current trial isto evaluate the effectiveness
of the personalized Do CHANGE servicein changing unhealthy
lifestyle and improving the quality of life in cardiac patients.
The Do CHANGE service will be developed and evaluated in
three different countries (Spain, Taiwan, The Netherlands), in
order to represent patients from different cultural backgrounds.
This may contribute to a higher generalizability of the study
findings.

Methods

Design

Do CHANGE is an international (Spain, Taiwan, The
Netherlands), multicenter, randomized (intervention versuscare
as usual) controlled trial designed to support lifestyle change
in patients with cardiac disease. By increasing patients
behavioral flexibility and providing them with innovative
devices, the objectives of enhancing lifestyle change and
improving patients’ quality of life are expected to be reached.
The evaluation of the Do CHANGE service delivery consists
of two randomized controlled trials—trial 1 (Do CHANGE),
which has been registered on www.clinicatrials.gov
(NCT02946281), has provided input for the further development
and improvement of the currently described trial 2 (Do
CHANGE 2, NCT03178305).

Study Population

Patients primarily diagnosed with coronary artery disease (CAD)
(having experienced a myocardia infarction, percutaneous
coronary intervention, angina pectoris and/or coronary artery
bypass graft surgery), symptomatic heart failure (HF) (New
York Heart Association class|-1V), and patients diagnosed with
hypertension (HT) will be included in the study. Hypertension
is defined by values 2140 mmHg of systolic blood pressure or
>90 mmHg of diastolic blood pressure in two different
measurements spaced 1-2 minutes apart and after 3-5 minutes
in the sitting position. The values associated with the second
measure will be used.

Inclusion criteria: Age 18-75 years, diagnosed (primary
diagnosis) with CAD, HF or HT, having at least two of the
following risk factors: smoking, positive family history,
increased cholesterol, diabetes, sedentary lifestyle, and/or
psychosocial risk factors. Patients should also have access to
the Internet at home, have a smartphone which is compatible
with the applications that will be used in the study (and have
sufficient knowledge on using a personal computer and
smartphone), and speak the countries' native language.

Additional inclusion criteria for only HF patients include a
diagnosis of systolic or diastolic heart failure and presence of
HF symptoms (eg, shortness of breath, chest pain, and
exhaustion).

Exclusion criteria: Significant cognitive impairments (eg,
dementia), patients who are on the waiting list for heart
transplantation, life expectancy <1 vyear, life-threatening
comorbidities (eg, cancers), with ahistory of psychiatricillness
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excluding anxiety and/or depression, patients who do not have
accessto the Internet or acompatible smartphone, and patients
with insufficient knowledge of the local language (Catal onian,
Chinese or Dutch). Patients who have participated in the first
phase of the Do CHANGE trial will also be excluded.

Sample Size

A total number of 250 patients will be enrolled in the study at
three participating centers (Badalona Serveis Assistencials,
Badalona, Spain [N=75]; Buddhist Tzu Chi Dain Genera
Hospital, Dalin, Taiwan [N=100] and Elisabeth-TweeSteden
Hospital, Tilburg, The Netherlands [N=75]). The sample sizes
were determined based on the number of patients visiting the
outpatient clinic per center.

One hundred and twenty-five patients will be enrolled in the
intervention group and 125 in the control group. Considering
participation rates in the previously performed Do CHANGE
trial and other randomized controlled trials, we expect a
significant number (50%) of patients to refuse participation.
Hence, we will need to approach 500 patients. As the current
trial a@imsto provide aproof of concept, sample size calculation
will not be performed. A total of 250 patients is considered
sufficient to meet this purpose.

Randomization

Patientswill be randomized (2:2) to either the intervention group
or the control group (ie, usua care). Patientswill be randomized
using computerized block randomization (stacks of 4). The
computer will generate randomization sequences that will be
sealed by an independent researcher. Due to the nature of the
study, the blinding of the researchers and health care providers
isnot possible.

Table 1. Questionnaires.

Habibovi¢ et &

Study Procedure

Patients who fulfill al the inclusion criteria and none of the
exclusion criteria will be approached for participation. Due to
differences in health care implementation across the three
participating countries, the logistics of patient recruitment per
site might slightly differ.

Overall Procedure

Thehealth care professional (cardiologist or cardiac nurse) will
inform the patient about the study (orally and in writing).
Patientswho are willing to participate will be provided with an
informed consent and will be given ten days to consider their
participation. The research assistant will contact the patients by
telephone and schedule a face-to-face appointment if they are
willing to participate. During the face-to-face meeting, patients
will sign the informed consent (together with the researcher)
and will fill in the first set of questionnaires (shown in Table
1).

After completing the questionnaires, they will be randomized
to either the intervention or “care as usual” group. Patients
randomized to the intervention group will be provided with
tools (asdescribed in the“ Intervention” section) and instructions
on how to use them. Relevant tools and/or applications will be
installed on patients’ mobile phone by the research assistant
such that the patients will only have to charge the devices. One
day after the face-to-face meeting, patients will be contacted
by the research assistant by telephone to ensure that all devices
are properly charged and that the system isfunctional. The full
intervention (as described below) will be provided for three
months. During this period patients will be contacted weekly
by the research assistant to evaluate their progress (whether
they are compliant or not with the treatment, they will receive
feedback about progress).

Questionnaire !\lo. of  Construct Assessment (month)
e R
Health Promoting Lifestyle Profile [16] 52 Lifestyle X X X
Do Something Different 45 Behavioral flexibility X X X
World Health Organization quality of lifequestionnaire[17] 26 Quality of life X X X
Unified Theory of Acceptance and Use of Technology [18] og Usahility of tools; acceptance of tools; willingness to X
pay®
EuroQOL questionnaire [19] 5 Cost-€ffectiveness X X X
Purpose dasignedb 4 Health care consumption X X X
Patient Health Questionnaire [20] 9 Depression X X X
Generalized Anxiety Disorder scale [21] 7 Anxiety X X X
Distressed Personality scale[22] 14 Type D personality X X X
Client Satisfaction Questionnaire [23] 8 Patient perceived satisfaction® X

#These 3 constructs will only be assessed in the intervention group.
PDesi gned by the authors.

http://www.researchprotocols.org/2018/2/e40/

JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e40 | p.85
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Figure 1. Study procedure.
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After the three months period, the behavior change component
(the DSD program) will beterminated. Hence, between months
3 and 6, patients in the intervention group will only be using
the devices that were provided to them at baseline. In addition,
to decrease patient burden, some of the tools and/or components
will beintroduced two months after baseline measurement (see
Figure 1 for a schematic overview of the study procedure).

Patientswill beinstructed tofill in the first set of questionnaires
during their face-to-face visit at the hospital. At 3 and 6 months,
the patientswill receivealink (by email) to accessthefollow-up
questionnaires online with the instruction to complete them
within ten working days. If they do not complete the
guestionnaires within the given time, patients will receive up
to three reminder phone calls.

Patients who have been randomized to the intervention group
will also be contacted between months 3 and 6 to participatein
aqualitative survey (if possible with their partner), which will
assess additional properties of the usability and acceptability
of thetools.

Study Objectives

Primary, secondary and exploratory objectiveswill be assessed
as described below.

Primary Objectives

Primary objectives of the tria include: 1) lifestyle (eg, sleep,
physical activity, nutrition) change and disease management;
2) enhancement of quality of life; and 3) change in behavioral
habits and personal flexibility. The assessment of these
objectives will be performed using standardized and validated
guestionnaires (Table 1). In addition, purpose designed
questionnaires will be administered to evaluate changes in
objective #3. Furthermore, objective measures (ie, data from
devices used by the intervention group) will be employed to
evaluate changes in lifestyle variables. However, this will be
done only within theintervention group sincethe“ care asusua”
group will not receive any devices.

Secondary Objectives

Secondary objectiveswill include: 1) assessment of satisfaction,
usability, and acceptance of the intervention (tools); 2)
evaluation of the cost-effectiveness of the intervention; and 3)
evaluation of changes in health care consumption. Objective
#1 will be achieved through validated questionnaires and
qualitative interviews with end users and their caregivers (if
applicable) and objective #2 will be evaluated using standardized
and validated questionnaires only (Table 1). Objective #3 will
be assessed using a purpose designed questionnaire.

http://www.researchprotocols.org/2018/2/e40/

Exploratory Objectives

The current trial will also cover a number of exploratory
objectives where the focus will be on 1) identifying subgroups
of patients who might benefit the most from this intervention
based on their profile (eg, psychological and/or disease profile);
2) evauating the effects of the intervention on the
electrocardiogram (ECG) data; and 3) gaining moreinsight in
patients sleep patterns and physical activity over a prolonged
period of time. These objectives will mainly serve the
development of our new hypothesis regarding successful
lifestyle change and will be tested using latent class analysis
(LatentGold 5.0).

Intervention Versus Care as Usual

I ntervention

The Do CHANGE intervention consists of different components,
which can be used to provide care that meets patients' needs.
All patientsincluded in the intervention group will be provided
with the following technology: CarePortal, Moves app, Do
Something Different (behavioral program), Beddit, Fithit, blood
pressure monitor, COOKIT, and Vire (the Do CHANGE app).
In addition, disease-specific toolswill only be provided to those
who need them (ie, weight scale and/or FLUIT). Based on
patients' primary diagnosis (HF, CAD, or HT) the tools that
might be useful will be recommended by the cardiologist. For
example, patients with HF will receive a weight scale, since
this can assist with monitoring sudden weigh gain, which might
be an indication of deteriorating cardiac function. Figure 2
provides aschematic overview of theintervention components.
To decrease patient burden, the COOKIT and FLUIT will be
introduced to patients two months postbaseline measurement.

Do Something Different

All patients randomized to the intervention group will receive
the DSD program, which has previously been developed to
change behavioral habits and flexibility [13]. For the current
trial, the program has been adapted to cardiac patients' needs
and profiles to meet the lifestyle recommendations of this
specific popul ation.

The program challenges patients to step out of their comfort
zone by sending behavioral prompts (Do’s) such as “Explore
more today instead of going the same old way, take a different
route. Look around, spot ten things you wouldn't see on your
usua journey.” By breaking the old unhealthy habits, patients
are expected to be more flexible and able to change their
behavior. The program aims to change behavioral habits,
increase flexibility, and subsequently change habits associated
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with an unhealthy lifestyle and distress, which are both found
to be associated with hypertension and cardiovascular risks.
“Typical” behavioral risks have been identified and are
addressed within the program. To further adapt the program to
patients needs, all patients, prior to starting the program, will
be assessed regarding their daily functioning, distress, and
personality such that the Do’'s will match their personal
(unhealthy) habits and challenge them to change.

After assessing patients personality profile, the intervention
will be provided for 11 weeks. Patients will receive atotal of
32 Do's messages during this period. Also, 16 ToDo’s will be
delivered to the patients based on their current functioning (eg,
if apatient is not performing sufficient exercise, based on the
Fitbit data, he/shewill receive aDo based on that). Patients will
receive their Do’'s and ToDo's through the care portal, the Do
CHANGE app and via short message service, depending on
patients' preferences.

The intervention group will aso receive some devices which
will help them to monitor their health behaviors and give them
some insight into their daily functioning. These devices will
include:

CarePortal

Theintervention group will also receive a CarePortal (Docobo
Ltd), which will beinstalled at their home. The CarePortal isa
clinically certified portable device that will alow the patients
to monitor their disease symptoms on a daily basis (ie, by
answering a set of predefined questions every day) and send
these outputs to a health care professional (cardiologist). The
CarePortal will be used to gather ECG data, symptomatic data,
blood pressure, and weight on adaily basis. The patient will be
able to take the ECG measure at any time. By touching the
screen of the CarePortal, the instructions to take the
measurement will appear, guiding the patient step by step to
take the ECG (which will take 2 minutes). The CarePortal will
send the physiological datadirectly to the cardiol ogist, who will

Habibovi¢ et &

be able to view them via an online platform and contact the
patient if necessary. Also, the patients will see their data (the
same data their cardiologist will receive) over a period of 6
months by accessing the online patient portal.

Beddit

To objectively log patients’ eep data and evaluate whether
their deep pattern has changed over time, patients assigned to
the intervention group will all receive the Beddit device [16].
Beddit is a certified device to measure sleep, heart rate, and
breathing during time spent in bed. The device has been
vaidated [17] and isconsidered one of the most accurate devices
to monitor sleep. For the current trial the Beddit 3 will be used.
Fitbit

Patients' physical activity will be assessed using the Fitbit “Alta
HR” [24]. The Fitbit Altra HR is a European Conformity
(CE-Marked) activity tracker and can be worn on the wrist.
With the Fitbit, patients' step count, the intensity of physical
activity, heart rate, calories burned and distance walked will be
assessed. Data from the Fitbit will also be used to initiate
ToDo's.

Blood Pressure M onitor

All patients in the intervention group will receive the digital
blood pressure monitor, UA-767 Plus, which is a CE-Marked
medical device. Patients will be asked to measure their blood
pressure on a daily basis and log the blood pressure values
through the CarePortal.

COOKIT

COOKIT isasmart spatula that can monitor patients' cooking
behavior (through a motion sensor which indicates whether the
spatulais used) and measure the salinity—for both sodium and
potassium—of thefood that is prepared. The COOKIT hasbeen
devel oped within Do CHANGE and will be provided to patients
two months postbaseline measurement.

Figure 2. Schematic overview of the Do CHANGE intervention components.
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Vire (Do CHANGE App)

In order for patients not to feel overwhelmed by the apps and
devices that they will have to check every day (if they are
interested in their progress), the Vire app (Do CHANGE app)
has been devel oped as the integration point. The Vire app was
devel oped together with end users and health care professionals
to provide an overview of the data gathered by all the devices
that the patientswill be using during the study (eg, Beddit, Fithit,
COOKIT, etc). Through this application, patients will also be
able to receive the Do's from the DSD program. In addition,
patientswill be asked to take pictures (at least 3 per day) of the
food which they have consumed each day (viathis app). These
imageswill automatically be sent to the health care professional
portal (which is aso linked to the CarePortal) such that the
health care professiona will be able to see what the eating habits
of the patients are.

Moves App

Movesappisan activity and global positioning system tracking
application installed on the maobile phone. The app helps to
provide information useful for assessing the behavioral
indicators—social opportunity, variety, and activity—used for
generating ToDo's. All patients participating in theintervention
will have to install the Moves app on their mobile phone.

Additional Devices

Dependent on the primary diagnosis, the patient will decide
together with the hedth care professional which of the
following, additional devices they will be using:

FLUIT

Particularly for patients with HF the FLUIT will be
recommended. FLUIT is a newly developed device in Do
CHANGE which can measure fluid intake. FLUIT is a“smart
sleeve” which can bewrapped around acup, bottle or glass, and
will gauge the amount of fluid that it contains. It comprises of
an accelerometer and a touch sensor to detect when actual
drinking occurs and will log the quantity drank. FLUIT will be
provided to patients two months postbaseline measures.

Weight Scale

Patientswith HF will be provided with aweight scal e to monitor
their weight on adaily basis. For the current trial, the Seca Aura
807 model will be used. Patients will be able to communicate
their weight on a daily basis by answering the question on the
CarePortal.

Patients will al be monitored weekly via telephone to make
sure that they are compliant with the program. During these
phone calls, patients will also receive feedback on their eating
habits.

CareasUsual

Patients who are randomized to the comparator group will
receive care asusual. Therewill be no restrictions on thisgroup.
Patients in this condition are allowed to seek additional care
and also use other tools, which will enhance their disease and
well-being, provided that they report thisin the purpose designed
questionnaires at follow-up.

http://www.researchprotocols.org/2018/2/e40/
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Statistical Analyses

Data will be analyzed using SPSS (IBM statistics 22) and
LatentGold (Version 5.0) [24,25] statistical package. Continuous
and discrete variables will be compared using respectively
Students’ t-test and Chi-square test. The Linear Mixed Models
(LMM) procedure will be performed to evaluate the treatment
effectiveness over time. The LMM procedureissimilar to linear
regression analyses except that in LMM the dependent variable
is measured at multiple time points. These analyses will be
adjusted for baseline distress levels. If the interaction effects
are not significant, only the main effects will be entered in the
final model. To examine which patients might benefit from the
intervention based on their profiles, Latent Class Analyseswill
be performed [26,27]. An alpha of .05 will be used to indicate
level of significance.

Results

The acquisition of trial datadescribed in this paper is expected
to be finished during the summer of 2018. The following data
analysis and additional publications are expected in the winter
of 2018 and spring 2019.

Discussion

Cardiovascular diseases arethe leading cause of death globally,
and they pose asignificant burden on current health care systems
[1,28]. Studies have shown that behavioral factors (eg, physical
inactivity, unhealthy diet) account for alarge proportion of the
disease burden and thus should be addressed (potentially) by
health care providers[2]. The Do CHANGE trial aimsto address
lifestyle behaviors and increase the quality of life of patients
with CAD, HF, and HT. By increasing patients' behavioral
flexibility and providing them with supportive devices, patients
are expected to break with their unhealthy habits and change
their unhealthy lifestyle in a sustainable manner.

According to Pine & Fletcher [13] there are multiple reasons
why current behavioral programs have not been successful in
changing health behaviors. Firstly, our behavior is only partly
guided by willpower, hence, most patientsfail to use willpower
to prevent habitual behaviors (eg, smoking). Secondly, behavior
is often guided by everyday environmental cues which trigger
certain response (eg, having a beer triggers smoking). Finally,
there is a knowledge-doing gap which is demonstrated by the
fact that we often know what is good for our health but we fail
to do it [12,13]. People tend to live by their habits, which can
be stable over time, and seem not to be able to act in accordance
with their knowledge. Hence, within Do CHANGE, we aim to
increase awareness and knowledge about unhealthy behaviors
and at the sametime, by using the DSD technique, disrupt habit
chains in daily living. This is expected to boost behavioral
flexibility and enhance behavior change [15].

A total of 250 patients will be recruited from three pilot sites
(Spain, The Netherlands, and Taiwan) and will be randomized
to either the intervention group or care as usua. Patientsin the
intervention group will receive the DSD program (for three
months) and will be using devices that will assist them in
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behavior change (for 6 months). Patients will be assessed at
baseline, and at the third and sixth months.

The current trial might face some chalenges due to the
international scope and the number of devices that are given to
patients. As patient recruitment will take place in Spain, The
Netherlands, and Taiwan, cultural differences might affect the
outcomes of thetrial. Also, dueto logistical differences between
the pilot sites, patient recruitment will be dlightly different per
site. Although we do not expect thisto have a significant impact
on the results, we do consider it as a challenge. Secondly, some
patients will receive multiple devices and/or apps that they are
expected to use for 6 months. This might be perceived as
overwhelming and may potentially lead to lower adherence.

Habibovi¢ et &

component to the intervention, which aimsto increase personal
flexibility and enables behavior change. Thismight lead to more
openness for new behaviors (using devices) and thus improve
adherence.

Do CHANGE will provide insights into lifestyle changes and
the possible mechanism that might drive this change. In addition,
it will give valuableinformation from objective measures about
patients’ behavioral patternswhich, in turn, could serve asinput
for future studiesthat will focus on personalized medicine. This
information will also provideinput for the development of future
ecological momentary interventions (real time interventions)
that are focused on providing care to patients whenever and
wherever they prefer it.

However, the current trial implements a behavior change

Acknowledgments

The current study is funded by the European Commission’s Horizon 2020 program (grant number: 463735). The authors thank
Nita Hannele Virtala (M Sc) for the graphic design of the intervention components (Figure 2).

Conflictsof Interest

MH, EB, JPJ, MW, JD and JW declare no conflict of interest. The Do CHANGE team has received funding for Research and
Innovation from the European Union for the current project. Within the consortium, two small and medium-sized enterprises
(Docobo, Do Something Different) and one start-up (Onmi — development of COOKIT and FLUIT) are financially supported to
develop their products.

Multimedia Appendix 1
Peer-review report.

[PDE File (Adobe PDF File), 302K B - resprot_v7i2e40 appl.pdf |

References

1.  Cardiosmart. 2018. Heart Disease Statistics URL: https://www.cardiosmart.org/Heart-Basics/CV D-Stats [accessed
2018-01-24] [WebCite Cache ID 6whvetlrG]

2. Newton JN, BriggsADM, Murray CJL, Dicker D, Foreman KJ, Wang H, et al. Changesin health in England, with analysis
by English regions and areas of deprivation, 1990-2013: asystematic analysisfor the Global Burden of Disease Study 2013.
Lancet 2015 Dec 05;386(10010):2257-2274 [ FREE Full text] [doi: 10.1016/S0140-6736(15)00195-6] [Medline: 26382241]

3.  Lloyd-JonesDM, Hong Y, Labarthe D, Mozaffarian D, Appel LJ, Van HL, et al. Defining and setting national goals for
cardiovascular health promotion and disease reduction: the American Heart Association's strategic Impact Goal through
2020 and beyond. Circulation 2010 Feb 2;121(4):586-613 [FREE Full text] [doi: 10.1161/CIRCULATIONAHA.109.192703]
[Medline: 20089546]

4. Roger VL, Go AS, Lloyd-Jones DM, Benjamin EJ, Berry JD, Borden WB, et al. Heart disease and stroke statistics--2012
update: areport from the American Heart Association. Circulation 2012 Jan 3;125(1):e2-e220 [FREE Full text] [doi:
10.1161/CIR.0b013e31823ac046] [Medline: 22179539]

5. Spring B, Ockene JK, Gidding SS, Mozaffarian D, Moore S, Rosal MC, et al. Better population health through behavior
change in adults: a call to action. Circulation 2013 Nov 5;128(19):2169-2176 [FREE Full text] [doi:
10.1161/01.¢ir.0000435173.25936.€1] [Medline: 24100544]

6. Hivert M, Arena R, Forman DE, Kris-Etherton PM, McBride PE, Pate RR, American Heart Association Physical Activity
Committee of the Council on Lifestyle Cardiometabolic Health; the Behavior Change Committee, ajoint committee of the
Council on Lifestyle Cardiometabolic Health and the Council on EpidemiologyPrevention; the Exercise, Cardiac
Rehahilitation, and Secondary Prevention Committee of the Council on Clinical Cardiology; and the Council on
Cardiovascular Stroke Nursing. Medical Training to Achieve Competency in Lifestyle Counseling: An Essential Foundation
for Prevention and Treatment of Cardiovascular Diseases and Other Chronic Medical Conditions: A Scientific Statement
From the American Heart Association. Circulation 2016 Oct 11;134(15):e308-e327 [FREE Full text] [doi:
10.1161/CIR.0000000000000442] [Medline: 27601568]

7. LobeloF, Duperly J, Frank E. Physical activity habits of doctors and medical studentsinfluencetheir counselling practices.
Br J Sports Med 2009 Feb;43(2):89-92. [doi: 10.1136/bjsm.2008.055426] [Medline; 19019898]

http://www.researchprotocols.org/2018/2/e40/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 |[e40 | p.89

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v7i2e40_app1.pdf&filename=88c0ef493c2fb6c6b20f369dab7c0b16.pdf
https://jmir.org/api/download?alt_name=resprot_v7i2e40_app1.pdf&filename=88c0ef493c2fb6c6b20f369dab7c0b16.pdf
https://www.cardiosmart.org/Heart-Basics/CVD-Stats
http://www.webcitation.org/6whvetlrG
http://linkinghub.elsevier.com/retrieve/pii/S0140-6736(15)00195-6
http://dx.doi.org/10.1016/S0140-6736(15)00195-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26382241&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=20089546
http://dx.doi.org/10.1161/CIRCULATIONAHA.109.192703
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20089546&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=22179539
http://dx.doi.org/10.1161/CIR.0b013e31823ac046
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22179539&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=24100544
http://dx.doi.org/10.1161/01.cir.0000435173.25936.e1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24100544&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=27601568
http://dx.doi.org/10.1161/CIR.0000000000000442
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27601568&dopt=Abstract
http://dx.doi.org/10.1136/bjsm.2008.055426
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19019898&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Habibovi¢ et a

8.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

Direito A, Carraga E, Rawstorn J, Whittaker R, Maddison R. mHealth Technologies to Influence Physical Activity and
Sedentary Behaviors: Behavior Change Techniques, Systematic Review and Meta-Analysis of Randomized Controlled
Trials. Ann Behav Med 2017 Apr;51(2):226-239. [doi: 10.1007/s12160-016-9846-0] [Medline: 27757789]

Geller K, Lippke S, Nigg CR. Future directions of multiple behavior change research. JBehav Med 2017 Feb;40(1):194-202.
[doi: 10.1007/s10865-016-9809-8] [Medline: 27785652]

Moller AC, Merchant G, Conroy DE, West R, Hekler E, Kugler KC, et a. Applying and advancing behavior change theories
and techniques in the context of a digital health revolution: proposals for more effectively realizing untapped potential. J
Behav Med 2017 Feb;40(1):85-98. [doi: 10.1007/s10865-016-9818-7] [Medline: 28058516]

Habibovi¢ M, Burg MM, Pedersen SS. Behavioral interventions in patients with an implantable cardioverter defibrillator:
lessons learned and where to go from here? Pacing Clin Electrophysiol 2013 May;36(5):578-590 [FREE Full text] [doi:
10.1111/pace.12108] [Medline: 23438053]

Moltu C, Stefansen J, Svisdahl M, Veseth M. Negotiating the coresearcher mandate - service users experiences of doing
collaborative research on mental health. Disabil Rehabil 2012;34(19):1608-1616. [doi: 10.3109/09638288.2012.656792]
[Medline: 22489612]

Pine K, Fletcher BC. Time to shift brain channels to bring about effective changes in health behaviour. Perspect Public
Health 2014 Jan;134(1):16-17. [doi: 10.1177/1757913913514705] [Medline: 24395840]

Baumeister RF, Bratslavsky E, Muraven M, Tice DM. Ego depletion: |s the active self alimited resource? Journal of
Personality and Socia Psychology 1998;74(5):1252-1265. [doi: 10.1037/0022-3514.74.5.1252]

Fletcher B, Hanson J, Page N, Pine K. FIT — Do Something Different. Swiss Journal of Psychology 2011 Jan;70(1):25-34.
[doi: 10.1024/1421-0185/a000035]

Walker S, Sechrist K, Pender N. University of Michigan. 1995. Health Promotion Model - Instrumentsto measure health
promoting lifestyle: Health Promoting Lifestyle Profile (HPLP-11) (Adult Version) URL: http://hdl.handle.net/2027.42/
85349 [accessed 2018-01-24] [WebCite Cache ID 6wibkZs3Y]

Trompenaars FJ, Masthoff ED, Van HGL , Hodiamont PP, De VVJ. Content validity, construct validity, and reliability of the
WHOQOL-Bref in a population of Dutch adult psychiatric outpatients. Qual Life Res 2005 Feb;14(1):151-160. [Medline:
15789949]

Venkatesh V, Thong J, Xu X. Forthcoming in M1S Quarterly;36(1). 2012 Mar. Consumer acceptance and use of information
technologyxtending the unified theory of acceptance and use of technology URL: http://hdl.handle.net/10397/12341
[WebCite Cache ID 6wi8g2hsSn]

Lamers LM, McDonnell J, Stalmeier PFM, Krabbe PFM, Busschbach JJV. The Dutch tariff: results and arguments for an
effective design for national EQ-5D valuation studies. Health Econ 2006 Oct;15(10):1121-1132. [doi: 10.1002/hec.1124]
[Medline: 16786549]

Kroenke K, Spitzer RL, Williams JB. The PHQ-9: validity of abrief depression severity measure. J Gen Intern Med 2001
Sep;16(9):606-613 [FREE Full text] [Medline: 11556941]

Spitzer RL, Kroenke K, Williams JBW, Léwe B. A brief measure for assessing generalized anxiety disorder: the GAD-7.
Arch Intern Med 2006 May 22;166(10):1092-1097. [doi: 10.1001/archinte.166.10.1092] [Medline: 16717171]

Denollet J. DS14: standard assessment of negative affectivity, social inhibition, and Type D personality. Psychosom Med
2005;67(1):89-97. [doi: 10.1097/01.psy.0000149256.81953.49] [Medline: 15673629]

Clifford A. CSQ Subscales. URL : http://www.csgscal es.com/index.htm [accessed 2018-01-24] [WebCite Cache ID
B6WhxZ4EON]

Fitbit Inc. 2018. Fitbit URL: https.//www.fitbit.com/home [accessed 2018-01-24] [WebCite Cache ID 6whwrwXRN]
Paalasmaa J, Toivonen H, Partinen M. Adaptive Heartbeat modeling for beat-to-beat heart rate measurement in
ballistocardiograms. |EEE J Biomed Health Inform 2015 Nov;19(6):1945-1952. [doi: 10.1109/JBHI1.2014.2314144]
[Medline: 24691540]

Vermunt J. Applications of latent class analysisin socia science research. Lect Notes Artif Int 2003;2711:22-36. [doi:
10.1007/978-3-540-45062-7_2]

Vermunt JK, Magidson J. Latent class models for classification. Computational Statistics & Data Analysis 2003
Jan;41(3-4):531-537. [doi: 10.1016/S0167-9473(02)00179-2]

World Health Organization. 2018. Global action plan for the prevention and control of noncommunicabl e diseases 2013-2020
URL: http://apps.who.int/iris/bitstream/10665/94384/1/9789241506236_eng.pdf2ua=1 [WebCite Cache ID 6wi6PGhry]

Abbreviations

CAD: coronary artery disease

CE-Mark: European Conformity mark

Do CHANGE: Do Cardiac Health: Advanced New Generation Ecosystem
DSD: Do Something Different

ECG: eectrocardiogram

HF: heart failure

http://www.researchprotocols.org/2018/2/e40/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 |e40 | p.90

(page number not for citation purposes)


http://dx.doi.org/10.1007/s12160-016-9846-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27757789&dopt=Abstract
http://dx.doi.org/10.1007/s10865-016-9809-8
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27785652&dopt=Abstract
http://dx.doi.org/10.1007/s10865-016-9818-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28058516&dopt=Abstract
http://europepmc.org/abstract/MED/23438053
http://dx.doi.org/10.1111/pace.12108
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23438053&dopt=Abstract
http://dx.doi.org/10.3109/09638288.2012.656792
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22489612&dopt=Abstract
http://dx.doi.org/10.1177/1757913913514705
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24395840&dopt=Abstract
http://dx.doi.org/10.1037/0022-3514.74.5.1252
http://dx.doi.org/10.1024/1421-0185/a000035
http://hdl.handle.net/2027.42/85349
http://hdl.handle.net/2027.42/85349
http://www.webcitation.org/6wi6kZs3Y
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15789949&dopt=Abstract
http://hdl.handle.net/10397/12341
http://www.webcitation.org/6wi8q2hSn
http://dx.doi.org/10.1002/hec.1124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16786549&dopt=Abstract
http://europepmc.org/abstract/MED/11556941
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11556941&dopt=Abstract
http://dx.doi.org/10.1001/archinte.166.10.1092
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16717171&dopt=Abstract
http://dx.doi.org/10.1097/01.psy.0000149256.81953.49
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15673629&dopt=Abstract
http://www.csqscales.com/index.htm
http://www.webcitation.org/6whxZ4EON
http://www.webcitation.org/6whxZ4EON
https://www.fitbit.com/home
http://www.webcitation.org/6whwrwXRN
http://dx.doi.org/10.1109/JBHI.2014.2314144
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24691540&dopt=Abstract
http://dx.doi.org/10.1007/978-3-540-45062-7_2
http://dx.doi.org/10.1016/S0167-9473(02)00179-2
http://apps.who.int/iris/bitstream/10665/94384/1/9789241506236_eng.pdf?ua=1
http://www.webcitation.org/6wi6PGhry
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Habibovi¢ et a

HT: hypertension
LMM: Linear Mixed Models

Edited by G Eysenbach; submitted 11.07.17; peer-reviewed by SLippke, S Chatterjee; comments to author 19.11.17; revised version
received 03.12.17; accepted 05.12.17; published 08.02.18.

Please cite as:

Habibovi¢ M, Broers E, Piera-Jimenez J, Wetzels M, Ayoola |, Denollet J, Widdershoven J

Enhancing Lifestyle Change in Cardiac Patients Through the Do CHANGE System (* Do Cardiac Health: Advanced New Generation
Ecosystem” ): Randomized Controlled Trial Protocol

JMIR Res Protoc 2018;7(2):e40

URL: http://www.researchprotocols.org/2018/2/e40/

doi:10.2196/resprot.8406

PMID: 29422454

©MirelaHabibovi¢, EvaBroers, Jordi Piera-Jimenez, Mart Wetzels, |dowu Ayoola, Johan Denollet, Jos Widdershoven. Originaly
published in IMIR Research Protocols (http://www.researchprotocol s.org), 08.02.2018. Thisis an open-access article distributed
under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits
unrestricted use, distribution, and reproduction in any medium, provided the original work, first published in IMIR Research
Protocols, is properly cited. The complete bibliographic information, a link to the original publication on
http://www.researchprotocols.org, as well as this copyright and license information must be included.

http://www.researchprotocols.org/2018/2/e40/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e40 | p.91
(page number not for citation purposes)

RenderX


http://www.researchprotocols.org/2018/2/e40/
http://dx.doi.org/10.2196/resprot.8406
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29422454&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Hassoon et al

Protocol

Increasing Physical Activity Amongst Overweight and Obese
Cancer Survivors Using an Alexa-Based Intelligent Agent for
Patient Coaching: Protocol for the Physical Activity by Technology
Help (PATH) Trial

Ahmed Hassoon#*, MD, MPH, PMP; Jennifer Schrack®, PhD; Daniel Naiman®, PhD, MS; DinaLansey?, MS; Yasmin
Baig', BS; Vered Stearns’, MD; David Celentano®, ScD; Seth Martin?, MD, MSH: Lawrence Appel***, MD, MPH

1Department of Epidemiology, Johns Hopkins Bloomberg School of Public Health, Johns Hopkins University, Baltimore, MD, United States
230hns Hopkins University School of Medicine, Johns Hopkins University, Baltimore, MD, United States

SWelch Center for Prevention, Epidemiology, & Clinical Research, Johns Hopkins University, Baltimore, MD, United States

4Department of Applied Mathematics and Statistics, Whiting School of Engineering, Johns Hopkins University, Baltimore, MD, United States

Corresponding Author:

Ahmed Hassoon, MD, MPH, PMP
Department of Epidemiology
Johns Hopkins Bloomberg School of Public Health
Johns Hopkins University

615 N Wolfe Street

E6035

Baltimore, MD, 21205

United States

Phone: 1443 287 2775

Email: ahassool@jhu.edu

Abstract

Background: Physical activity has established health benefits, but motivation and adherence remain challenging.

Objective: We designed and launched athree-arm randomized tria to test artificial intelligence technology solutionsto increase
daily physical activity in cancer survivors.

Methods: A single-center, three-arm randomized clinical trial with an alocation ration of 1:1:1: (A) control, in which participants
are provided written materials about the benefits of physical activity; (B) text intervention, where participants receive daily
motivation from a fully automated, data-driven algorithmic text message via mobile phone (Coachtext); and (C) Voice Assist
intervention, where participants are provided with an in-home on demand autonomous Intelligent Agent using data driven
Interactive Digital Voice Assist on the Amazon Alexa/Echo (MyCoach).

Results:  The study runs for 5 weeks: a one-week run-in to establish baseline, followed by 4 weeks of intervention. Data for
study outcomes is collected automatically through a wearable sensor, and data are transferred in real-time to the study server.
The recruitment god is 42 participants, 14 in each arm. Electronic health records are used to prescreen candidates, with 39
participants recruited to date.

Discussion: Thisstudy aimsto investigate the effects of different types of intelligent technology solutions on promoting physical
activity in cancer survivors. Thisinnovative approach can easily be expanded and customized to other interventions. Early lessons
from our initial participants are helping us devel op additional advanced solutions to improve health outcomes.

Trial Registration: Retrospectively registered on July 10, 2017 a ClinicaTrialsgov: NCT03212079;
https://clinicaltrial s.gov/ct2/show/NCT03212079 (Archived by WebCite at http://www.webcitation.org/6wgvaj Tji)

(JMIR Res Protoc 2018;7(2):€27) doi:10.2196/resprot.9096
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Introduction

Thereis consistent evidence that identifies poor dietary choice
and physical inactivity asmajor contributorsto death inthe US
and worldwide [1-3]. Physical activity promotion and adverse
health behavior prevention strategies can improve health and
reduce subsequent disease for individuals and populations [4].
Degpite this evidence, only a fraction of the U.S. population
adheres to the recommended guidelines [5]. Behavioral
interventions for lifestyle modification (walking) have been
successful in research settings [6], but translating complex
research interventions, particularly in physical activity, into
practice remains problematic [7,8].

Recent advancesin hardware technol ogies, statistical methods,
big data processing, and cloud-based computing have resulted
in artificial intelligence technologies that may offer efficient,
low cost and potentially scalable solutions to deliver
individualized behaviora interventions to at-risk populations.
Further, the development of intelligent technol ogy solutionsvia
ecological momentary assessment provides unigque opportunities
for behaviora intervention at the individual level, which may
increase adherence and promote long-term lifestyle change after
the intervention is completed. To test the utility of such
technology, our team constructed artificial intelligent agents
(IA) to help cancer survivors become more active throughout
their daily routines, via a technology-driven clinical tria
designed to deliver affordable, scalable, easy to adopt,
individualized behaviora interventions. Currently, the IA
approach is being tested in a three-arm randomized trial: The
Physical Activity by Technology Help (PATH). The tria
compares the two technologies—a voice activated intelligent

Figure 1. Physical Activity by Technology Help (PATH) study design.

Hassoon et al

agent and a more traditional intelligent text
messaging—compared to a self-driven traditional behavior
change (control). The aim of this pilot study is to assess the
preliminary effect of a 4-week intervention by different
technological approaches to increase daily physical activity,
defined aswalking (eg, 10,000 steps per day), among overweight
and obese cancer survivors, with a special interest in
under-represented African American women, in the state of
Maryland. In addition, we developed an innovative approach
to identify study candidates from review of Epic Electronic
Medical Records (EMR). While this A is specific to cancer
survivors, the methods and technol ogy design may bereplicated
in the general population.

Methods

Design

This is a three-arm single center pilot randomized trial with
allocation ratio of 1:1:1. The arms are: (A) control, in which
participants are provided with written materials about the
benefits of physica activity; (B) text-messaging intervention,
where partici pants receive multiple motivational messagesfrom
an automated, data-driven algorithmic text message program
viamobile phone (Coachtext); and (C) voice-assist intervention,
inwhich participants are provided with an in-home autonomous
Intelligent Agent using data driven Interactive Digital Voice
Assist onthe Amazon AlexalEcho (MyCoach).Thetrial duration
is 5 weeks — a one-week run-in phase to establish baseline
physical activity, followed by 4 weeks of intervention (Figure
1). Physical activity outcomes are captured viawearable sensors
(Fitbit Charge 2 HR). Table 1 includes a schedule of enrollment,
interventions, and assessments.

Intervention

(4 weeks)

Self-motivation

. S

rDain individualized‘

data driven text
messges

. J

4 A

Intelligent Agent

Run-in
Enrollment
(1 week)
A
Baseline steps
B
Randomization
Baseline steps
C
Baseline steps
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Table 1. Physical Activity by Technology Help (PATH) schedule of enrollment, interventions, and assessments.

Study’s activities Study period

Enrollment  Allocation

‘g 0

Postallocation Close-out

ty ts tg ty ts TBD

Enrollment
Eligibility screen
Informed consent
Allocation and wearable installation X X
Alexalnstallation
I nterventions
Control
Coachtext
MyCoach
Assessments
Individual characteristics X X
Baseline physical activity
Outcomes

Analysis and reporting

X

Participant Inclusion and Exclusion Criteria

Participant inclusion criteria are: (i) adult cancer survivors
residing in the State of Maryland who have had one or more of
the cancers of interest (breast, prostate, colon, lung, cervical,
oral, melanoma); (ii) completed active cancer treatment (surgery,
chemotherapy and/or radiation) at least three months prior to
enrollment, with the exception of anti-hormonal therapy; (iii)
overweight or obese (BMI 25 and above) status; (iv) internet
access at home via Wi-Fi; (v) access to an Android or Apple
smartphone; (vi) ability to perform low-intensity daily steps
(walking), with physician approval; (vii) lessthan 150 minutes
per week of physical activity reported during the previous four
weeks; (viii) willingness to wear an accelerometer; and (xi)
willingness to consent and accept randomization. Due to
disparitiesof cancer survivorship among minority groups[9,10],
the study isfocusing the recruitment activitiesto target African
American cancer survivors.

Exclusion criteriaare: (i) reported engagement in, or morethan,
150 minutes per week of physical activity during the previous
four weeks (The Godin-Shephard Leisure-Time Physical
Activity Questionnaire) [11-13]; (ii) plansto relocate or travel
during the course of the intervention; (iii) stage 4 cancer
diagnosis; (iv) current use of a physical activity tracker or
engagement in a structured physical activity program; (v)
participation in another study that may interfere with our
outcome of interest; (vi) an unstable mental condition that would
prevent performing the study activities and requirements; and
(vii) current or planned pregnancy.

Innovative Recruitment

Participants are recruited using both passive and active
strategies. In the passive strategy, the study team distributes
flyers at the Johns Hopkins outpatient oncology clinics, patient

https://www.researchprotocols.org/2018/2/e27/

education rooms, survivorship clinics, and survivorship meetings
to spread study awareness among clinic staff, particularly nurse
educators and managers. With the active strategy for
recruitment, the Epic reporting function is used to generate
patient lists of those who match the screening criteriaat selected
JohnsHopkinsclinicsin Maryland. Screening for existing cancer
patients takes place at the outpatient clinics, by specific
providersand on follow-up weekly appointments only; potential
participants must have a prior diagnosis of a cancer of interest,
aBMI of 25 or above, and residein the state of Maryland. Once
alist is generated, the study team actively reaches out to each
patient after the outpatient clinic visit to provide them with
study information. All candidates identified by either strategy
are included in an electronic Clinical Research Management
System (CRMS) linked to the EMR. The study coordinator
updates the candidate’s status regularly based on candidate
eligibility, consent, and enrollment type. Reasonsfor indigibility
are aso recorded in CRMS. Data on the number of eligible
patients, along with reasons for not enrolling can be captured
and reported to the ingtitution’s Institutional Review Board
(IRB). Weekly automated reports can be generated from CRMS
to track enrollment and pending statuses.

Once dligibility is determined, an IRB-approved consent
designee obtains an IRB-approved written informed consent
form (ICF) in the outpatient clinic or at the study office. A
signed and dated | RB-approved | CF is documented in a secure
participant study file prior to initiating study-related procedures.
As part of the consent process, the study team 1) informs each
participant of study procedures and requirements and alows
sufficient timefor theindividual to decide whether to participate
inthe study; 2) answers questions about the details of the study;
and 3) ensures that the ICF is approved by the IRB when an
amendment to the study protocol is made. Participants are free
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to withdraw consent for participation in the study at any time,
without affecting their current or future treatment.

Sample Size

Theinvestigators designed this study to compare: (i) adialogue
Intelligent Agent, using data driven Interactive Digital Voice
Assist on Amazon Alexa/lEcho speaker (MyCoach) in assisting
participantsin increasing their physical activity, with (ii) atext
messaging intervention and (iii) a written
information/self-motivation intervention. To detect at least a
2000 step difference in means at a SD of 1800 steps/day (the
standard deviation of the 28-day daily sample mean is 1800
steps), with a 2-sided a pha of 0.05, and power of 0.8, or 80, 13
participants are required per arm (39 participants total (with
Bonferroni correction of 2 comparisons)). To account for
intention to treat and possibly per-protocol analysis, the study
team subsequently added an additional participant to each arm;
therefore, 14 participantsare being recruited per arm, for atotal
of 42 participants. Also, to account for dropout, the protocol
also allowsthe addition of patientsto replace those who dropout
due to a condition/illness that prevents them from participating
in thetrial during the run-in period.

Randomization

Participants are randomized with an allocation ratio of 1:1:1 to
the control self-driven arm (Group A), Coachtext (Group B),
or MyCoach (Group C). Once a participant signs the IRB
approved | CF, the randomization procedureis conducted. Since
the study is recruiting cancer survivors, the team collects data
regarding certain prognostic factors that may affect physical
performance and thus ability to perform physical activity,
including 1) types of cancer; 2) age; and 3) BMI. To attenuate
the impact of such factors the study team is using Stratified
Permuted Block Randomization, which generates strata by sex,
age group, and BMI, then assigns a unique number for each
block. At randomization, the Pl or study coordinator assign
strata by participant variables, then assign the arm after
generating a random number out of all possible blocks using
random.org. Subsequent assignment is linked to the strata in
which the new participant belongs. If the prior block under the
selected strata is completed or not started, a new block is
selected/opened using random.org. Only the principal
investigator (Pl) and the study coordinator are designated to
conduct the randomization procedure. The Pl or the study
coordinator report the randomization procedure to the partici pant
orally and record it on the randomization sheet. The study data
analyst is blinded to the random assignments.

Intervention

Those assigned to the control arm (A) receive educational
materials and are advised to increase physical activities to
10,000 steps per day. Participants in the control arm receive
National Cancer Institute (NCI) printed educational materials
providing summary evidence about the benefits of exercise for
cancer survivors [14]. While the publication by NCI is meant
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to encourage participants to become active, it does not provide
specific goals or a structured program. As in the other arms,
participants in the control arm are expected to use walking as
a recommended activity type. Participants in this arm receive
the same activity tracker (Fitbit Charge 2 HR) and itscompanion
mobile application as those in the other two study arms.

Participants in the Coachtext arm (B) receive remote coaching
using personalized automated data driven text messages, a
system designed and devel oped by the study team that provides
text messages to the participant’s cellphone. Those enrolled in
thisarm providetheir cellphone number and complete an online
guestionnaire about their daily routine, pet ownership, and
household information to establish their text messages
preferences. The text messages are delivered, based on
participant preferences, threetimes per day for four weeks after
the seven-day run-in (baseline data collection). Each message
is composed and pushed based on each participant’s real time
physical activity performance, taking into account the
prerecorded preferences and household information. A
sophisticated algorithm reads the participant’s datain the server,
then mixesit with the hourly step performance captured by the
wearable sensor transmitted to the server, and generates a
personalized coaching message. The Coachtext algorithm has
aflexible goal-based design using data to support its choice on
how and when to push amessage. The Coachtext incoming and
outgoing data as well as the algorithm are housed in a server
approved by the Institutional Review Board. Figure 2 illustrates
the Coachtext design.

Coachtext is completely automated; however, the study
investigators can intervene if needed. This is a precautionary
measure that was included in case of system failure or errors,
and/or to update the knowledge library of Coachtext database.
However, no such events have been recorded so far, and no
knowledge was changed or newly generated. The study team
designed and developed the message content after extensive
literature reviews and expert opinions. The messages are
formulated based on health behavioral theories with afocus on
feedback about actual performance vs expected and habit
formation to reach expected performance [15]. Health belief
theory isalso integrated by offering contentsto build knowledge
about the benefits of exercise for cancer patients [16]. In
addition, the study investigators can check a daily dashboard
plotting each participant’s physical activities. The study Pl also
receive notification in case the system failed to generate or
deliver any message on time. As of November 2017, no such
event has been recorded. An example of the generated messages
includes:

preferred name>, you were too inactive yesterday.
You got <#step_count_yesterday steps>. Your goal
is 10,000. How about taking a stroll today with
<dog_name>. Aimfor 10 minutes or more. Thiswill
not only be good for you, but is essential to
<dog_name's>good health
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Figure 2. Coachtext architecture. JHU: Johns Hopkins University.
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The third arm is MyCoach (C), a conversational Artificial
Intelligent Agent delivered viathe Amazon Echo home speaker.
The investigator chose the Amazon Alexa platform because it
has a devel oper kit that can be utilized to build one's own voice
skill. The study team designed and developed MyCoach with
knowledge representation, planning, learning, perception, and
natural language processing (NLP) using the Alexa devel oper
kit. MyCoach uses a sophisticated |earning algorithm to enable
itsfunctions, and its algorithm uses datafrom different sources,
including, but not limited to the: patient study file, physical
activity wearable sensor, Echo home spatial microphones,
knowledge library, Amazon music library, intents & responses
library, user’s calendar, geo/location data, National Weather
Service UV index, and more. MyCoach is delivered to the
participant through an Amazon Echo speaker [17]. Amazon
Alexa was used as an NLP engine to receive the participant’s
requests/questions (known as the Intent) and the Alexa voice
to deliver the answer/advice/coaching (Response). In addition,
the Alexa companion cellphone application is used to deliver
visual responses if needed. The study team designed the
MyCoach user experience to mimic health coaches. Therefore,
the user-initiated request/Intent is the core functionality of
MyCoach, and no advice/health tip/comments is delivered by
MyCoach unless the participant requests MyCoach advice.

The Intent has two triggers words (Invocations). The first
Invocation to ignite/turn on Alexa Echo deviceis “Alexa,” the
second, “My coach,” isto alert Alexathat this intent needs to
be routed to the MyCoach server, within the Johns Hopkins
University firewall, to process and generate outputs. For
example, the user will say “Alexa, ask My Coach...”, etc. The
Alexa NLP engine is used to process the user's spoken intent
into structured representation. The structured request is routed

https://www.researchprotocols.org/2018/2/e27/

analysis

i

What is the
current state

What is the
desired state

Text formation

to the MyCoach server for processing. During processing, a
complex algorithm utilizes multiple data sources and real-time
wearable sensor readings to generate a Response, which could
be atext and/or agraphical response. The servers push the text
Response(s) to Alexa, and the graphical responses to the
companion app on the user’s cellphone. Alexa convertsthe text
to speech and voices it through the Echo speaker at the user’'s
home (see Figure 3).

MyCoach performsavariety of functions. For example, it offers
feedback, assistsin formulating habits, provides remindersand
alarm, informsthe user if he/sheneed UV skin protection before
heading outside, provides health tips and knowledge, and more.
Likethe participantsin Coachtext, participantsin the MyCoach
arm al so experience aquestion session to personalize coaching,
but in voice conversation format with Alexal MyCoach. All
functions are operated by voice, and since hundreds of waysto
state the same intent were programmed by the study team to
accommodate each different user’s style, no prior training is
needed to request each function. An example of intents is as
follows:

Alexa, I'm planning to go out for a walk. Ask my
coach if | need sunscreen. [User]

Alexa, ask my coach, “ How is my progress so far?”
[User]

Alexa, I'm not making good progress; ask my coach
for health tipsto hel p me become more active. [User]

The study utilized Amazon'’s prebuilt user-machine interaction
data to track participant utilization of MyCoach. Screen shots
of the data visualization dashboard used to track interaction by
type, time, and intent are provided in Multimedia Appendix 1.
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Figure 3. MyCoach architecture. JHU: Johns Hopkins University.
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Both interventions (B) and (C) have personalized and tailoring
components. Each participant compl etes a questionnaire about
personal family status, habits, pet ownership, work status, and
preferred schedule to wake up, eat, work, and relax. All of this
information, plustheindividual physical performance data, are
used to personalize and tailor each individual experience with
both interventions. All participants are motivated to increase
their physical activitiesto at least 10,000 steps per day regardiess
of the arm assignment. Participantsin all arms are able to keep
the Fitbit Charge 2 HR as a gift from the study team at the end
of thetrial.

The study team designed each intervention for a specific
population, cancer survivors, to best fit their needs, thus the
current intervention design is only suitable for such a target
population. However, the innovative study design, operations,
and technology devel opment make this study easily adaptable
for the more general population with dight design
modification(s).

Blinding

Due to the nature of the study interventions, study participants
are not blinded. Data for the principal outcomes, however, are
collected using sensors. Therefore, the study data analyst is
blinded during data collection and during analysis.

Study Outcomes

The aim of this study isto assess the effectiveness of different
technological approachesin increasing physical activity among
overweight and/or obese cancer survivors captured by wearable
sensors (Fithit Charge 2 HR). The primary outcome is the
percent change in daily steps from the 1-week run-into the end
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of the 4-week intervention period. The datafor the primary aim
is collected in real-time and transferred simultaneously to the
computationa server of the Johns Hopkins University via an
application programming interface (AP!) that directly transmits
the data from the user's wearable device to the server.
Participant wear-time is validated using the heart rate sensor
readings on a minute-by-minute basis.

In addition to the primary outcome, the study will examine the
following secondary outcomes. 1) total humber and duration
of activity bouts (defined as 3 minutes or more of uninterrupted
activity); 2) fragmentation indices (counting transitions between
active/inactive periods) and variability indices (counting the
magnitude of transitions between different levels of physical
activity); 3) daily diurnal patterns of activity that model patterns
in minute-by-minute profiles; and 4) weekly and daily trends
of total steps. Levelsof physical activity intensity will be defined
using each participant’s personalized heart rate reserve.

Privacy and Safety Aspects

The Johns Hopkins School of Medicine IRB reviewed the
protocol, information technology (IT) solutions, safety, and
security of the datacollection & storage, and approved the study
(#1RB00113882). The Sidney Kimmel Comprehensive Cancer
Center at Johns Hopkins (SKCCC)/The Clinical Research
Review Committee (CRC) also reviewed the protocol and found
that this study poses minimal risk to the participants, and
assigned Minimum Risk category to this study. SKCCC/CRC
recommended forming Data and Safety Monitoring Board for
this study & SKCCC/CRC will conduct random audits. To
ensure the safety and security of participant information, the
Coachtext and MyCoach were programmed on the Johns
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Hopkins University server, avoiding the use of commercial
servers by Amazon Inc. for public developers. Although the
commercial-use free Amazon Web Services server is available
with Alexa, it is not compliant with the institutional
requirements. However, the study team connected Amazon
Echo and Alexa's voice to the server behind the Johns Hopkins
University firewall to protect the user’s privacy. The study also
provided a Privacy Policy Statement for the MyCoach for the
participant who will enable the skills on their Echo devices.
This statement explains how data will be shared, stored and
processed by Johns Hopkins. The written consent form and the
electronic sign-in for each study arm also provide clear
descriptions of what datawill be collected from each individual
and the manner in which it will be used. The study team will
assure participants that all automated data collection processes
will be stopped after the participant finishes the program or if
he/she decidesto withdraw from the study. To add another layer
of security, MyCoach is enabled only for the study participants
and not open for public users. Data from the wearable sensors
are prescheduled to transfer to our secure server only during
the study period. Following the end of the study, the transfer is
halted automatically. Regardless of study arm assignment, and
in addition to written consent, all users need to complete an
online data transfer agreement using their wearable sensor
credentials.

Statistical Analyses

Asthe primary outcome variableisthe 4-week change from the
baseline in the average number of steps per day, the primary
analysis will use a two-sample t-test to compare each active
intervention arm with the control arm based on intent-to-treat
strategy. A Bonferroni correction will be used to adjust for
multiple comparisons.

For the secondary outcomes (activities bouts, fragmentation,
and patterns), a linear regression model will be fitted for the
4-week change from the baseline in the number of steps and
duration of activity bouts each day. The independent variables
include the baseline number of steps, study arm (modeled by
two dummy variables for the two active treatment arms, and
the control arm istreated as reference group), and any potential
baseline confounding factors. Poisson regression will be used
to analyze the total number of activity bouts, fragmentation
indices, and variability indices. The independent variables
include baseline number of steps, study arm, and any potential
baseline confounding factors as the independent variables. In
all analyses, datawill be properly transformed to fit the model
assumption before regression analysis. Although missing data
is not anticipated to be a challenge, small amount of non-wear
time for charging, bathing, etc. will have minimal effects on
the primary study aim since it depends on the average steps
acrosstheintervention period. Since Stratified Permuted Block
Randomization is being employed, we will consider
minimization to balance interventions simultaneously over
several prognostic factors to ensure equal distribution across
arms. To date nearly 80% of the target population has been
enrolled, and only one participant stopped wearing the tracker
one day aweek for religious reasons.

https://www.researchprotocols.org/2018/2/e27/

Hassoon et al

Discussion

Study Rationale

This study designed, developed, and launched aclinical trial to
investigate the effect of novel emerging technologies to assist
cancer survivorsto become more activein their daily lives. The
study uses innovative technology and methods to apply
autonomous artificial intelligent agentsasan intervention. This
isan affordable, scalable, and easily deployed personalized and
tailored intervention that hasthe potential to transition from the
research setting to general use. It isimportant to offer ascalable
and affordable solution that can assist cancer survivors to
become more active. Given the wide general utility of the
technology and applicability of the outcome of interest, this
approach may also be applicableto the general population with
dight modification of the intervention and testing in a larger
population study.

The trial operation is minimalist in design and effort.
Recruitment activities and enrollment were designed and
developed with a focus on low cost and efficiency. The study
team developed innovative prescreening in the EMR
environment, with remote intervention deployment and data
collection processes. The entire trial is operated by the Pl and
the study coordinator. Data collection processing i s autonomous
and no interference from the study team or participants is
needed. The data flow on a minute-by-minute basis to a
structured database for real time analysisallows decision support
for the artificial intelligent agent. The same data will be used
subsequently to assess the effect of the intervention on the
primary outcome. Thetria’srecruitment iscurrently activeand
eligible consented patients have been enrolled.

Intelligent Agents (IA) are not new. Stuart Russell and Peter
Norvig researched this topic extensively in their leading
textbook in Artificial Intelligence—Artificial Intelligence: A
Modern Approach [18]. Russell and Norvig state that the core
behavior of an agent is goal-directed and therefore they refer
to agents as “Rational Agents’. These agents can be classified
into five classes: simple reflex agents, model-based reflex
agents, goal-based agents, utility-based agents, and learning
agents [18]. Amazon Alexa and our agent (MyCoach) use a
combination of different agent classes. The study team chose
to use different classes to adapt to the user’s intents.

Artificia intelligence (Al) has promising wide applicationsin
tranglational research. Enablers to use such technologies,
including tools and developer kits, are widely available for
interested researchers, while codes libraries are shared among
most researchers and powerful platformsarewidely used inthe
form of mobile devices and home speakers. The current study
provides insight beyond the target outcomes by its efficient
operation. The entire study is operated by 1-2 persons. Thisis
possible because most of the study components, including data
collection, have been automated or enhanced by technology
solutions. Even the start of the intervention is automated. The
study team al so automated the instructional communication via
scheduled automated emails based on each participant
enrollment date. The written consent process is still in paper
format, a requirement of the University IRB.
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In summary, the current trial demonstrates a very effective and
efficient model for intervention that holds the potential to
substantially change the way interventions are applied,
monitored, and analyzed . The study has been design, devel oped
and launched within the projected cost and timeline. However,
challenges till exist. The main challenge for adopting such
technol ogiesinclude understanding the technology’ slimitations;
how behavioral theories can be adapted to human-machine
interaction; limited funding sources for such research; privacy
concerns; and the limited aggregable performance metrics for
such technologies. Developing such interventions requires
in-depth knowledge of Al and their operations, specifically
programming. Most of the available behavioral changetheories
have been devel oped without consideration of human machine
interaction and the potential limitations of such interactions.
There are adso dill concerns about the stability and
confidentiality surrounding Al in general, particularly in ahealth
care setting; thus, there is no standardization for adopting Al
technologiesasthereisfor traditional interventions. Asaresult,
the design concept for adapting the health coach functions to
the Al machine was not straightforward. The user experience
aspect was not traditional since no interface currently exists,
and voice detection was the main interaction method. It was
difficult to orchestrate different components, devices, and
algorithms and to develop a secure environment/platform for
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transferring datawithin the requirements of the IRB. Asaresult,
it was necessary to build our own server and connect all devices
and databases via secure APIs. Further, the study team also
overcome the security concerns by building creative solutions
including transferring the decision of data transmission and
devices communication into the hands of the participantsin a
form of electronic permissions and unique credentials. Lessons
from this study are already helping to develop amore advanced
Intelligent Agent to tackle common chronic conditionsthat rely
on self-management and coaching and provide evidence that
advancement in technology can be an agent of change to
improve health outcomes.

Trial Status

The study was approved as IRB #RB00113882 on March 16,
2017. Recruitment activities were initiated in late April 2017.
We started with targeted advertisements throughout Johns
Hopkins oncology outpatient clinics. We also started active
prescreening on Epic EMR to pre-identify participant prior to
clinical encounter. The protocol went through a revision to
refinethe definition of physically activein theinclusion criteria
using the American Heart Association definition of physically
active. Therecruitment activitiesare expected to last until March
2018. As of January 2018, we screened 75 patients and 39 are
already enrolled in the study.
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Abstract

Background: Support programsfor partners of patients with acquired brain injury are necessary since these partners experience
several unfavorable consequences of caregiving, such asahigh burden, emotiona distress, and poor quality of life. Evidence-based
support strategies that can be included in these support programs are psychoeducation, skill building, problem solving, and
improving feelings of mastery. A promising approach would seem to be to combine web-based support with face-to-face
consultations, creating a blended care intervention.

Objective: Thispaper outlinesthe protocol of arandomized controlled trial to evaluate the CARE4Carer blended careintervention
for partners of patients with acquired brain injury.

Methods: A multicenter two-arm randomized controlled trial will be conducted. A total of 120 partners of patientswith acquired
brain injury will be recruited from five rehabilitation centers in the Netherlands. The blended care intervention consists of a
nine-session web-based support program and two face-to-face consultations with a social worker. Themes that will be addressed
are: giving partners insight into their own situation, including possible pitfalls and strengths, learning how to cope with the
situation, getting a grip on thoughts and feelings, finding a better balance in the care for the patient with acquired brain injury,
thinking about other possible care options, taking care of oneself, and communication. The intervention lasts 20 weeks and the
control group will receive usual care. The outcome measures will be assessed at baseline and at 24- and 40-week follow-up. The
primary outcomeis caregiver mastery. Secondary outcome measures are strain, burden, family functioning, emotional functioning,
coping, quality of life, participation, and social network.

Results: Theeffect of theintervention on the primary and secondary outcome measureswill be determined. Additional aprocess
evaluation will be conducted.

Conclusions: The findings of this study will be used to improve the care for partners of patients with acquired brain injury.
Barriersand facilitators that emerge from the process eval uation will be used in the nationwide implementation of theintervention.

Trial Registration: Dutch Trial Register NTR6197; http://www.tria register.nl/trialreg/admin/rctview.asp?TC=6197 (Archived
by WebCite at http://www.webcitation.org/6xHBAxx0y)
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Introduction

Caregivers of patients with acquired brain injury (ABI), such
asstroke and traumatic brain injury, often experience high levels
of burden, which profoundly affects their physica and
psychosocial well-being [1-5]. About half of the caregivers
experience anxiety and emotional distress, and 65% report health
problems and a decline in social life with high levels of strain
[6]. The majority of caregivers of patients with ABI reporting
psychological distressarethe partners of the patients[7]. Among
partners of patients who were admitted for inpatient
rehabilitation, 80% reported poor quality of life one year after
stroke [3]. It is especially the return home after inpatient
rehabilitation which appears to be a major hurdle for patients
and their caregivers[6].

Support programsfor partners of patientswith ABI are necessary
and should beinitiated as early as possible after discharge from
the rehabilitation facility so partners are better prepared for their
new role as caregivers at home [8]. Several reviews show that
evidence-based support strategies such as psychoeducation,
problem-solving therapy and skill building are effective
components of interventions [9-13]. Additionally, support
programs should address condition-specific issues, such asthe
cognitive, emotional, and personality changes of the patient [1].
Furthermore, interventionsto increase feelings of mastery also
seem important, since mastery can protect against the stressors
of caregiving and improve caregivers well-being [14,15].

Participating in a support program can be challenging for
partners of patients with ABI, since being a caregiver already
takes up much time and energy [16], in addition to everyday
activities such as having a job. Travelling to a rehabilitation
center to attend a support program can be experienced as
requiring too much time and energy. Web-based interventions
may therefore be more suitable, since partners can participate
at any time from any location with internet access, and they can
keep their own pace [17]. Caregivers in various populations
have reported being satisfied and comfortable with web-based
interventions[18]. Previousresearch has shown that web-based
interventions can improve family functioning, psychological
well-being, coping, and quality of lifeamong caregivers[18,19].
Furthermore, web-based interventionsfor caregiversarefeasible
[19] and can save costs [18]. A disadvantage of web-based
interventions, however, isthat of the higher drop-out rates[20].
Participants of web-based interventions report that adherence
can be increased by combining web-based interventions with
face-to-face consultations, creating ablended care intervention
[21,22]. Another advantage of combining web-based
interventions with face-to-face consultationsis the opportunity
for personalized treatment, elaborating on specific personal
problems which cannot be addressed through predefined
responses but require input from professional caregivers[22].

http://www.researchprotocols.org/2018/2/e60/

This study aimsto evaluate the effects and process of ablended
careintervention, whichincludes psychoeducation, skill building
and problem solving, on feelings of mastery in partners of
patientswith ABI. Our hypothesisisthat theintervention group
will haveincreased feelings of mastery compared to the control
group. This paper describes the study protocol.

Methods

Design

Thisstudy isamulticenter two-arm randomized controlled trial
investigating the CARE4Carer blended care intervention in
addition to usual care, in comparison to usua care alone. The
Medical Research Ethics Committee of the UMC Utrecht
confirmed that the Dutch Medical Research Involving Human
Subjects Act (WMO) does not apply to this study. The Dutch
Agreement on Medical Treatment Act (WGBO) and Dutch
Personal Data Protection Act (Wbp) do apply. All participating
rehabilitation centers have approved the study protocol. Written
informed consent is obtained from each participant. The study
isregistered in the Dutch trial register as NTR6197, registered
2 November 2016.

Participants

The study population consists of partners of patientswith ABIs
such as stroke, subarachnoid hemorrhage, traumatic brain injury,
postanoxic encephalopathy (ie, acute onset, no degenerative
neurological diseases). Participants are recruited from five
rehabilitation centersin the Netherlands (Adelante, Heliomare,
Reade, Sint Maartenskliniek, Tolbrug). Inclusion criteria for
both patient and partner are: (1) 18 yearsor older, and (2) written
informed consent. Additional inclusion criteria for the patient
are: (1) having an ABI, (2) independent living in the community
before the ABI, (3) having been admitted for inpatient
rehabilitation, and (4) being scheduled to be discharged home
after rehabilitation. Additional inclusion criteriafor the partner
are: (1) being one of the patient’s primary caregivers, and (2)
being the patient’s partner. Exclusion criteriafor the patient are:
(1) neurodegenerative or progressive ABI and (2) insufficient
command of Dutch, clinically judged by the health care
professionals. Exclusion criteria for the partner are: (1)
insufficient command of Dutch, clinically judged by the health
careprofessionals, (2) being unable to work on acomputer, and
(3) having no internet access. Partners can only participate when
the patient signsinformed consent. If the patient decidesto stop
study participation, the partner can continue to participate, but
data of the patient will not be used in the analyses.

Procedure

The participantsare recruited during regular consultationswith
a socia worker during inpatient rehabilitation. The social
workers, who are trained in the treatment protocol, check the
igibility criteriaand explain the study. Both partner and patient
receive aninformation | etter and an informed consent form and
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are asked whether the researcher may contact them. After afew
days, the researcher calls the partner and asks if there are any
guestions about the study. When both partner and patient agree
to participate, they sign their informed consent formsand return
these to the researcher by mail. Reasons for exclusion and
reasons to decline research participation are recorded.
Randomization takes place after the informed consent forms
have been received.

Demographic factors of the partners are recorded at baseline
and those of the patients are retrieved from the patient records.
The outcome measuresfor the partners are assessed at baseline,
postintervention and at follow-up, except for care consumption,
which is not assessed at baseline. The outcome measures for
the patients are assessed at baseline and at follow-up. Questions
regarding process eval uation are presented after theintervention.
All questionnaires are administered through the same platform,
which also providesthe web-based support program. See Figure
1 for the flow diagram.

Randomization

Participants are randomly assigned to either the group receiving
the CAREACarer intervention or to the usual care control group,
using an online randomization tool . Participants are stratified
by rehabilitation center, and block randomi zation with two block
sizes (2 and 4) is used to achieve a balance across the
experimental and control groups. The block size and order of

Figurel. Flow diagram of thetrial.

Cox et a

allocation are randomly chosen at the beginning of each block.
This minimizes the risk of predicting group assignment and
keeps the researcher blinded to the randomization process.
Randomization takes place before the baseline measurement to
be able to assign a certain route to the partner in the online
platform. Partnersin the intervention group automatically gain
access to the web-based support program directly after
completing the baseline measurement, which is only possible
when this routeis set beforehand.

CAREA4Carer Intervention

The CARE4Carer intervention starts two weeks after the patient
is discharged from inpatient rehabilitation and consists of a
web-based support program and face-to-face consultations with
asocial worker.

Web-Based Support Program

Theintervention program, called Brain injury —Moving forward
together (in Dutch: “Hersenletsel — hoe samen verder?’), isa
web-based support program for partners of patients with ABI.
The program comprises 9 sessions, described in Textbox 1. It
is based on an existing support program, which was devel oped
by Minddistrict and Heliomare Rehabilitation Centre. They
used principles of cognitive behavior theory [23] and
solution-focused therapy [24], aswell asexpert input from socia
workers, psychologists, and caregivers of patients with ABI.
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We have modified this program to tailor it specific to partners
of patients with ABI. We have also carried out a pilot study in
which three partners of patients with ABI and a member of the
patient association tested and evaluated the program. This has
led to several further adaptations. Themes within the program
are: getting insight into one's own situation, including possible
pitfalls and strengths, learning how to cope with the situation,
getting agrip on thoughts and feelings, finding a better balance
in the care for the patient with ABI, thinking about other
possible care options, taking care of onesdf, and
communication. Each session is informative and easy to use
and provides practica tips. The sessions consist of
psychoeducation and assignments aimed at problem solving
and skill building. Short videos featuring a social worker and
videos of partners who are caregivers of patients with ABI are
included in each session.

The partners can attend the program over a period of 20 weeks
intheir owntime, at their own pace, and from any location with
internet access. Partners are encouraged by automatic email
reminders and by the social workers to complete the sessions
before the postintervention measurement, although the program
istill available for them after this period.

Face-to-Face Consultations

In addition to the web-based support program, partners are
offered two consultations with a social worker at the
rehabilitation center. The social workers prepare for the meetings
by reviewing the completed assignments presented in the
web-based sessions. Issues emerging from these answers are
addressed and specific personal situations are discussed. The
first consultation takes place 10 weeks after discharged, after
the first 4 sessions of the web-based program have been

completed; the second consultation is after the 9" session, 20
weeks after discharge. The duration of the consultationsis about
45 minutes to one hour, depending on the need to elaborate.

Usual Care

Partners randomized to the control group receive usual care.
This can consist of consultations with a social worker and/or
psychologist and peer support groups. Partners in the
intervention group are also allowed to receive usua care in
addition to the CAREA4Carer intervention.

Textbox 1. Sessions of the CARE4Carer web-based intervention.

Cox et a

M easures

The primary outcomeis caregiver mastery. Secondary outcome
measuresfor the partnersare strain, burden, family functioning,
emotional functioning, coping, care-related quality of life,
participation, socia network and care consumption. Secondary
outcome measures for the patients are family functioning,
emotiona functioning, and participation. Additionally, aprocess
evauation will be conducted. An overview of al instruments
and the time of assessment is presented in Table 1.

Caregiver Mastery

Caregiver mastery is measured by the Caregiver Mastery Scale
(CMS) [25]. This instrument is an adaptation of the Pearlin
Mastery Scale [26], in order to measure mastery in the
caregiving situation instead of globa mastery. This
guestionnaire consists of seven statements about caregiving,
such as*You believe you are mastering most of the challenges
in caregiving.” Partners are asked to indicate their level of
agreement (ie, strongly disagree, disagree, neither agree nor
disagree, agree, strongly agree) with each statement. Threeitems
with negative statements are reverse-scored. Total scores can
range from 7 to 35, with higher scores reflecting greater
caregiver mastery. Psychometric quality has been confirmed
[25] and the instrument has proved to be able to detect change
after intervention [27].

Secondary Outcome M easures

Caregiver Strain Index (CSl)

The amount of strain experienced by the partner is assessed
with the CSI. Thisinstrument contains 13 statementswhich are
scored al (“yes’) or O (“no”) [28]. Total scores range from O
to 13, with higher scores indicating higher strain. Scores of 7
or higher indicate substantial strain. The CSl isareliable [28]
and valid [29] instrument which iscommonly used for caregivers
of stroke patients [30].

Self-Rated Burden (SRB)

A single question enables the partners to indicate how
burdensome caring for the patient with ABI is at that moment.
A visua analogue scale is used, ranging from O (“not hard at
all”) to 100 (“much too hard”) [29]. The SRB has proved to be
avalid instrument to assessthe burden of caregiving for informal
caregivers of patients with stroke [29].

Welcome

Caring for your partner

Burden and resilience

Which care choices to make?

Getting a grip on your thoughts and feelings
Taking care of yourself

Asking for support

Communication

© © N o g A~ w N -

And now?
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Table 1. Overview of all instruments.

Cox et a

Instruments TO T1 T2

cd P> ¢ P C P
Caregiver Mastery Scale X X X
Caregiver Strain Index X X X
Self-Rated Burden X X X
McMaster Family Assessment Device Subscale: General Functioning X X X X X
Hospital Anxiety and Depression Scale X X X X X
Utrecht Coping List X X X
CarerQol X X X
Utrecht Scale for Evaluation of Rehabilitation — Participation Subscale: Restrictions X X X X X
Socia network X X X
Care consumption X X

Process evaluation

8C=caregiving partner.
bP:pati ent.

McMaster Family Assessment Device (FAD)

Family functioning is assessed with the General Functioning
subscale of the FAD [31]. Partners indicate their level of
agreement (ie, strongly disagree, disagree, agree, strongly agree)
with 12 statements. Each statement is scored from 1 to 4, with
1 reflecting healthy functioning and 4 reflecting unhealthy
functioning. A mean score of 2.0 or higher indicates problematic
family functioning [32]. The FAD has good psychometric
properties [31-33].

Hospital Anxiety and Depression Scale (HADS)

Emotional functioning is measured with the HADS. It consists
of two 7-item subscales measuring anxiety and depression.
Scores above 7 on the subscales indicate an anxiety disorder or
depression, respectively [34]. The HADS has good psychometric
properties and has proved to be responsive to change [ 35,36].

Utrecht Coping List (UCL)

Coping is assessed with three subscales of the Utrecht Coping
List: (1) active problem solving (7 items), (2) seeking social
support (6 items), and (3) passive reacting (7 items) [37]. A
4-point rating scale is used, ranging from “seldom or never” to
“very often”. Higher scores on a subscale indicate a greater
tendency to use that specific coping style. The UCL has good
psychometric properties [37,38].

CarerQol

The CarerQoL instrument measures the care-related quality of
life of informal caregivers [39]. It determines the subjective
burden in seven dimensions of the caregiving situation
(CarerQol-7D) and includes a valuation component
(CarerQol-VAS). Low scores on the CarerQol-7D indicate a
poor caregiving situation, while high scores on the
CarerQol-VASreflect ahigher level of happiness. The CarerQol
isavalid tool to measure the impact of caregiving [40].

http://www.researchprotocols.org/2018/2/e60/

Utrecht Scale for Evaluation of Rehabilitation —
Participation (USER-P)

Participation restrictions are assessed with the USER-P
instrument [41]. On 10 items, respondents indicate to what
extent they are able to do the activity described. Scores range
from O (“not possible”) to 3 (“without difficulty”). Higher total
scores indicate fewer participation restrictions. The USER-P
has good psychometric properties [42,43].

Social network

The socia network (ie, number of parents/step-parents,
children/grandchildren, other family members, and
friends/neighbors) is mapped using a newly developed
guestionnaire. It also includes items about how easy it isto get
practical and emotional help from these persons. Partners answer
on a5-point scale ranging from "very easy" to "very difficult".

Care consumption

Care consumption isassessed during the post-intervention (T1)
and follow-up (T2) measurements. Partners are asked whether
and how often they have had contact with apsychologist, socia
worker, general practitioner, practice nurse and/or aftercare
nurse, and whether they participated in peer support groups.

Process Evaluation

At postintervention (T1), the partners eval uate the intervention,
the individual sessions, and the different elements of the
intervention by filling in the online questionnaire. The
advantages, disadvantages, satisfaction, and usability of the
intervention are investigated.

Using interviews, we assess the experiences of the social
workers with carrying out the intervention and working with a
blended care program, aswell astheir views on facilitators and
barriersfor implementation. Every social worker who supported
acaregiver in the intervention group will be interviewed.
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Treatment fidelity is determined by reports from the social
workers on the number of face-to-face consultations that have
taken place and by analyzing how many sessions of the
web-based support program have been completed. Partners are
obliged to fill in certain assignments to be able to complete a
Session.

Blinding

The baseline measurements (TO) are self-reported by partner
and patient, who do not yet know the all ocation outcome at this
stage. Blinding to treatment allocation is not possible dueto the
nature of the intervention. The postintervention (T1) and
follow-up (T2) measurements are, therefore, not blinded since
these are self-reported by the partner and patient who are avare
of treatment allocation by that time.

Power Analysis

The sampl e size has been calcul ated on the basis of the primary
outcome measure, the Caregiver Mastery Scale. To detect a
difference between the groups of 0.5 SD on the Caregiver
Mastery Scale, with an alpha of 0.05 and a power of 80%, a
total of 50 caregivers is needed in each arm of the trial.
Assuming adrop-out rate of 20%, atotal of 120 patient-partner
couples will be included in the CAREACarer trial.

Statistical Analyses

Descriptive statistics including frequencies, means, standard
deviations, and (for nonparametric data) medians and
interquartile rangeswill be caculated. Longitudinal dataanaysis
will be performed using a generalized linear mixed model
(GLMM), to evaluate differences in efficacy between the
experimental and control groups. Data will be analyzed based
on an “intention-to-treat” analysis and with an alpha level of
0.05. The analysis software IBM SPSS Statistics version 22 for
Windows will be used [44]. Descriptive statistics will be used
for the partners’ process evaluation and for the treatment fidelity.
The interviews with the social workers will be transcribed
verbatim and qualitative analyses will be performed.

Results

Participant recruitment for this randomized controlled trial
commenced in September 2016 and enrolment is ongoing. The
first results are expected to be submitted for publicationin 2018.

Discussion

In this paper, we have described the protocol of a randomized
controlled trial to evaluate the CARE4ACarer blended care
intervention to improve feelings of mastery in partners of
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patients with acquired brain injury. We will also investigate the
effect of the intervention on strain, burden, family functioning,
emotional functioning, coping, quality of life, participation,
social network, and care consumption. A process evaluation
will also be part of this study.

Brain injury —Moving forward together isan innovative partner
support program. It was devel oped in cocreation with partners,
social workers, and psychologists. Methods that have proved
to be effective, such asthose based on cognitive behavior theory
and solution-focused therapy, have been integrated in the
intervention. The program has been pil ot-tested among partners
of patients with ABI and modified in response to their
comments. Another strength of this study is the use of blended
care. Integrating the web-based support program with
face-to-face therapy combines the best of two worlds, which
can enhance the effect of the intervention [22]. To our
knowledge, thisisthefirst blended careintervention for partners
of patients with ABI.

It isimportant to note that blended careis probably not suitable
for everyone. Not every partner and health care provider may
be ready for blended care. Some partners may not be
comfortable with receiving support via a web-based program
and might prefer to only have face-to-face contacts. Also, health
care providers may resist offering support viathe internet [45].
In addition, access to internet and possession of a compulter,
laptop, tablet or smartphoneisnot standard for everybody; 22%
of the Dutch population aged 65 years or older has no internet
access at home [46].

The study may have some limitations. First, we only include
partners of patientswho are admitted for inpatient rehabilitation.
Patientswho go home after treatment at the hospital and patients
who receive geriatric rehabilitation are not included. Second,
the control group treatment is not standardized, because care as
usual differs between rehabilitation centers.

Support for partners of patients with ABI is clearly needed.
Blended care interventions that include psychoeducation, skill
building and problem solving have not been investigated in this
population yet. Our CAREACarer intervention could help
partners to better deal with their new role as a caregiver, after
the patient has returned home. We hypothesize increased
caregiver mastery among partnersasaresult of thisintervention.
The findings of this study will be used to inform rehabilitation
physicians, social workers, and psychologists and to improve
the care for partners of patients with ABI. If the intervention
provesto be superior to usual care, it will be made availablefor
implementati on nationwide, taking into account the barriersand
facilitators that emerge from the process evaluation.

CAREA4Carer issupported by FNO, Revalidatie Nederland and the Netherlands Organi sation for Health Research and Devel opment

(ZonMw), grant number: 630000002.
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Multimedia Appendix 1
Screenshot overview of web-based support program.
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Screenshot session 3: burden and resilience.
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Abstract

Background: Fibromyalgiaisachronic pain statethat includeswidespread muscul oskeletal pain, fatigue, psychiatric symptoms,
cognitive and sleep disturbances, and multiple somatic symptoms. Current therapies are often insufficient or come with significant
risks, and while there is an increasing demand for non-pharmacologic and especially non-opioid pain management such as that
offered through complementary and alternative medicine therapies, there is currently insufficient evidence to recommend these
therapies. Percutaneous electrical neural stimulation (PENS) is an evidence-based treatment option for pain conditions that
involves electrical current stimulation through needles inserted into the skin. Percutaneous electrical neural field stimulation
(PENFS) of the auricleis similar to PENS, but instead of targeting a single neurovascular bundle, PENFS stimulates the entire
ear, covering all auricular branches of the cranial nerves, including the vagus nerve. The neura mechanisms of PENFS for
fibromyalgia symptom relief are unknown.

Objective: We hypothesize that PENFS treatment will decrease functional brain connectivity between the default mode network
(DMN) and right posterior insulain fibromyalgia patients. We expect that the decrease in functional connectivity between the
DMN and insula will correlate with patient-reported analgesic improvements as indicated by the Defense and Veterans Pain
Rating Scale (DVPRS) and will be anti-correl ated with patient-reported anal gesic medi cation consumption. Exploratory analyses
will be performed for further hypothesis generation.

Methods: A total of 20 adultsfrom the Atlanta Veterans Affairs Medical Center diagnosed with fibromyalgiawill be randomized
into 2 groups: 10 subjects to a control (standard therapy) group and 10 subjects to a PENFS treatment group. The pragmatic,
standard therapy group will include pharmacologic treatments such as anticonvul sants, non-steroidal anti-inflammatory drugs,
topical agents and physical therapy individualized to patient comorbidities and preferences, prescribed by a pain management
practitioner. The PENFS group will include the above therapies in addition to the PENFS treatments. The PENFS subject group
will have the Neuro-Stim System placed on the ear for 5 days then removed and replaced once per week for 4 weeks. The primary
outcome will be resting functional magnetic resonance imaging connectivity between DMN and insula, which will aso be
correlated with pain relief and functional improvements. This connectivity will be analyzed utilizing functional connectivity
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magnetic resonance imaging (fcMRI) and will be compared with patient-reported analgesic improvements as indicated by the
DVPRS and patient-reported analgesic medication consumption. Pain and function will be further evaluated using Patient-Reported
Outcomes Measurement |nformation System measures and measures describing a person’s functional status from Activity and
Participation section of the International Classification of Functioning Disability and Health.

Results: Thistria has been funded by the Veterans Health Administration Program Office. This study attained approval by the
Emory University/Veterans Affairs (VA) institutional review board and VA Research & Development committee. Institutional
review board expedited approval was granted on 2/7/17 (IRB00092224). The study start dateis 6/1/17 and estimated compl etion
date is 5/31/20. The recruitment started in June 2017.

Conclusions: Thisisafeasibility study that ismeant to demonstrate the practicality of using fcMRI to study the neural correlates
of PENFS outcomes and provide information regarding power calculations in order to design and execute a larger randomized
controlled clinical trial to determine the efficacy of PENFS for improving pain and function.

Trial Registration: ClinicaTrials.gov NCT03008837; https://clinicaltrials.gov/ct2/show/NCT03008837 (Archived by WebCite

at http://lwww.webcitation.org/6wrY 3NmaQ).

(JMIR Res Protoc 2018;7(2):€39) doi:10.2196/resprot.8692
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Introduction

Fibromyalgiais a chronic pain syndrome that affects multiple
body systemsand is characterized by widespread pain, decreased
physica function, fatigue, psycho-emotiona and sleep
disturbances and various somatic complaints [1,2]. It affects
over 5 million Americans with an approximate femaleto male
ratio of 7:1[3]. A study derived from the US health insurance
database found that the healthcare costs over 12 months are
about three times higher among fibromyalgia patients when
compared to patients without fibromyalgia. It is estimated that
fibromyalgia costs the American population over 20 billion
dollars per year in lost wages and disability [4]. This syndrome
is not only devastating to the patient, but also represents a
significant economic burden to the patient and society.
Percutaneous el ectrical auricular stimulation of the vagus nerve
has been utilized in the treatment of epilepsy and chronic pelvic
pain [18,21]. In addition, we have previously reported a case
of afemale veteran with fibromyalgia who underwent PENFS
with the NSSresulting in 100% relief of her fibromyalgiapain,
Visual Analogue Scale (VAS) score from 8 to 0, reduction in
opioid consumption and significant improvements in function
for 4 months post-treatment, until the death of her father, at
which point some pain symptoms began to return [22].

Fibromyalgia remains a poorly understood condition with
regards to pathophysiology of the disease process, though
mal adaptive plasticity in the central (eg, brain) nervous system
has been strongly implicated [5]. Current therapies are aimed
at reducing the major symptoms of the disorder, such astreating
the mood, sleep disturbances, and pain. Thesetherapiesinclude
pharmacotherapy such as anticonvul sants and complementary
and alternative medicine (CAM) therapies such as acupuncture.
The current available therapies are often inadequate and
frequently come with significant risks or side effects. These
side effects often overlap with the symptoms of the disease,
which result in poor patient outcomes. Some of the
pharmacotherapy involved in treatment of fibromyalgiaisaimed
at addressing the pain symptoms. This often involves the
utilization of opioids, possibly due to an exhaustion of other

http://www.researchprotocols.org/2018/2/e39/

options for pain management. For pain conditions such as
fibromyalgia, there is little evidence of benefit with chronic
opioid therapy, and growing evidence against the use of opioids
due to the risks for addiction, overdose, and side effects of
long-term opioid use [6]. Given that opioid abuse is a major
public health issue and drug overdose deaths are the leading
cause of injury death in the United States, opioids should be
avoided if possible[7]. With regardsto CAM therapies, athough
these are often low risk and perceived to be beneficial by
patients, thereisnot yet asufficient level of evidenceto support
their use in fibromyalgia, limiting the ability of providers to
make strong recommendations. More specificaly, the
combination of the small sample size, scarcity of studies for
each comparison, and lack of anideal placebo control weaken
the level of evidence and the clinical implications of therapies
such asacupuncture. Therefore, larger studieswith higher levels
of evidence are warranted [8].

Although the precise pathophysiology of fibromyalgia is not
fully understood, there is a large consensus that it is a
sympathetically or centrally mediated pain syndrome
[9,10,11,12]. Comparisons have been made between
fibromyalgia and complex regional pain syndrome (CRPS), a
different sympathetically mediated pain syndrome. Fibromyalgia
may be a widespread form of CRPS [13]. When treating
sympathetically mediated pain syndromes, the goal of treatment
is to interrupt the transmission of the sympathetic nervous
system [13,14]. The vagus nerve is centra to the
parasympathetic autonomic nervous system, and modulation of
itsactivity could result in effective treatment of sympathetically
mediated pain through increasing parasympathetic outflow and
modulating the sympathetic/parasympathetic balance [15].
Percutaneous electrical neural field stimulation (PENFS) via
the ear is an intervention that aims to modulate the activity of
crania nerves (eg, vagus nerve at its auricular branches) and
thus disrupt centrally mediated pain [16,17].

Percutaneous electrical neural stimulation (PENS) involvesthe
placement of needles near neurovascular bundles within a
sclerodermal, myoderma or dermatomal distribution and
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delivering current to these structures [15]. The Military Field
Stimulator/Neuro-Stim System (MFSINSS) employsan evolved

Figure 1. Military Field Stimulator/Neuro-Stim System.

PENFS of the auricle is similar to PENS, but instead of
stimulating a certain neurovascular bundle it stimulates the
entire ear and all the auricular branches of the crania nerves,
including the vagus nerve. The vagus nerve mediates sensation
of the auricular tissue that makes up the ear; therefore, auricular
stimulation has been used to modul ateits activity and treat pain
[16]. Napadow et al have demonstrated short-term relief of
evoked pain sensation in chronic pain patients using electrical
stimulation of the auricular branches of the vagus nerve [18].
PENFS is based on the idea that a central effect may occur
through the creation of a field of electrical stimulation over
peripheral branches of cranial nerves, and that this effect can
be changed by varying the form, intensity and frequency of
electrical current delivered to the neurovascul ar structures[19].
Animal studies have demonstrated that transcutaneous auricular
stimulation of the vagus nerve can have antidepressant effects
by stimulating the rel ease of melatonin and serotoninin addition
to significantly improving dental pain through the endogenous
opioid system [20].

Although vagal nerve stimulation for pain relief has been
studied, the mechanisms supporting PENFS stimulation to the
auricle has not yet been studied with functional magnetic
resonanceimaging (fMRI) [23]. The basisfor analyses of fMRI
findings used in the present study is adapted from prior studies
by Napadow and Harris et a using functional connectivity
magnetic resonanceimaging (fcMRI) to examineintrinsic brain
connectivity in fibromyalgia patients before and after
pharmacological and non-pharmacological therapy with
pregabalin and acupuncture, respectively [24,25,26,27]. For
example, their prior study demonstrated that fibromyalgia
patients had significantly greater connectivity within the default
mode network (DMN) and right executive attention network as
compared to healthy, age-matched controls [25]. Additionally,
greater connectivity was noted between the DMN and theinsular
cortex [25,26], aregion of the brain implicated in evoked pain
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form of PENS known as PENFS (Figure 1).

response and salience detection. Successful therapy was then
found to reduce clinical pain and DMN-insulaconnectivity [27].
Gaining an understanding of the analgesic effects and neural
correlates for PENFS therapy in fibromyalgia could result in
(1) a better understanding of the pathophysiology of
fibromyalgia, (2) cost-savings, (3) improvements in pan
therapy, and (4) a decreased need for opioid analgesics.

Methods

Ethics Approval

This study attained approval by the Emory University/Veterans
Affairs (VA) ingtitutional review board and VA Research &
Development committee. The study protocol will be conducted
in accordance with ethical principles from the Declaration of
Helsinki.

Aims and Hypothesis

The specific aims of the study are (1) to evaluate the feasibility
of using fcMRI asahbiomarker for functionally correlated neural
substrates of pain in patients undergoing PENFS and (2) to
evaluate whether PENFS leads to analgesia and functional
improvements as compared to standard treatment in veterans
with fibromyalgia. Our primary hypothesisis that PENFS will
result in decreased functional connectivity between the insula
and default mode network as evaluated by TMRI [24,25,26,27],
which will correlate to more significant improvementsin pain
and function relative to standard therapy for fibromyalgia.

Design

Thisisafeasibility trial comparing PENFS to standard therapy
in veterans with fibromyalgia. Enrollment according to the
stated inclusion and exclusion criteria will be conducted and

subjects who meet study criteria will undergo baseline
assessments. These include a collection of bio-behavioral data
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such as cognitive and psychological assessments, eating,
sleeping and drinking habits, and Patient-Reported Outcomes
Measurement Information System (PROMIS) measures
including physical function, anxiety, depression, fatigue, sleep
disturbance, socia function, paininterference, and global health.
In addition, included are measures from the realms “Activity
and Participation” from the International Classification of
Functioning, Disability, and Health including arm curls, 30
second chair stands, and handgrip strength tests. Information
from the Defense and Veterans Pain Rating Scale (DVPRYS),
and documented baseline analgesic consumption will also be
included. Stratification based on age and sex will be performed
to account for differential pain perception and neurological
responses to pain based on age and gender. fMRI studies will
then be conducted within 2 weeks prior to initiation of treatment
and will be repeated within 2 weeks after the final treatment.
Participants are advised to avoid caffeine and smoking the day
of the neuroimaging analysis. The bio-behavioral assessments
will be repeated at 4, 8, and 12 weeks after the final treatment.

The PENFS subject group will have the NSS placed on the ear
for 5 days then removed and replaced at weekly intervals. The
PENFS group will receive treatments once per week for atotal
of 4 weeks. Participants will be randomized to one of the two
treatment groups. See Figure 2 for anticipated timeline for the
study. Subjectswill be block randomized, stratified by age and
sex. This should provide an adequate sample size while
minimizing confounding variables between groups. The standard
therapy group will receive pharmacologic treatments such as
anticonvulsants (ie, gabapentin, pregabalin), nonsteroidal
anti-inflammatory medications (ie, ibuprofen, meloxicam),
acetaminophen, topical agents and physical therapy
individualized to patient comorbidities and preferences, as
prescribed by a pain management practitioner, with regular
check-ups at corresponding intervals to the NSS group.

Setting
The fMRIs will occur at an Emory Imaging Center. All other
visitswill be conducted at the VA pain clinic in Atlanta, GA.

http://www.researchprotocols.org/2018/2/e39/
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Participants

Male and female Veterans age 20-60 with a diagnosis of
fibromyalgia as diagnosed by a clinician, by chart review, and
by the most recent American College of Rheumatology 2010
criteria for the diagnosis of fibromyalgia. The inclusion and
exclusion criteriaare listed in Textbox 1 [28,29].

Randomization and Blinding

Subjects will be randomized to one of two groups; the control
group will be standard therapy and the treatment group will be
the PENFS treatment for this feasibility study. Simple
randomization stratified by age and sex with egqual allocation
to treatment and control groupswill beused. An age of 60 years
old isset asalimit to minimize brain structural changes dueto
aging [30]. Subjectsage 20-60, male and femalewith adiagnosis
of fibromyalgia by the American College of Rheumatology
2010 criteriafor the diagnosis of fibromyalgiawill beincluded
in the study [28,29]. Dr Kalangara, a pain physician trained to
apply PENFS, will allocate subjectsto one of the two treatment
groups and will also perform the treatments. The principal
investigator, Dr Woodbury, is a pain physician qualified to
perform the pain and functional assessments and will perform
these, blinded to treatment and control groups.

Outcome M easures

The primary outcome measureis connectivity between theinsula
and DMN. Areas of the DMN found to be relevant in prior
studies regarding fibromyalgia are the inferior parietal lobule
(IPL), medial prefrontal cortex (MPFC), and posterior cingulate
cortex (PCC) [25]. Based on existing data, fMRI seed-based
resting connectivity analyses of theinsulaand relevant areas of
the DMN (IPL, MPFC and PCC) will be performed
[24,25,26,27]. Subjects will undergo fMRI studies within 2
weeks prior toinitiation of treatment and will be repeated within
2 weeks after the final treatment for comparison.

JMIR Res Protoc 2018 | vol. 7 | iss. 2 [€39 | p.114
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Gebreet a

Figure 2. Anticipated timeline for study. DVRPS: Defense and Veterans Pain Rating Scale; fMRI: Functional magnetic resonance imaging; PENFS:

Percutaneous electrical neural field stimulation.
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Textbox 1. Inclusion and exclusion criteria.

Inclusion Criteria:

«  Subjects must be male and femal e Veterans age 20-60 with a diagnosis of fibromyalgia as diagnosed by a clinician, by chart review, and by the
most recent American College of Rheumatology 2010 criteriafor the diagnosis of fibromyalgia[28,29].

«  Subjects must self-report consistent, daily pain (greater than 5 on a0-10 VAS) >90 days.
o  Subjects must have intact skin free of infection at the site of implantation.
«  Subjects must be willing to participate and understand the consent.

«  Subjects must be right-handed in order to provide consistency in brain structure and function.

Exclusion Criteria:
«  Subjects must not be currently pregnant, since effects of fMRI and electrical current on the developing fetus are not well-known.

«  Subjectsmust not have an implanted electrical device such asavagal stimulator, pacemaker, or spinal pain pump, which are not compatible with
MRI.

«  Subjects must not have a history of seizures or neurologic condition that may ater the structure of the brain.

«  Subjects must not have a history of drug abuse or severe, uncontrolled psychiatric illness such as schizophrenia or major depressive disorder
with suicidal ideation.

«  Subjects must not have psoriasis vulgaris or other skin conditions that may increase the risk of infection at the implantation site.

«  Subjects must not have severe anxiety, claustrophobia, or other conditions that may prevent their ability to lie at rest in an MRI scanner. This
will be determined after discussion with the patient regarding their own perceived ability to lie at rest in an MRI scanner without the use of
additional sedating medications.

«  Subjectsmust not introduce new medications or treatments for fibromyal gia symptoms during the course of the study, expect for those prescribed
by the pain practitioners involved in the study, to prevent confounding results.

o Subjects must not have a concurrent autoimmune or inflammatory disease that causes pain such as systemic lupus erythematosus, inflammatory
bowel disease or rheumatoid arthritis, since this could decrease the effect of treatment.

«  Subjects must not experience trauma, injury or severe disease during the course of the study.

The secondary outcome is whether functional improvements
occur with the application of PENFS, as the ultimate goal of
reducing pain is to improve function. Secondary dependent
variables for the evaluation of functional improvements with
PENFS include PROMIS and International Classification of
Functioning, Disahility, and Health measures, the arm curl, 30
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second chair stand and handgrip strength tests. These testswill
be performed before treatment initiation and again at 4, 8 and
12 weeksfollow-up after the completion of the 4-week treatment
period for comparison.
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Sample Size

There will be atotal of 20 subjects divided into 2 groups, 10
subjectsin the control (standard therapy) group and 10 subjects
in the PENFS treatment group. Age, gender, and comorbid
conditions may confound effects on neurological response to
pain, therefore subjects will be block randomized, stratified by
age and sex. Thiswill result in an adequate sample size while
minimizing confounding variables between groups. Roberts
and Brown demonstrated a decrease in VAS for pain using a
series of 4 PENFS treatments in a cohort of 20 chronic pain
patients [15]. Based on this Roberts and Brown study, we
estimate the effect size to be a 4-point decrease in pain score,
which is out of 10 points, in the PENFS group and a 2-point
decrease in the standard therapy group.

Our study isafeasibility study being conducted with the purpose
of providing better estimates of effect size and power
calculationsfor sample sizein future studies. The datagathered
from this study will be used to inform power analyses for a
future pilot study or randomized control trial. Therefore, we
will have a power analysis after completing the study.

Recruitment

Recruitment will be performed through direct contact with
patients at the pain clinic, and by letter invitation to veteransin
the Atlanta VAMC system identified as carrying adiagnosis of
fibromyalgia. Patients not already established in the pain clinic
will only be contacted by study personnel with permission from
the primary care physician.

There are sufficient numbers of patients at the Atlanta VAMC
from which to recruit fibromyalgia patients, and due to the
principal investigator’s role as a pain management physician,
she has sufficient exposure to fibromyalgia patients within her
own clinical practice. In order to demonstrate the feasibility of
recruitment, we performed a data query for the Atlanta VA
medical center, excluding satellite clinics, and found that over
the course of a 1-year period (from March 26, 2014 to March
26, 2015), a total of 1,451 unique veterans were seen who
carried a diagnosis of fibromyalgia. In age groups < 50 years
old, thereisapreponderance of femaleswho carry thediagnosis,
whilein age groups > 50 years old, there is a preponderance of
males. This is likely due to a gender difference in military
enrollment in these age groups. The ratio of female to male
veterans with fibromyalgia is more reflective of the genera
population in the <50-year-old age groups.

On average, 2 patients are seen in the VA pain clinic with
fibromyalgia per day, with 10 fibromyal gia patients aweek. Of
these, 60% would qualify for the present investigation. Thisis
a conservative estimate. The prevalence of patients with
fibromyalgia seen at the Atlanta VAMC and the pain clinic
supports the feasibility of the study, given the planned
recruitment of 20 study subjects from a population of at least
1,451 local veterans who carry the diagnosis of fibromyalgia,
many of whom have been referred to and are followed in the
pain clinic. We have allotted 6-9 months to recruit al patients.
Giventhat 5 patients have already been recruited within 3 weeks
of beginning the study, we don’t expect recruitment to be an
issue.
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Statistical Analysis

In previousstudies, thelPL, MPFC, and PCC are DMN regions
that have been found to be relevant regarding fibromyalgia
[26,27,28,29]. The primary outcome will be analyzed using
fcMRI and analysis of functional neurcimages, a program that
processes and displays fMRI data. The resting connectivity
between the insula and DMN regions will be analyzed within
2 weeks prior to initiation of treatment to obtain a baseline and
then again within 2 weeks after the final treatment. Data will
be preprocessed and analyzed using the validated fMRI of the
brain softwarelibrary package and cardiorespiratory physiologic
artifacts will be mitigated using retrospective image correction
[31,32,33]. Further, artifacts related to subject motion will be
minimized infcMRI time series using the validated independent
component analysis (ICA) based automatic removal of motion
artifactstool. Thisalgorithm isadata-driven method to identify
and reduce motion-related artifacts (ICA components) from
fMRI data. Given that drifts in MRI acquisition are typically
considered linear, first order polynomial fitting will be utilized
to account for MRI signal drift.

The primary outcome measure is connectivity between theinsula
and DMN as a hiomarker for pain. Based on previous research,
we hypothesize that the addition of PENFS will decrease
connectivity between the insula and DMN structures relative
to standard treatment [24,25,26,27]. Z-scores from two
correlations described above (ie, between the posterior insula
and the IPL and between the posterior insulaand the PCC) will
be used as the dependent variables for this outcome analysis.
Hence, changesin z-scoresfor the two correlationswill be tested
for each group using pairwise comparisons. We expect that
posttreatment connectivity between the posterior insula and
DMN structures will be reduced from pre- to post-PENFS
treatment. We do not expect to seesignificant changes for
standard therapy at 2 weeksfollowing thefinal treatment. Each
of the two z-transformed corréations, for both pre- and
post-PENFS and pre- and post-standard therapy, will be
family-wise error (FWE) corrected (voxe-wise, and
cluster-wise) to P<.010, and cluster size of 20 for the two
correlations for each group. Patient-reported changes in pain
will be evaluated using (1) DVPRS severity scores and (2)
analgesic consumption before and after treatment (4 weeks) and
at long-term follow-up (8 weeks, 12 weeks) following the 4th
week of treatment for each group. Wewill use 2 groups (PENFS
versus control) 4 times (pre- and post- treatment at 4, 8, and 12
weeks follow-up) for repeated measures analysis of varianceto
compare outcome for the groups over time. We will employ a
generalized linear mixed model (GLMM) framework to fit the
ANOVA model to the data. GLMM approach is more robust
than traditional ANOVA methods as it better handles the
possibility for imbalance in the effects due to dropout and other
lossesto follow-up and provides astronger estimate of the fixed
group effect while controlling for time asarandom effect inthe
model. After the completion of the above analyses, we will use
Spearman Rank correlation coefficients to investigate the
predictive ability of pre-PENFS (baseline) resting insula
connectivity to predict post-PENFS changes in pain levels.
Basdline connectivity will be extracted as z-scoresfrom imaging
data. Categorical variables such as gender and bio-behavioral
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data will be assessed using Fisher’s exact test, but continuous
variables such as age will be assessed using two-tailed t-tests.
All reported P valueswill be 2-tailed and considered significant
at the .05 level, FWE corrected.

We will also perform a linear regression with z-scores from
fcMRI correlations and baseline pain levels using the DVPRS
in order to evaluate links between baseline resting insula
connectivity and baseline individual differences in pain
sensitivity. In addition, we will also use a linear regression
model to assess any association between treatment-modul ated
clinical pain and changes in the posterior insula resting brain
connectivity.

The secondary outcome is whether functional improvements
occur with the application of PENFS, as the ultimate goal of
reducing pain is to improve function. Secondary dependent
variables for the evaluation of functional improvements with
PENFS include PROMIS and International Classification of
Functioning, Disability, and Health measures, the arm curl, 30
second chair stand and handgrip strength tests at 4, 8, and 12
weeks follow-up after the completion of the 4-week treatment
period. Pairwise repeated measures comparisons between
pretreatment and posttreatment DV PRS, anal gesic consumption
and functional assessmentswill be performed within each group,
FWE corrected to P<.050. Similar analyses will be conducted
at 6 and 12 weeks follow-up. Data from each time point can be
considered its own family of comparisons for this purpose.
Further, analysis of sample characteristics for the groups,
PENFS versus control, will be conducted to assess comparability
of the samples. Categorical variables such as gender and
bio-behavioral data will be assessed using Fisher’'s exact test,
but continuous variables such as age will be assessed using
two-tailed t-tests. All reported P values will be 2-tailed and
considered significant at the .05 level, FWE corrected. Data
collected and analyzed regarding functional changes related to
PENFS treatment will be assessed for new hypothesis
generation.

Results

Thistrial hasbeen funded by the Veterans Health Administration
Program Office. This study attained approval by the Emory
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University/VA institutional review board and VA Research &
Development committee. Institutional review board expedited
approval wasgranted on 2/7/17 (IRB00092224). The study start
date is 6/1/17 and estimated completion date is 5/31/20. The
recruitment started in June 2017.

Discussion

Fibromyalgia is a syndrome that, despite affecting millions of
Americans, remains a difficult condition to treat. The current
therapies continue to fall short and many times leave these
patientswith intolerable side effects. PENFSisaFood and Drug
Administration approved, non-pharmacologic therapy that is
currently utilized within the military and VA system, but
sufficient evidence regarding its outcomes and neural
mechanisms have not been adequately investigated. Auricular
PENFS has not been studied with fMRI. Stimulation of the
auricle may produce neural changesthat differ from traditional
therapies. Understanding the underlying neural mechanisms of
auricular PENFS could assist in devel oping targeted treatments
for fibromyalgia and chronic pain. An understanding of its
neural underpinnings and analgesic effects could lead to
improvements in pain management and quality of life,
cost-savings, and development of new techniques to address
pain.

The present investigation isafeasibility study being conducted
with the purpose of providing better estimates of effect sizeand
power calculations for sample size in future studies. The data
gathered from this study will be used to inform power analyses
for afuture pilot study or randomized control trial. This study
will not only serve to elucidate neural changes with PENFS,
but could provide evidence regarding the relative effectiveness
of this already clinically employed non-pharmacologic
treatment. This in turn can result in evidence-based
implementation that be utilized to treat not only veterans
suffering from fibromyalgia but also all fibromyalgia patients.
Informed consent will be obtained from al trial participants.
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Emory University. We appreciate helpful conversations with Dr Lawrence S. Phillips and Dr Paul S. Garciain the development
of thisprotocol. The authorsthank the Neuroimaging Core at the Atlanta VA Medica Center and AtlantaVA Pain Clinic members
(Dr Jerry Kalangara, Matt Lejeune[NP], and Mary Allen [NP]) for their assistance in the practical implementation of this project.

Authors Contributions

All authors read and approved the manuscript. MG led the writing of this manuscript. AW led the devel opment of this protocol
and contributed to writing of this manuscript as well asfigures. VN participated in the writing of this manuscript and the initial
protocol development. VK, LK, and BC contributed to the neuroimaging protocol development and trandating appropriate
neuroimaging techniques. RS contributed to the clinical trial design and statistical analysis.

http://www.researchprotocols.org/2018/2/e39/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 €39 | p.117

(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS Gebre et a

Conflictsof Interest
None declared.

Multimedia Appendix 1
Original NIH peer-review reports.

[PDE File (Adobe PDF File), 175K B - resprot_v7i2e39_appl.pdf |

References

1.  Williams DA, Gracely RH. Biology and therapy of fibromyalgia. Functional magnetic resonance imaging findingsin
fibromyalgia. Arthritis Res Ther 2006;8(6):224 [FREE Full text] [doi: 10.1186/ar2094] [Medline: 17254318]

2. Goldenberg DL. Office management of fibromyalgia. Rheum Dis Clin North Am 2002 May;28(2):437-446. [Medline:
12122929]

3. HawkinsRA. Fibromyalgia: aclinical update. JAm Osteopath Assoc 2013 Sep;113(9):680-689. [doi: 10.7556/japa.2013.034]
[Medline: 24005088]

4. Berger A, DukesE, Martin S, Edelsberg J, Oster G. Characteristics and healthcare costs of patients with fibromyalgia
syndrome. Int JClin Pract 2007 Sep;61(9):1498-1508 [FREE Full text] [doi: 10.1111/j.1742-1241.2007.01480.x] [Medline:
17655684]

5. Clauw DJ. Fibromyalgia: aclinical review. JAMA 2014 Apr 16;311(15):1547-1555. [doi: 10.1001/jama.2014.3266]
[Medline: 24737367]

6. Von KMR. Long-term use of opioids for complex chronic pain. Best Pract Res Clin Rheumatol 2013 Oct;27(5):663-672
[FREE Full text] [doi: 10.1016/j.berh.2013.09.011] [Medline: 24315147]

7. Rudd RA, Seth P, David F, Scholl L. Increasesin Drug and Opioid-I1nvolved Overdose Deaths - United States, 2010-2015.
Centers for Disease Control and Prevention 2016 Dec 30;65(5051):1445-1452 [FREE Full text] [doi:
10.15585/mmwr.mm655051el] [Medline: 28033313]

8. DeareJC, Zheng Z, Xue CCL, Liu JP, Shang J, Scott SW, et a. Acupuncture for treating fibromyalgia. Cochrane Database
Syst Rev 2013 May 31(5):CD007070 [FREE Full text] [doi: 10.1002/14651858.CD007070.pub2] [Medline: 23728665]

9.  Gracely RH, Petzke F, Wolf JM, Clauw DJ. Functional magnetic resonanceimaging evidence of augmented pain processing
infibromyalgia. Arthritis Rheum 2002 May;46(5):1333-1343 [ FREE Full text] [doi: 10.1002/art.10225] [Medline: 12115241)

10. HarrisRE, Clauw DJ, Scott DJ, McLean SA, Gracely RH, Zubieta J. Decreased central mu-opioid receptor availability in
fibromyalgia. I Neurosci 2007 Sep 12;27(37):10000-10006 [FREE Full text] [doi: 10.1523/INEUROSCI.2849-07.2007]
[Medline: 17855614]

11.  Yunus MB. Towards a model of pathophysiology of fibromyalgia: aberrant central pain mechanisms with peripheral
modulation. J Rheumatol 1992 Jun;19(6):846-850. [Medline: 1404119]

12.  Napadow V, Harris RE. What has functional connectivity and chemical neurcimaging in fibromyalgia taught us about the
mechani sms and management of 'centralized' pain? Arthritis Res Ther 2014;16(5):425 [FREE Full text] [Medline; 25606591]

13. MarinusJ, Van HJJ. Clinical expression profiles of complex regional pain syndrome, fibromyalgiaand a-specific repetitive
strain injury: more common denominators than pain? Disabil Rehabil 2006 Mar 30;28(6):351-362. [doi:
10.1080/09638280500287320] [Medline: 16492631]

14. Straube S, Derry S, Moore RA, Cole P. Cervico-thoracic or lumbar sympathectomy for neuropathic pain and complex
regional pain syndrome. Cochrane Database Syst Rev 2013 Sep 02(9):CD002918. [doi: 10.1002/14651858.CD002918.pub3]
[Medline: 23999944]

15. Roberts A, Brown C. Decreasein VAS Score Following Placement of a Percutaneous Peri-Auricular Peripheral Nerve
Field Stimulator. Clinical Medicine and Diagnostics 2015;5(2):17-21. [doi: 10.5923/j.cmd.20150502.01]

16. Chakravarthy K, Chaudhry H, Williams K, Christo PJ. Review of the Uses of Vagal Nerve Stimulation in Chronic Pain
Management. Curr Pain Headache Rep 2015 Dec;19(12):54. [doi: 10.1007/s11916-015-0528-6] [Medline: 26493698]

17. Zamunér AR, Barbic F, Dipaola F, Bulgheroni M, Diana A, Atzeni F, et a. Relationship between sympathetic activity and
pain intensity in fibromyalgia. Clin Exp Rheumatol 2015;33(1 Suppl 88):S53-S57. [Medline: 25786044]

18. Napadow V, Edwards RR, Cahalan CM, Mensing G, Greenbaum S, Valovska A, et al. Evoked pain analgesiain chronic
pelvic pain patients using respiratory-gated auricular vagal afferent nerve stimulation. Pain Med 2012 Jun;13(6):777-789
[FREE Full text] [doi: 10.1111/].1526-4637.2012.01385.X] [Medline: 22568773]

19. Rossini PM, Burke D, Chen R, Cohen LG, Daskalakis Z, Di IR, et a. Non-invasive electrical and magnetic stimulation of
the brain, spinal cord, roots and peripheral nerves: Basic principles and procedures for routine clinical and research
application. An updated report from an |.F.C.N. Committee. Clin Neurophysiol 2015 Jun;126(6):1071-1107 [FREE Full
text] [doi: 10.1016/j.clinph.2015.02.001] [Medline: 25797650]

20. LiS, Zha X, Rong P, McCabe MF, Zhao J, Ben H, et al. Transcutaneous auricular vagus nerve stimulation triggers melatonin
secretion and is antidepressive in Zucker diabetic fatty rats. PLoS One 2014;9(10):€111100 [FREE Full text] [doi:
10.1371/journal .pone.0111100] [Medline: 25347185]

http://www.researchprotocols.org/2018/2/e39/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e39 | p.118
(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v7i2e39_app1.pdf&filename=594dfc3b95af48d51be55d7434a31b55.pdf
https://jmir.org/api/download?alt_name=resprot_v7i2e39_app1.pdf&filename=594dfc3b95af48d51be55d7434a31b55.pdf
https://arthritis-research.biomedcentral.com/articles/10.1186/ar2094
http://dx.doi.org/10.1186/ar2094
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17254318&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12122929&dopt=Abstract
http://dx.doi.org/10.7556/jaoa.2013.034
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24005088&dopt=Abstract
https://dx.doi.org/10.1111/j.1742-1241.2007.01480.x
http://dx.doi.org/10.1111/j.1742-1241.2007.01480.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17655684&dopt=Abstract
http://dx.doi.org/10.1001/jama.2014.3266
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24737367&dopt=Abstract
http://europepmc.org/abstract/MED/24315147
http://dx.doi.org/10.1016/j.berh.2013.09.011
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24315147&dopt=Abstract
https://dx.doi.org/10.15585/mmwr.mm655051e1
http://dx.doi.org/10.15585/mmwr.mm655051e1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28033313&dopt=Abstract
http://europepmc.org/abstract/MED/23728665
http://dx.doi.org/10.1002/14651858.CD007070.pub2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23728665&dopt=Abstract
http://dx.doi.org/10.1002/art.10225
http://dx.doi.org/10.1002/art.10225
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12115241&dopt=Abstract
http://www.jneurosci.org/cgi/pmidlookup?view=long&pmid=17855614
http://dx.doi.org/10.1523/JNEUROSCI.2849-07.2007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17855614&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1404119&dopt=Abstract
http://europepmc.org/abstract/MED/25606591
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25606591&dopt=Abstract
http://dx.doi.org/10.1080/09638280500287320
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16492631&dopt=Abstract
http://dx.doi.org/10.1002/14651858.CD002918.pub3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23999944&dopt=Abstract
http://dx.doi.org/10.5923/j.cmd.20150502.01
http://dx.doi.org/10.1007/s11916-015-0528-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26493698&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25786044&dopt=Abstract
http://europepmc.org/abstract/MED/22568773
http://dx.doi.org/10.1111/j.1526-4637.2012.01385.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22568773&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S1388-2457(15)00071-1
https://linkinghub.elsevier.com/retrieve/pii/S1388-2457(15)00071-1
http://dx.doi.org/10.1016/j.clinph.2015.02.001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25797650&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0111100
http://dx.doi.org/10.1371/journal.pone.0111100
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25347185&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Gebre et a

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

Rong P, Liu A, Zhang J, Wang Y, Yang A, Li L, et al. An alternative therapy for drug-resistant epilepsy: transcutaneous
auricular vagus nerve stimulation. Chin Med J (Engl) 2014;127(2):300-304. [Medline: 24438620]

Fraser L, Woodbury A. Casereport: Percutaneous el ectrical neural field stimulation in two cases of sympathetically-mediated
pain. F1000Res 2017;6:920 [FREE Full text] [doi: 10.12688/f1000research.11494.1] [Medline: 29057068]

Lange G, Janal M, Maniker A, Fitzgibbons J, Fobler M, Cook D, et al. Safety and efficacy of vagus nerve stimulation in
fibromyalgia: a phase I/I1 proof of concept trial. Pain Med 2011 Sep;12(9):1406-1413 [FREE Full text] [doi:
10.1111/j.1526-4637.2011.01203.x] [Medline: 21812908]

Harris RE, Napadow V, Huggins JP, Pauer L, Kim J, Hampson J, et a. Pregabalin rectifies aberrant brain chemistry,
connectivity, and functional response in chronic pain patients. Anesthesiology 2013 Dec;119(6):1453-1464. [doi:
10.1097/AL N.0000000000000017] [Medline: 24343290]

Napadow V, LaCount L, Park K, As-Sanie S, Clauw DJ, HarrisRE. Intrinsic brain connectivity in fibromyalgiaisassociated
with chronic pain intensity. Arthritis Rheum 2010 Aug;62(8):2545-2555 [ FREE Full text] [doi: 10.1002/art.27497] [Medline:
20506181]

Ichesco E, Schmidt-Wilcke T, Bhavsar R, Clauw DJ, Peltier SJ, Kim J, et al. Altered resting state connectivity of theinsular
cortex in individuals with fibromyalgia. J Pain 2014 Aug;15(8):815-826.e1 [FREE Full text] [doi:
10.1016/j.jpain.2014.04.007] [Medline: 24815079]

Napadow V, Kim J, Clauw DJ, Harris RE. Decreased intrinsic brain connectivity is associated with reduced clinical pain
infibromyalgia. Arthritis Rheum 2012 Jul;64(7):2398-2403 [ FREE Full text] [doi: 10.1002/art.34412] [Medline: 22294427]
Wolfe F, Clauw DJ, Fitzcharles M, Goldenberg DL, Katz RS, Mease P, et al. The American College of Rheumatol ogy
preliminary diagnostic criteriafor fibromyalgiaand measurement of symptom severity. Arthritis Care Res (Hoboken) 2010
May;62(5):600-610. [doi: 10.1002/acr.20140] [Medline: 20461783]

Wolfe F. New American College of Rheumatology criteriafor fibromyalgia: atwenty-year journey. Arthritis Care Res
(Hoboken) 2010 May;62(5):583-584 [EREE Full text] [doi: 10.1002/acr.20156] [Medline: 20461781]

Grydeland H, Walhovd KB, Tamnes CK, Westlye LT, Fjell AM. Intracortical myelin links with performance variability
across the human lifespan: resultsfrom T1- and T2-weighted MRI myelin mapping and diffusion tensor imaging. JNeurosci
2013 Nov 20;33(47):18618-18630 [FREE Full text] [doi: 10.1523/INEUROSCI.2811-13.2013] [Medline: 24259583]
Glover GH, Li TQ, Ress D. Image-based method for retrospective correction of physiological motion effectsin fMRI:
RETROICOR. Magn Reson Med 2000 Jul;44(1):162-167 [FREE Full text] [Medline: 10893535]

Jenkinson M, Bannister P, Brady M, Smith S. Improved optimization for the robust and accurate linear registration and
motion correction of brain images. Neuroimage 2002 Oct;17(2):825-841. [Medline: 12377157]

Smith SM. Fast robust automated brain extraction. Hum Brain Mapp 2002 Nov;17(3):143-155. [doi: 10.1002/hbm.10062]
[Medline: 12391568]

Abbreviations

CAM: complementary and alternative medicine
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I CA: independent component analysis

IPL: inferior parietal lobule

MPFC: medial prefrontal cortex

MFS/NSS: Military Field Stimulator/Neuro-Stim System
PROMIS: Patient-Reported Outcomes Measurement Information System
PENFS: percutaneous electrical neural field stimulation
PENS: percutaneous electrical neural stimulation

PCC: posterior cingulate cortex
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VAMC: Veterans Affair Medical Center

VHA: Veterans Health Administration

VAS: Visual Analogue Scale

http://www.researchprotocols.org/2018/2/e39/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e39 | p.119

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24438620&dopt=Abstract
https://f1000research.com/articles/10.12688/f1000research.11494.1/doi
http://dx.doi.org/10.12688/f1000research.11494.1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29057068&dopt=Abstract
http://europepmc.org/abstract/MED/21812908
http://dx.doi.org/10.1111/j.1526-4637.2011.01203.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21812908&dopt=Abstract
http://dx.doi.org/10.1097/ALN.0000000000000017
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24343290&dopt=Abstract
http://dx.doi.org/10.1002/art.27497
http://dx.doi.org/10.1002/art.27497
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20506181&dopt=Abstract
http://europepmc.org/abstract/MED/24815079
http://dx.doi.org/10.1016/j.jpain.2014.04.007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24815079&dopt=Abstract
http://dx.doi.org/10.1002/art.34412
http://dx.doi.org/10.1002/art.34412
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22294427&dopt=Abstract
http://dx.doi.org/10.1002/acr.20140
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20461783&dopt=Abstract
http://dx.doi.org/10.1002/acr.20156
http://dx.doi.org/10.1002/acr.20156
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20461781&dopt=Abstract
http://www.jneurosci.org/cgi/pmidlookup?view=long&pmid=24259583
http://dx.doi.org/10.1523/JNEUROSCI.2811-13.2013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24259583&dopt=Abstract
http://onlinelibrary.wiley.com/resolve/openurl?genre=article&sid=nlm:pubmed&issn=0740-3194&date=2000&volume=44&issue=1&spage=162
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10893535&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12377157&dopt=Abstract
http://dx.doi.org/10.1002/hbm.10062
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12391568&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Gebre et a

Edited by G Eysenbach; submitted 17.08.17; peer-reviewed by MS Asghar; comments to author 17.11.17; revised version received
28.11.17; accepted 30.11.17; published 06.02.18.

Please cite as:

Gebre M, Woodbury A, Napadow V, Krishnamurthy V, Krishnamurthy LC, Shiecinski R, Crosson B

Functional Magnetic Resonance Imaging Evaluation of Auricular Percutaneous Electrical Neural Field Stimulation for Fibromyalgia:
Protocol for a Feasibility Study

JMIR Res Protoc 2018;7(2):€39

URL: http://www.researchprotocols.org/2018/2/e39/

doi:10.2196/resprot.8692

PMID: 29410385

©Melat Gebre, AnnaWoodbury, Vitaly Napadow, Venkatagiri Krishnamurthy, Lisa C. Krishnamurthy, Roman Sniecinski, Bruce
Crosson. Originaly published in IMIR Research Protocol s (http://www.researchprotocols.org), 06.02.2018. Thisisan open-access
article distributed under the terms of the Creative Commons Attribution License (https.//creativecommons.org/licenses/by/4.0/),
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work, first publishedin IMIR
Research Protocols, is properly cited. The complete bibliographic information, a link to the original publication on
http://www.researchprotocols.org, as well as this copyright and license information must be included.

http://www.researchprotocols.org/2018/2/e39/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e39 | p.120
(page number not for citation purposes)

RenderX


http://www.researchprotocols.org/2018/2/e39/
http://dx.doi.org/10.2196/resprot.8692
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29410385&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Song et a

Protocol

Enhancing Survivorship Care Planning for Patients With Localized
Prostate Cancer Using a Couple-Focused mHealth Symptom
Self-Management Program: Protocol for a Feasibility Study

Lixin Song™?, PhD; Kaitlyn L Dunlap®, BS, MRes; Xianming Tan?, PhD; Ronald C Chen? MD, MPH; Matthew E
Nielsen?, MS, MD; Rebecca L Rabenberg®, BSN; Josephine K Asafu-Adjei’, PhD; Bridget F Koontz*, MD, MPH:
Sarah A Birken®, PhD; Laurel L Northouse®, PhD; Deborah K Mayer?, PhD

1school of Nursing, University of North Carolina, Chapel Hill, NC, United States

2Lineberger Comprehensive Cancer Center, School of Medicine, University of North Carolina, Chapel Hill, NC, United States
3University of North Carolina, Chapel Hill, NC, United States

4school of Medicine, Duke University, Durham, NC, United States

Sschool of Nursing, University of Michigan, Ann Arbor, MI, United States

Corresponding Author:
Lixin Song, PhD

School of Nursing
University of North Carolina
Carrington Hall

Chapel Hill, NC, 27599
United States

Phone: 1 9199663612

Email: |song@unc.edu

Abstract

Background: This project explores anew model of care that enhances survivorship care planning and promotes health for men
with localized prostate cancer transitioning to posttreatment self-management. Survivorship care planning isimportant for patients
with prostate cancer because of its high incidence rate in the United States, the frequent occurrence of treatment-related side
effects, and reduced quality of life (QOL) for both men and their partners. A key component of comprehensive survivorship care
planning is survivorship care plans (SCPs), documents that summarize cancer diagnosis, treatment, and plans for follow-up care.
However, research concerning the effectiveness of SCPs on patient outcomes or health service use hasthusfar been inconclusive.
SCPsthat are tailored to individual patients' needs for information and care may improve effectiveness.

Objective: This study aims to examine the feasibility of an enhanced survivorship care plan (ESCP) that integrates a symptom
self-management mHealth program called Prostate Cancer Education and Resources for Couples (PERC) into the existing
standardized SCP. The specific aims are to (1) examine the feasibility of delivering ESCPs and (2) to estimate the magnitude of
benefit of ESCPs.

Methods: We will use atwo-group randomized controlled pretest-posttest design and collect data at baseline (T1) and 4 months
later (T2) among 50 patients completing initial treatment for localized prostate cancer and their partners. First, we will assessthe
feasibility of ESCP by recruitment, enrollment, and retention rates; program satisfaction with the ESCP; and perceived ease of
use of the ESCP. To achieve the secondary aim, we will compare the ESCP users with the standardized SCP users and assess
their primary outcomes of QOL (overall, physical, emotional, and social QOL); secondary outcomes (reduction in negative
appraisals and improvement in self-efficacy, social support, and health behaviors to manage symptoms); and number of visitsto
posttreatment care services between T1 and T2. We will assess the primary and secondary outcomes using measurements with
sound psychometrical properties. We will use a qualitative and quantitative mixed methods approach to achieve the research
aims.

Results: This project is ongoing and will be completed by the end of 2018.

Conclusions:  The results from this study will help design a definitive randomized trial to test the efficacy of the ESCPs, a
potentially scalable program, to enhance supportive care for prostate cancer patients and their families.
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Introduction

A key component of cancer survivorship care planning is
survivorship care plans (SCPs), documents intended in part to
improve survivors understanding of treatment-related
symptoms, and ultimately, to improve patient outcomes such
as quality of life (QOL) by summarizing cancer diagnosis,
treatment, and follow-up care [1-3]. SCP use is recommended
by several high-profile organizations such as the Commission
on Cancer and Institute of Medicine (IOM) [1-4]. To date,
research on SCPs has been largely empirical and inconclusive
regarding whether the use of standardized SCPsimproves patient
outcomes [5-8]. The limited research demonstrating SCP
efficacy may relate in part to the failure of standardized SCPs
to be tailored to patient-specific information and care needs
during care transition [9-11]. To enhance survivorship care
planning, SCPs, as part of routine care, may create a channel
for distributing interventions to patients to improve their
symptom self-management and other outcomes [12,13].

Gapsin Cancer Survivorship Care Planning

Survivorship care planning for patients with prostate cancer is
particularly important because of the high incidence rates of
prostate cancer among men in the United States [14], the
frequent occurrence of side effects due to treatments with
curativeintent [15-22] (eg, urinary, sexua, bowel, and hormonal
symptoms; emotional distress; pain; fatigue; and Sleep
disturbance), and reduced QOL caused by these symptoms.
Most patients are reluctant to talk with professionals or at
support groups about their prostate cancer and its impact on
their lives due to the sensitive nature of prostate cancer and its
symptoms [23]. For patients in an intimate relationship, the
effects of prostate cancer symptoms on their partners' QOL are
similar to or worse than the effects on their own QOL [24,25].
Management of these negative effects has been an unaddressed
supportive care need for survivors and their partners [26-28].
The IOM [3] and American Cancer Society (ACS) [29] cancer
careguidelinescall for programsthat address treatment-rel ated
effects, promote healthy behaviors, and maintain QOL for
patients and their families.

Using mHealth to Enhance Survivor ship CarePlanning

To address the unmet care needs of patients and their partners,
our interdisciplinary research team devel oped a couple-focused
tailored prostate cancer education mHealth program, Prostate
Cancer Education and Resourcesfor Couples (PERC) [30] based
on scientific evidence and input from three groups of
stakeholders: patients, partners, and cancer care providers. The
theory-driven PERC program aims to improve QOL for both
patients and partners through tailored content and a set of
featuresthat provide information and skills training, aswell as
increasetheir self-efficacy, social support, and health behaviors
for symptom management [30]. In the two pilot feasibility
studieswe conducted during PERC devel opment, prostate cancer
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patients and partners reported high satisfaction with PERC.
They reported that PERC was simple and easy to use and that
it provided quality information that improved their symptom
management and QOL. Our pilot participants also suggested
vigorously advertising PERC and “ having the program available
at physicians' offices’ so that “all prostate cancer patients and
their families can accessit.” [30].

To strengthen survivorship care planning for patients with
localized prostate cancer and respond to our pilot participants
suggestions, we proposed to use SCPs asavehiclefor consistent
and timely delivery of PERC and to enhance the standardized
SCPs (hereafter, ESCP: enhanced survivorship care plan). We
used the theoretical framework adapted from the Transactional
Model of Stress and Coping [31] and family systems theory
[32-34] to guide the development of the ESCP for prostate
cancer patients in an intimate relationship. In this framework,
personal, couple, and cancer-related factors are precursors
(antecedents) of patients and partners QOL (primary outcomes)
and aso have indirect effects on QOL through secondary
outcomes including appraisals of symptoms and coping
resources (self-efficacy in symptom management, socia support,
and healthy lifestyle behaviors). The framework shows that
patients and partners manage prostate cancer symptoms
interdependently (when one person functions poorly, the other
person is negatively affected [33,35]). This shapes their
appraisals, coping resources, and ultimately affects the QOL
outcome of each of the individuals.

Research Aims

In this proof-of-concept randomized controlled pilot trial, our
primary objective isto examine the feasibility of delivering an
ESCP (ie, standard SCP enhanced by the PERC program) to
patients and partners. Our secondary objective of this study is
to estimate the magnitude of potential benefit of the ESCPs.
Compared with patients and partners who received the
standardized SCP, we hypothesize that patients and partners
using the ESCP will report greater improvement, from baseline
(T1) to follow-up (T2), in QOL, self-efficacy in symptom
management, social support, health behaviors to manage
symptoms, and appraisals of prostate cancer symptoms. In
addition, we hypothesize that pati ents receiving the standardized
SCP and ESCP will differ in the number of visits to
posttreatment care services between T1 and T2.

Methods

Study Design

This study will test the feasibility of a two-group randomized
controlled pilot trial using prepost mixed-method design.
Patientsand their partnerswill be randomly assigned to the SCP
(control) or the ESCP (intervention) groups. Couples will
complete study measures at T1 (before randomization) and T2
(4 months later).
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Study Participants and Setting

A total of 50 men who have recently completed initial treatment
for localized prostate cancer and their partners will participate
in this feasibility and proof-of-concept study. The eligible
patients must (1) be within 16 weeks of completing their initial
treatment with curative intent for localized prostate cancer (ie,
prostatectomy or radiotherapy with or without hormonal
treatment) [36] at the genitourinary and radiation oncology
clinicsof the two comprehensive cancer centersin the southeast
of United States; (2) not be receiving treatment currently or
within the past year for another cancer; and (3) have a partner
who is 18 years of age or older, not receiving cancer treatment
currently or within the past year, and willing to participate.

Patients and their partners will be removed from this study if
she or he is diagnosed with a new type of cancer, starts a new
treatment for another cancer during the study period, or decides
to withdraw from the study voluntarily. Patients and their
partners will be excluded from the study if either partner does
not read and speak English as evidenced by their understanding
and responses to screening questions and self-reported ability
to read English or has cognitive impairment (assessed by the
short portable mental status questionnaire).

Study Procedure

The research staff will use convenience sampling to recruit
patients and partners from the genitourinary and radiation
oncology clinics of two large comprehensive cancer centersin
the southeast United States, where at least 400 men with
localized prostate cancer receive treatment annually, and about
25% are African Americans, ensuring successful recruitment
for this study. Wewill recruit couples based on procedures used
successfully in the past by other researchers [37] and in our
pilot study [30]. After Institutional Review Board approval, the
project coordinator will identify potentially eligible patients
using patient scheduling systems. The project coordinator then
will see patients who meet the inclusion criteria before their
SCP follow-up visit. The coordinator will provide study
information, screen the patient and his partner for their eigibility
and willingness to participate, obtain informed consent, and
collect baseline data via telephone survey. For patients whose
partnersare not present at the clinic, the project coordinator will
screen and consent the patients and partners and answer their
guestions via telephone after eligible patients give permission
to contact their partners.

Randomization

After the T1 survey completion, couples will be randomized to
the standardized SCP or the ESCP groups using a 1.1 ratio; 25
couples in each group (N=50 couples). The study statistician
will generate, using an SAS program (SAS Ingtitute Inc., Cary,
NC, USA), astratified permuted block randomization plan with
varying block sizes. The randomization will be stratified by type
of treatment (surgery, radiation, radiation plus hormonal therapy)
because we bdlieve that treatment type correl ates with symptoms
and QOL [38]. The health educator will administer this
allocation sequence and send couples a letter and message via
mail, email, and phone explaining their group assignment and
study activities. After randomization, all participantswill receive
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the standardized SCPs plus the Web link to our study website
that isinserted at the end of the SCP using Smart Phrasein the
electronic medical record Epic system. Following SCP delivery
by clinicians, theinterventionist will assign all participantstheir
usernames and passwords and invite them to log into the study
website embedded in the SCP via email, telephone, or mail.
Other team memberswill be blinded to the treatment all ocation
until the end of the study, whereas the interventionist who knows
the treatment allocation will not conduct surveys or interviews.

Control Condition

After logging into the study website that is embedded in the
SCPs, control participants will be directed to the National
Cancer Institute (NCI) prostate cancer website. A range of
sources including NCI and ACS are routinely available in
standardized SCPsto all patients. We utilize the auto-direction
to the NCI website as an attention control to improve blindness
during the randomization process. Furthermore, weinclude the
NCI website to ensure that participants in the control group
have structured accessto evidence-based and guideline-adherent
information and equival ence between control and experimental
groups.

The use of SCPsis part of routine care at the genitourinary and
radiation oncology clinics. After completing initial treatment
for prostate cancer, patients’ clinicians will complete and print
a standardized SCP adapted from the American Society of
Clinical Oncology template, review it with the patient (and their
families) in a private room behind a closed door or via
telephone, and provide him with a copy. The SCP will also be
sent to the patient’s primary care provider. The standardized
SCP's section about possible late- and long-term treatment
effects provides a generic summary of the side effects of the
patient’s treatment; options for managing the side effects; and
recommendationsfor diet, physical activities, smoking cessation,
and stress. All of thisinformation is brief and is nonspecific to
individual patients. There is no content about caregiver and
caregiving issues during posttreatment survivorship in the
standardized SCP.

I ntervention

Participants randomized to the intervention group will receive
the same SCP but will be directed to the PERC intervention
website after logging into our study website instead of the
control group’s NCI website. PERC includes 12 modul es about
how couples can work effectively as a team, assess and better
manage prostate cancer treatment-related side effects and
symptoms (including urinary and bowel problems, sexual
dysfunction, hormonal symptoms, pain, fatigue, Seep
disturbance, and stress), and improve healthy behaviors. PERC
also facilitates social support for the patient and his partner via
postmodule assignments, a moderated online forum, meetings
with a health educator, and a resource center that connects
participants and their partners to tools for symptom tracking
and monitoring, as well as local and national support groups
and resources. Participants in the intervention group will have
15 weeks to complete the PERC intervention.
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Measurement and Data Collection

Table 1. Summary of measures at baseline (T1) and 4 months post baseline (T2).

Song et a

To achieve our primary objective of testing the feasibility of
the ESCP, we will collect both quantitative and qualitative data.

Variables and Measurement® Data source® Group T1 T2 Cronbach alpha PERC program®
Aim 1: Feasibility of the ESCP
Screening, enrollment, and retention rates: re-  AD Bothd Yes Yes N/AE N/A
search activity logs; field notes
Self-reported program use PT, SP Both Yes N/A N/A
Web activity: use NCI versus PERC or not, Tracking Both Yes Yes N/A Built in tracking
number of logins system
Program satisfaction and perceived ease of use:  PT, SP Both Yes Yes N/A N/A
Usability Scale[39,40]
Participants’ experiences:. exit interview PT, SP, AD Both No Yes N/A N/A
Aim 2: Magnitude of benefits of the ESCPs
(compared with couples using SCPs)
Primary outcomes
Quality of life (overall, physical, emotional, PT, SP Both Yes Yes .90 [25,42] Allf
and socia well-being): functional assess-
ment of chronicillnesstherapy general scale
(27-item) [41,42]
Number of visitsto post treatment careser- EHR, PT Both No Yes N/A All
vices: medical records
Secondary outcomes
Appraisal of PCasymptoms: 4-item bother SP Both Yes Yes .74-.9[24,25] All
guestionnaire [24,25]
Self-efficacy in symptom management: 9-  PT, SP Both Yes Yes .91-.96 [24] All
item cancer self-efficacy scale [43]
Saocial support: PROMISSFV2.0informa- PT, SP Both Yes Yes .74-.86 [44] PA; CR
tional, instrumental, and emotional support
scales [44]
Health behaviors: physical activity and nu-  PT, SP Both Yes No .75-.92 [47,48] HB; CR
trition in health promoting lifestyle profile
1. [45-48]
Antecedents (control variables): participant
characteristics
Demographic characteristics: age, race/eth- PT, SP Both Yes No N/A N/A
nicity , income, education, and etc
Type of PCatreatment: SCP record PT Both Yes No N/A N/A
Comorbidities: 13-item Charlson comorbid-  PT, SP Both Yes Yes .73-.88 [50] N/A
ity index—brief [49,50]
General symptoms: 21-item Risk of Distress  PT, SP Both Yes Yes .76-.84 [51] GS
General Symptom Scale [51]
PCa symptoms: expanded prostate cancer  PT Both Yes Yes .74-.90 [53] PCa

index composite 26 [24,52]

3ESCP: enhanced survivorship careplan; NCI: National Cancer Institute; PERC: prostate cancer education and resources for couples; SCP: survivorship
care plan; PCa: prostate cancer related symptoms; PROMIS: Patient Reported Outcome Measures.

BAD: administrative data.and field notes; PT: patient; SP: spouse/partner; EHR: electronic health record

®The elementsin PERC that will impact the outcomes. PA: postsession assignment; CR: online chat room; HB: healthy behaviors (healthy eating and

physical activity); GS: general symptoms of pain, fatigue, sleep disturbance, emotional distress.

dBoth: participants in SCP only and ESCP groups.
EN/A: not applicable.
fAll: all elementsin PERC (mentioned above).
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For quantitative data, we will obtain participants' program
satisfaction and perceived ease of use using the usability scale
[39,40] and automatically recorded Web activities of the study
website (access to the NCI or use of PERC). Table 1 displays
the variables, measurements, and data collection information
for the study.

To collect qualitative data, we will review research activity logs,
field notes, participant screening data, and participant
self-reported program use, as well as conduct a qualitative
postintervention exit interview after study completion. In
preparation for the postintervention exit interview, we will ask
all participants at the T2 survey whether they arewilling to talk
viatelephone about their experiences of using SCPs or ESCPs.
Research staff will select 20 patient-partner dyadsfor interviews
using purposeful sampling to ensure inclusion of at least one
patient from each of the following groups: having/not having
Internet access, having an education level of less than high
school versus higher than high schooal, living in rural versus
urban residential locations, and being African American versus
white. We anticipate that these characteristicsinfluence people’'s
perceptions and use of SCPs or ESCPs. Guided by a set of
open-ended questions and probes, patients and partners will be
interviewed together (with the telephone speaker on) and then
separately (when theintervieweeisa one and feelscomfortable
to speak freely) to learn about their shared and discrepant
perceptions about the SCP or ESCP use. All interviews,
conducted in a closed room, will be audio-recorded and
transcribed for qualitative analysis. Research staff will also
collect data about the number of visitsto the genitourinary and
radiation oncology clinics, patients' primary care provider, and
other providers including emergency room visits and
hospitalizations.

For our secondary objective, we will evaluate participant
outcomesat T1 and T2 to test the potential magnitude of benefits
of the ESCP. We will obtain participant responses to structured
guestionnaires viatelephone at T1 and T2. These Likert scales
have been devel oped by research experts and tested for validity
and reliability in previous projects [24,25,41-48]. They aso
demonstrated good psychometric propertiesin our prior studies
(see Table 1 for measurements and their psychometric
properties). Research staff (excluding the interventionist who
knows the treatment allocation) will complete the telephone
surveys where patients and their partners will be interviewed
separately. Finally, we will also collect patient participant
medical record data on the number of postprostate cancer
treatment visits to oncologic services, their primary care
providers, and other providers (including emergency room visits
and hospitalizations).

Sample Size

There will be 25 couples each in the SCP and ESCP groups.
Conservatively, we assume that we will have complete data on
23 couples per group, which is equivalent to assuming an
attrition rate of 8%. Our attrition rate is based on a previous
pilot study testing the feasibility of PERC in a population of
patientswith newly diagnosed prostate cancer and their partners
recruited from the UNC Medical Center Genitourinary clinic.
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Unless otherwise specified, al tests will be one-sided at a .05
significance level.

Statistical Analyses

Primary Objectives

For our primary objective, we base our calculations on the
percentage of reviewed PERC sessions that are consistent with
the symptoms patients reported, where we consider the study
feasible if 80% of the reviewed PERC sessions are consistent.
On the basis of our assumed sample size, we can estimate the
percentage of reviewed PERC sessions that are consistent with
reported symptoms with a margin of error of 16% with 95%
Cl. Wewill first use aquantitative and qualitative mixed method
to analyze the data[54]. Wewill examine research activity logs
and field notes to compute secondary feasibility measures,
including enrollment, recruitment, and retention rates that will
be reported by the group and by time point, along with 95% ClI.
Descriptive statistics (including percentages or means, standard
deviations) and their corresponding 95% Cls will also be
computed for participant characteristics, self-reported use of
programs, and the usability scale for couplesin both groups.

Interview datawill be coded in atlas.ti (ATLAS.ti for Windows.
Berlin: Scientific Software Development). Version 7.5.16,
1993-2019) by theinvestigators and the research assistantsusing
template analysis [55]. Template analysis combines content
analysis with grounded theory, applying a priori codes and
allowing additional themesto emerge as analysis proceeds[55].
Members of the research team will have discussionsto reconcile
coding discrepancies. The responseswill be analyzed based on
participants' experiences using SCP versus ESCP, to help
identify the barriers and facilitatorsthat are unique to the ESCP
users. These findings will help improve the use of SCPs and
ESCPs.

Secondary Objectives

Descriptive statisticswill be cal culated for secondary outcomes:
QOL; appraisal of prostate cancer symptoms; self-efficacy in
symptom management, social support, and health behaviors;
number of patient visits to posttreatment care services; and
Charlson comorbidity index, expanded prostate cancer index
composite (EPIC), and General Symptom Subscale scores in
the Risk of Distress Scale, for participantsand partners, by time
point and by group. All analyses will be conducted using an
intention-to-treat approach, in which al randomized participants
will be analyzed according to their assigned group, regardless
of the extent of intervention received. We will use a stratified
two-samplet test with an effect size measured by Cohen d [56]
to estimate power in testing our hypotheses of greater
improvement in QOL, appraisal of prostate cancer symptoms,
self-efficacy in symptom management, social support, and health
behaviors from T1 to T2. We will conduct complete case
analysis. After accounting for about 8% attrition, an effective
sample size of 23 couples per group yields 80% power to detect
a moderate/large effect size of 0.74. In testing our hypothesis
that SCP and ESCP patients differ in the number of visits to
posttreatment care services at T2, we estimate power using a
Poisson regression model. Assuming SCP patients have 6
posttreatment care visits on average at T2, a sample size of 23
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patients per group yields 85% power to detect an increase or
decrease of 33.3% in the average number of posttreatment care
visits for patients in the ESCP group (ie, 4 or 8 posttreatment
carevisitsat T2).

To assessthe effect of group on the outcome measuresfor QOL,
self-efficacy in symptom management, social support, and health
behaviors, while accounting for the fact that couples have
correlated measurements, we will fit a linear mixed model to
the change score (ie, change from T1 to T2) for each outcome
measure, where we will include the following as fixed effects:
group membership (SCP, ESCP), couple member (patient,
partner), type of prostate cancer treatment, the outcome’s
measure at T1, age, income, the Charlson comorbidity index
score, and the differences in the Charlson index, EPIC, and
general symptom scale scores between T1 and T2. To account
for the correlation between each patient and partner in each
couple, we will also include couple membership as a random
effect. For appraisal of symptoms, which was only measured
in partners, we will fit an analysis of covariance model to its
change score, including the same fixed effects as those used for
QOL, sdf-efficacy in symptom management, social support,
and health behaviors. We will fit a Poisson regression model
to the number of patient visitsto posttreatment care services at
T2, where we will include group membership as a predictor
while controlling for the following effects: treatment type, age,
income, the Charlson comorbidity index, EPIC, and general
symptom scale score at T2.

Asthisis an exploratory proof-of-concept study, rather than a
confirmatory study, we will not adjust for multiplicity when
computing the Cls for these feasibility measures or conduct
comparisons. Unless otherwise specified, all tests will be
one-sided at a .05 significance level. All analyses will be
conducted using SAS 9.4 (SASIngtitute Inc., Cary, NC, USA).

Results

This project will run for 2 years and will be completed by the
end of 2018. We have obtained approval from the Institutional
Review Board at the two comprehensive cancer centers in the
southeast United States. We have hired and trained research
staff, including the project coordinator and the interventionist;
set up the database using RedCap (Research Electronic Data
Caputure, 2009); devel oped and refined protocol sfor all research
activities; and updated the PERC website content and
functionality.

We have also met with the clinica champions at the
genitourinary clinics at both ingtitutions and refined the
recruitment and SCP implementation process. One of the
genitourinary clinics is encountering a major nursing staff
turnover, causing omission of SCP implementation to most
patients at the clinic. Although the clinic is hiring new nursing
staff, an oncology nurse practitioner student who isalso anurse
navigator at the cancer hospital will work closely with the nurse
practitioners, physician assistant, and physiciansto help generate
and deliver the SCPs with the embedded study website to
eligible patients.
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We started recruitment at the end of June 2017. As of the end
of September 2017, we have consented 22 patient-partner dyads
and completed the baseline survey among 16 couples. These
couples have been randomly assigned to either the standardized
SCP (with the NCI prostate cancer website) or the ESCP group
and received the standardized SCPs. After receiving the SCPs,
these couples will start their online programs. We will monitor
and facilitate PERC intervention use and recruit participants
for the next 6 months or until we successfully enroll 50 eligible
patient-partner couples.

Discussion

Principal Findings

To our knowledge, thisis the first study to integrate a tailored
mHealth symptom self-management program with the SCP via
EHR to enhance survivorship care planning and patient and
family self-management. This study examines a new model of
care that addresses the discord between the mandates and
recommendations for survivorship care planning and scientific
evidence of SCP effectiveness during care transition from end
of treatment to self-management at home. We use SCPs as a
vehicle to deliver mHealth programs (such as PERC) that
provide a one-stop, comprehensive information and skills
training mHealth intervention, aswell asaplaceto receive socid
support from multiple sources (dyadic, peer, and professional)
to help patients and their partners manage prostate cancer,
general symptoms, and promote health behaviors. Patients and
partners can conveniently access the ESCP and the mHealth
program based on their preferences and needs, regardless of
timeand location. Thisstudy isresponsive to national priorities
aimed to strengthen survivorship care planning, including calls
from the IOM, ACS, and Cancer Moonshot for programs that
address treatment-rel ated effects and help cancer survivorsand
their families to maintain QOL.

This study also addressesthe great unmet supportive care needs
for managing effects of cancer and itstreatment for patientsand
families [26-29]. The substantial travel, time, and expense
required to participate in in-person, multi-session,
couple-focused supportive care programs limit the accessibility
of these programs for patients and partners. Scalable
interventions are needed to address the gap in survivorship care
planning. The use of SCPs, which is increasingly required
components of survivorship care planning, to deliver thetailored
mHealth PERC program may facilitate referral and uptake of
evidence-based mHealth programs that can reach a larger
number of patients and partners at alow cost.

The innovative program has the potential to be used across
diversetypes of settingsto address an important and frequently
occurring public health problem in the US health care system
asmore than 220,000 men each year get diagnosed with prostate
cancer. After treatment, many prostate cancer survivors
experience significant physical, functional, and emotional
disturbances. A scalable low-cost intervention that is widely
available through routine care, EHR, and the Web, such as the
ESCP, adds a significant improvement over the currently
existing options.
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Finally, this study innovatively involves family caregivers in
posttreatment oncologic care. Family caregivers, especially
partners, are often negatively affected by cancer diagnosis and
treatment and sometimes have worse QOL than patients with
prostate cancer [25]. Partners are amajor source of support and
part of the care unit [57,58]. Patients and partners often have
different perceptions about prostate cancer-related issues and
difficulty discussing them [59,60]. Couples lack access to
survivorship care programs because of suboptimal servicesand
referrals[61], and the small number of programs available [28]
(especially thosethat are couple-focused [62-68]). In this studly,
integration of a couple-focused tailored mHealth intervention
into standard SCPs is an innovative approach to deliver
survivorship care information to both cancer patients and their
family caregivers, and to provide family- and patient-centered
care.

Limitations

Thefollowing limitations of this study warrant discussion. First,
this study is conducted in two comprehensive cancer centers,
and thus, findings may have limited generalizability to settings
that do not haverich resources and support (such ascommunity
cancer centers). Recognizing this inherent limitation of
pilot/feasibility studies at this stage, this formative work will
inform our planned study in abroader range of clinical settings
to test the efficacy of the ESCP in the near future. Anecdotally
smaller cancer centers and hospitals often devote specific
personnel for SCP implementation to be compliant with the
mandate of Commission on Cancer, which would facilitate the
ESCP delivery. The additional mHealth programs such asPERC
may also have more significant effects for patients receiving
care at local community hospitals and cancer centers that lack
personnel and resources for posttreatment care and educational
resources for patients and their families.

Second, some patients and their partners may not have access
to the Internet and/or acomputer. Wewill provide cellular-ready
touchscreen tablets with a 1-year 3G data plan to these couples
to ensure equal access to the mHealth program.

Next, some patients and their partners may have low
computer/Internet literacy, which may reduce their enthusiasm
in participating in this study. To address this concern, our
research staff will bring an iPad when recruiting potential
participants at the clinics and show them that we designed our
study website so that it requires minimum skills to navigate.
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Participantsin our pilot studiesrated our program asvery simple
and intuitive to use. We have devel oped step-by-step instructions
on how to usethe I nternet and the study website and will provide
participants these instructions by mail, email, or phone. We
have also posted an instructional video on the homepage. We
will provide technical support to help troubleshoot operational
problems, although, in the previoustesting, no pilot participants
used the support.

Because PERC is a couple'sintervention that is tailored to the
needs of intimate couples, wewill exclude nonpartnered patients
becausethey face different challengesthan patientswith partners
[69]. Finally, at thistime, our intervention is only available to
English-speaking patients and their partners.

Comparison With Prior Work

Compared with the standardized SCPs, ESCPswill take patients
and partners’ specific needsinto consideration and provide more
detailed content that is tailored to their preferences.
Implementing ESCPs will change the status quo of patients
receiving relatively generic SCPs. Compared with the
standardized SCPs with generic information, the ESCP will
provide an empowering mHealth program (PERC) that allows
patients and partners to assess their own symptoms and care
needs, as well as provide resources to address their needs as
they transition to posttreatment self-care at home. Compared
with traditional face-to-face or telephone consultations that
provide posttreatment care and education, the ESCP in this
study will empower patients and their families to self-manage
their symptomsand promote healthy behaviors, and thus, enable
health care providersto focustheir limited resources on patients
who experience the most severe issues and symptoms.
Survivorship care plans enhanced by a mHealth or Web-based
program can aso help consistently deliver posttreatment
supportive care servicesto alarger number of patients and their
families, at alow cost.

Conclusions

The study will explore a new model of care that enhances
survivorship care planning. Innovative integration of PERC
with SCPs (ESCPs) will provide atool that helps patients and
partnersto tailor their posttreatment symptom self-management
programs based on their needs and preferences. Findings from
this study will help design adefinitive randomized clinical trial
to test the efficacy of ESCP, a potentially scalable program.
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Abstract

Background: Indigenous adolescents are at a higher risk of experiencing harms related to substance use compared with their
non-Indigenous counterparts as a consequence of earlier onset and higher rates of substance use. Early onset of substance use
has been identified as arisk factor for future substance use problems and other health, social, and family outcomes. Therefore,
prevention of substance use among adol escents has been identified as akey areato improve health of Indigenous Peoples. Evidence
exists for the effectiveness of prevention approaches for adolescents in mainstream populations and, most recently, for the use
of computer- and Internet-delivered interventions to overcome barriersto implementation. However, thereis currently no conclusive
evidence about the effectiveness of these approaches for Indigenous adolescents.

Objective: The purpose of this review isto synthesize the international evidence regarding the effectiveness of substance use
prevention programs for Indigenous adolescents in the United States, Canada, Australia, and New Zealand.

Methods: A total of 8 peer-reviewed databases and 20 gray literature databases will be searched, using search termsin linewith
the aims of this review and based on previous relevant reviews of substance use prevention. Studies will be included if they
evaluate a substance use prevention program with Indigenous adol escents (aged 10 to 19 years) as the primary participant group
and are published between January 1, 1990 and August 31, 2017.

Results: A narrative synthesis will be provided about the effectiveness of the programs, the type of program (whether
culture-based, adapted, or unadapted), delivery of the program (computer- and Internet-delivered or traditional), and the setting
in which the programs are delivered (community, school, family, clinical, or a combination).

Conclusions: Thestudy will identify core elements of effective substance use prevention programs among I ndigenous adol escents
and apprai se the methodol ogical quality of the studies. Thisreview will provide researchers, policy makers, and program devel opers
with evidence about the potential use of prevention approaches for Indigenous adol escents.

(JMIR Res Protoc 2018;7(2):€38) doi:10.2196/resprot.9012
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prevention; Indigenous popul ation; minority groups; Indians; North American; AlaskaNatives; Aborigines; Australian; adol escent
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Introduction

Substance Use Among | ndigenous Adolescents

Indigenous people have the oldest continuing cultures in the
world [1,2]. A common experience among Indigenous people
isthe lasting impact of colonization, which continuesto impact
the health and well-being of many Indigenous people today
[34]. Combined with lower outcomes in many socid
determinants of health such as education, poorer accessto health
services, ongoing racism, and housing and employment
opportunities, one of the most visible conseguences is the
increased susceptibility to substance use and related harms
experienced by Indigenous adolescents aged 10 to 19 years.
Thisisevident in the lower age of initiation and higher rates of
use; For instance, in Australia, substance use initiation among
Aboriginal and Torres Strait |slander adolescentsis reported to
be 2 to 6 years earlier than the national average [5], with some
adolescents trying tobacco and petrol sniffing as young as 8 to
10 years old [6,7]. Additionally, Aboriginal and Torres Strait
Islander adolescents are 3 times more likely to report injecting
drugs [8]. American Indian and Alaskan Native adolescents,
aged 14 to 15 years, are 5 times more likely to report cannabis
use and more than twice as likely to report excess alcohol use,
compared with their non-Indigenous counterparts [9]. A total
21% of American Indian adolescents living on reserves have
tried cannabis in their lifetime, compared with 5% of
non-Indigenous adolescents [10]. In Canada, Indigenous
adolescents aged 12 to 18 years have been estimated to be twice
as likely to report being a current smoker, compared with the
non-Indigenous population [11]. Early onset of substance use
among Indigenous adolescents has been identified as a risk
factor for problematic substance use later in life, aswell asother
adverse health, social, and family outcomes[12-18]. Prevention
of adolescent substance use has therefore been identified as a
key strategy to improve Indigenous health [3,19].

Potential of Web-Based Substance Use Prevention
Programs

A number of prevention strategies have been developed and
evaluated with the aim of delaying and reducing adolescent
substance use and preventing associated harms. For mainstream
populations, school -based prevention programs have been found
to be highly effective in reducing the onset and escalation of
substance use [20-22]. Community-based and family-based
approaches show considerable promise of effectiveness[23,24],
whereas mass media campaigns are deemed not effective in
improving drug-related knowledge or reducing substance use
[24]. Despite the availability of effective prevention strategies,
these programs are not widely implemented, with time and lack
of resources commonly cited as barriers to implementation
[24,25]. To address these barriers, a number of programs
facilitated by computers (including other electronic devices
such as tablets or mobile phones) or the Internet have been
developed, with promising results in mainstream populations
[26-30]. Champion et a [31] systematically reviewed 9
randomized controlled trials (RCTs) of computer- and
Internet-delivered prevention programs, of which 6 achieved
significant benefitsfor drug and alcohol outcomes. Advantages
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of computer- and I nternet-delivered prevention programsinclude
reduced implementation costs, higher degrees of implementation
fidelity, and less need for personnel to deliver the program
[30,31]. Computer- and Internet-delivered prevention programs
may be particularly beneficial for disenfranchised populations,
such as Indigenous adolescents, because these programs can
overcomeissueswith access, provide engagement opportunities,
and have been found to be culturally compatiblefor Indigenous
adolescents [32-35]. Moreover, recent research has shown that
Internet and technology use is higher or just as high among
Indigenous people, compared with non-1ndigenous people, and
that Indigenous adolescents feel comfortable using technology
and expressing themselves on the Internet [35,36].

Need for Evidence-Based Prevention for I ndigenous
Adolescents

Although there is evidence to support computer- and
Internet-delivered substance use prevention approaches in
mainstream populations, the effectiveness of these programs
cannot be assumed for Indigenous populations. Indigenous
populations may require a cross-cultura translation of these
approaches, mapped against situational contexts including
different communication styles, languages, and different
understandings of health and identity [37-39]. Thismay involve
adaptation of an existing mainstream program to align with
cultural identity and practices (culturally adapted programs), or
development of programs specifically for the local Indigenous
cultural context (culture-based programs) [40]. Although it is
generally accepted that prevention programs should have agood
cultural fit with the local cultura context, no studies have
systematically assessed whether culture-based, culturaly
adapted, or culturally unadapted programs are most effective.
Furthermore, no conclusive evidence currently exists for the
effectiveness of substance use prevention approaches for
Indigenous adolescents, including evidence about the most
effective type, setting, or delivery method. A recent Australian
systematic review of substance use prevention for Aboriginal
and Torres Strait |lander youth found limited evidence for the
effectiveness of the 8 reviewed programs, primarily dueto poor
evaluation designs [41]. Other previous reviews have not been
able to provide a comprehensive synthesis of international
evidence regarding effective prevention approaches for
Indigenous populations, because they have focused on one
substance [42,43], one program setting [44,45], or were
primarily focused on one country [43-46]. This systematic
review will addressthis gap by reviewing the evidenceregarding
the effectiveness of prevention programsin reducing substance
use and related outcomes for Indigenous adolescents in the
United States, Canada, Australia, and New Zealand. Thesefour
countries were chosen because Indigenous people have a
comparable history of colonization and dispossession by English
settlers, resulting in predominantly English-speaking culturein
which Indigenous people areaminority. In all the four countries,
there is an unequal distribution between Indigenous and
non-Indigenous peoplein terms of the distribution of economic,
social, and health care resources. |ndigenous people are more
likely to live under the poverty line and are over-represented in
measures of low socioeconomic position [3]. Consequently,
Indigenous people in these four countries experience poorer
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health and socia outcomes compared with their non-1ndigenous
counterparts [3,4,47]. Although there are differences between
Indigenous Peoples’ culture between these countries and within
these countries, similarities exist including an ongoing
occupation of the ancestral lands;, common ancestry of the
occupied land; and cultural normsand values such asancestors,
connection to ancestors, country, family and community, the
concept of health as being holistic, and spirituality [1].

Aimsof Literature Review

For Indigenous adolescents, this review will investigate the
following: (1) the effectiveness of culturally adapted substance
use prevention programs compared with culture-based or
culturally unadapted programs in reducing substance use and
related outcomes; (2) the effectiveness of prevention programs
delivered inaschool setting, compared with community, family,
clinical, or multisetting (ie, school, community and/or family)
in reducing substance use and related outcomes,; (3) the
effectiveness of computer- and Internet-delivered programs,
compared with traditional delivery; (4) the elements of effective
substance use prevention programs; and (5) the methodol ogical
quality of evaluations of substance use prevention programs.

Methods

Protocol Registration

The protocol for this systematic review has been registered in
the PROSPERQO registry of the University of York (registration
number: CRD42017081885) and has followed the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses
Protocol (PRISMA-P) guidelines; see Multimedia Appendix 1
[48].

Search Strategy

Peer-reviewed and gray literature databases will be searched.
Searches in the following 8 electronic databases of
peer-reviewed journals will be conducted: DRUG, Cochrane,
Embase, PsycINFO, Medline, ProQuest, Informit, and CINAHL.
Searches of the gray literature will be conducted in the 20
databases listed in Textbox 1. These databases were based on
searches conducted in previous literature reviews on topics
related to the health of Indigenous Peoples [49,50] and
recommendations from experts and University libraries in
Australia and the United States. The reference lists of selected
studies will be assessed for further relevant publications. The
researcherswill aso solicit publicationsfrom researchersin the
field.

Search terms are based on previous systematic literature reviews
about Indigenous substance use programs[40,46], and computer-
and Internet-delivered substance use prevention [21,31]. For
the peer-reviewed databases, the search strategy will consist of
combinations of keywords related to the participants
(“Aborigina,” “Torres Strait Islander,”  “Indigenous,”
“Australia” “New Zedland,” “Canada” “United States of
America,” “Maori,” “First Nation,” “Inuit,” “American Indians,”
“Alaskan Indians’ OR “Alaska Native” and “youth,” “young,”
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“adolescen*” OR “teen”), type of intervention (“evaluat*,”
“effect*,” “efficacy,” “review,” OR “triad” and “prevention,”
“intervention” “program” “educat*”), and substance-related
outcomes (“substance,” “drug,” “alcohol,” “tobacco,” “petrol,”
“cannabis,” “kava,” “methamphetamine,” “MDMA," “inhalant,”
“marijuana,” “amphetamine,” “psycho stimulant,” “smok*,”
“illicit drug” OR “volatile drug”). Textbox 2 outlines the
detailed proposed search strategy to be used in Medline. For
the gray literature databases, the search strategy will consist of
combinations of keywords and/or topic headings related to the
participants and the substance-related outcomes.

FLITS now

Eligibility Criteria

Studies will be included if they are published in English
language and eval uate a substance use prevention program with
Indigenous adolescents from the United States, Canada,
Australia, and New Zealand as the primary participant group.
Studies will beincluded if they are published between January
1, 1990 and August 31, 2017. This will capture studies
conducted in the early days of substance prevention as well as
the most recent studies. Studies will be included in the review
provided the participants are I ndigenous adol escents, or amixed
sample of adolescents and adults, but with adolescents as the
primary target group of the program. The World Health
Organization defines adol escents as people aged 10 to 19 years
[12,51]. Tobe€eligible, at least 50% of the sample must identify
as Indigenous or the study must report a separate analysis for
Indigenous participants.

Studieswill beincluded if they evaluated a prevention program.
The search will not be limited to randomized controlled trials
(RCTs), as previous reviews in Indigenous substance use
evaluations have recorded a lack of RCTs being conducted
within this population [52]. Evaluation is therefore defined as
either comparing an experimental group with a control group
(eg, no intervention, education as usual, or an aternate
intervention) and/or comparing change in outcomes across two
or more time points. Following a previous review in substance
use prevention among | ndigenous adol escents[46], studieswill
beincluded if the evaluated prevention program has one or more
of the following aims: (1) reduce substance use; (2) increase
knowledge of substances and their effects; (3) change attitudes
toward substances; (4) increase substance use resistance skills;
(5) delay substance use initiation; and/or (6) reduce intention
to use substances. Thisreview will include both computer- and
Internet-delivered and traditional (face-to-face) prevention
programs. It will include universal (everyonein the population),
selective (members who are at risk of alcohol and other drug
use), and indicated (individuals experiencing early signs of
alcohol and other drug use) prevention programs.

Study Record M anagement

All publications identified in the search of peer-reviewed
databases and rel evant publications from the gray literature will
be exported into a bibliographic software Endnote (Clarivate
Analytics, Philadelphia, PA, USA), including the citation and
abstract. Duplicate publications will be removed.
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Textbox 1. Gray literature databases included in search strategy (n=20).
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United States

o  American Indian Health

« Arctic Health

«  One Sky Center

o Turtlelsland Native Network

. SAMHSA's Nationa Registry of Evidence-based Programs and Practices

Canada

« National Collaborating Centre for Aboriginal Health
« National Aboriginal Health Organization

« Indigenous Studies Portal

Australia

«  TheAustraian Indigenous Health InfoNet
«  Closing the Gap Clearinghouse

« Anaysisand Policy Observatory

New Zealand
o  Maori Health

International

«  Globa Heath

«  Prevention Information & Evidence

«  Gray Literature Report

o PAISIndex

o  Campbell Library

«  Minority Health and Health Equity Archive
«  CrimeSolutions

. Native Health Databases

Textbox 2. Search strategy for systematic review of substance use prevention programs for Indigenous adol escents (example: Medline search).

OR prevent* OR interven* OR program).m _titl.
2. limit 1toyr="1990 - 2017"

disease supplementary concept word, unique identifier]

1. ((substance OR drug OR alcohol OR tobacco OR petrol OR cannabis OR kava OR methamphetamine OR MDMA OR inhalant OR marijuana
OR amphetamine OR “psycho stimulant” OR smok* OR “illicit drug” OR “volatile drug”) AND (evaluat* OR effect* OR efficacy OR review
OR trial) AND ((Indigenous OR Aborigin* OR “Torres Strait*” OR Maor* OR “First Nation” OR Inuit OR “American Indian*” OR “Alaskan
Indian*") AND (Austral* OR “New Zealand*” OR Canad* OR Americ*)) AND (youth OR young OR adolescen* OR teen*)).mp. AND (educat*

[mp=title, abstract, original title, name of substance word, subject heading word, keyword heading word, protocol supplementary concept word, rare
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Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses Protocol (PRISMA) flow diagram of search and selection strategy.

SEARCH 1 SEARCH 2
Eight peer-reviewed databases Twenty gray literature databases searched:
searched: USA: American Indian Health (XX), Arctic Health
DRUG (XX), Cochrane (XX), (XX), One Sky Center (XX), Turtle Island Native
Embase (XX), Psyelnfo (XX), Network (XX), SAMHSA s National Registry of
Medline (XX), ProQuest (XX), Evidence-based Programs and Practices (XX).
Informit (XX), CINAHL (XX). Australia: Australian Indigenous HealthInfoNet
. ) L. (XX), Closing the Gap Clearinghouse (XX),
5 SEANEIN BSIEN PUbhCMIONS Analysis and Policy Observatory (XX).
b Canada: National Collaborating Centre for
55 . . . Aboriginal Health (5), National Aboriginal Health
,g: :i‘l‘::::Itl':}']““‘t'h':"‘:“"3:L‘Z':““““1 Organisation (XX), Indigenous Studies Portal (XX).
5 i o New Zealand: Maori Health (XX).
Reference lists (XX), Members International: Global Health (XX), Prevention
of Expert Advisory Board (XX). Information & Evidence (XX), Grey Literature
Report (XX), PAIS Index (XX), Campbell Library
Additional records=XX (XX), Minority Health & Health Equity Archive
publications (XX), CrimeSolutions (XX). Native Health
Databases (XX).
Search 2=XX publications
v
Searches 1, 2 and additional records
n=XX (journal articles, reports)
. !
E Records after duplicated removed
é n=XX
v
Records screened Records excluded based on eligibility criteria
n=XX —> n=XX
L
) l Full-text articles excluded based on
= cligibility criteria
j:% Full-text articles assessed n=XX
i for cligibility > | Not program evaluation aimed at reducing
m n=XX AOD outcomes (XX)
) Did not compare groups and/or change over
) l time (XX)
_ — — Not adolescents (XX)
_:_3 Studies 1]1C|L‘Idk‘d in final Not Indigenous sample (XX)
5 i No full text (XX)
= n=XX Not published between 1990-2017 (XX)

Selection Processes

Figure 1 illustrates the steps to be taken in the study selection
process. One reviewer (BL) will screen al titles and abstracts
of papers identified in the searches and assess their eligibility
against the inclusion criteria. A second reviewer (MS) will
screen arandom selection of 25% of the publications to ensure
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accuracy in the study selection. Agreement between the two
reviewers will be assessed, and where there is disagreement,
thiswill be reconciled in consultation between the two authors.

After initial screening, full text copies of the publications
identified as potentially relevant will be downloaded and further
assessed for their eligibility by thetwo reviewers (BL and MS).
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Cohen kappa will be calculated to evaluate the inter-rater
agreement between the two reviewers at the full text screening
stage. Where there is disagreement, this will be reconciled in
discussion between the two authors. If there is no consensus,
expert consultation will be sought from the other, more senior
authors. The first reviewer (BL) will screen the reference lists
of the eligible studies for further publications to be added into
the systematic review.

Data Extraction

One reviewer (BL) will extract the following data from the
publicationsinto Microsoft Excel: authors, year of publication,
country, name of the evaluated program, study design, sample
size, targeted age, Indigenous status of participants, target
substance, geographical area, setting, type of program,
intervention strategy, duration and frequency of program,
whether booster sessionswere provided, follow-up time points,
mode of delivery, community and stakeholder involvement in
development, program facilitation, language consideration,
control group, outcome measures used, overall quantitativeand
overdl qualitative outcomesrel ated to substance use, and harms.
Detailed qualitative and quantitative outcomes (substance-use
related or other outcomes measured) for each study will be
extracted.

Setting of the programs will be classified into school-based,
community-based, family-based, clinical, or multi-setting.
School-based programs are defined as those implemented either
inaclassroom setting during school hours, or as an out-of-school
activity delivered by the school. Community-based programs
are those implemented with groups within the community (ie,
adolescents, parents, or whole community). Family-based are
the programs targeting the family unit. Clinical settings are
based within a health service, such as a community health
service or a general practice. Multi-setting programs have a
combination of any of the aforementioned settings.

Type of programswill be classified following recommendations
by Leske et a [40] into culture-based, culturally adapted, or
culturally unadapted programs. Culture-based programs are
developed to reflect and incorporate the unique cultural values
and beliefs of the Indigenous participants. Culturally adapted
programs are modified from existing non-Indigenous programs
to be more culturally appropriate to the I ndigenous participants.
Culturally unadapted programs are devel oped for other cultural
groups (eg, European, African American, or Mexican) and
delivered to Indigenous participants without modification.

Program delivery will be identified as computer- and
Internet-delivered  or  traditiona.  Computer-  and
Internet-delivered programs are those that are delivered
completely or partially using computers or other Web-based
technology. Traditional programs are those in which no part of
the program is delivered using technol ogy.

According to the most commonly measured substance-related
outcomes following Lee et a [46], this study will group
outcomes as follows: substance-related knowledge, substance
use, and attitudes toward substance use. These 3 outcomes
capture most substance-related outcomes studied in substance
use prevention programs. To identify the elements of beneficial
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substance use prevention programs for Indigenous adol escents,
two reviewers (BL and MS) will extract the program elements
from al studies to identify the key elements of prevention
programsthat |ead to beneficial substance-related outcomesfor
Indigenous adolescents.

Data Synthesis

A narrative summary will be provided of the outcomes of the
included studies. On the basis of previousreviews of evaluation
studies in Indigenous populations, we expect the number of
studies to be too low and the quality of studies too varied to
warrant a quantitative synthesis of the data [52-54]. The
narrative summary will include a discussion of whether
programs are beneficial to prevention of substances among
Indigenous adolescents. Programswill beidentified asbeneficial
if there are beneficia effects on more than 50% of
substance-rel ated outcomes, studies reporting positive findings
on 50% or less of the evaluated outcomes will be classified as
mixed, studies reporting negative outcomes will be classified
asiatrogenic, and studies without significant outcomes will be
classified as null. The narrative summary will discuss the
number of beneficial programs for each program type
(culture-based, culturally adapted, and culturally unadapted),
type of delivery (computer- and Internet-delivered and
traditional), and program setting (school, community, family,
clinical, and multi-setting). It will also detail the elements used
in the beneficial programs and summarize the most commonly
implemented elements.

Critical Appraisal of Risk of Biasin Individual Studies

The methodol ogical quality of both quantitative and qualitative
elementsof the studieswill be assessed. The quality assessment
will be conducted by onereviewer (BL), with asecond reviewer
(MS) appraising arandom selection of 25% of the publications
to ensurereliable coding. Following previous systematic reviews
of prevention programs for Indigenous people [49,55,56], this
review will assess the quality of quantitative studies using the
Dictionary for Effective Public Health Practice Project Quality
Assessment Tool for Quantitative Studies [57]. Sections A
(selection bias), B (study design), C (confounders), E (data
collection), and F (withdrawals and dropouts) of this tool are
rated as strong, moderate, or weak to assess possible bias.
Section D (blinding) will be excluded from this study because
double-blinding is not feasible in school-based or
community-based studies [23]. As prescribed, sections G
(intervention integrity) and H (analysis appropriateness) will
receive a narrative description rather than categorical ratings.
Following standard procedures of this tool, each study will
receive a summary rating defined as weak (two or more weak
scores), moderate (oneweak scoreisgiven), or strong (no weak
scores are given).

The methodological quality of qualitative study components
will be assessed using amodified version of the qualitative tool
by Long and Godfrey [58], which hasal so previously been used
in a systematic review of programs for Aboriginal and Torres
Strait Islander people in Australia [56]. The adapted version
assesses quality in 3 domains related to evaluation: (1) data
collection, the need for clear descriptions of the data collection
process; (2) analysisand potential research bias, thetransparency
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of the description of data analyses processes, description of
researchers’ positioning in the study and the interpretation of
findingsin linewith the literature ; and (3) policy and practical
implications, assessment of the populationsto which thefindings
are generalizable and implications for policy and practice.

Results

Data analysis is underway and the results of this systematic
review are expected to be submitted for publication in 2018.

Discussion

This paper summarizes the protocol for a systematic review of
substance use prevention programs for Indigenous adol escents
inthe United States, Canada, Australia, and New Zealand. The
purpose of this review is to synthesize international evidence
regarding the effectiveness of substance use prevention programs
for Indigenous populations. It will identify the setting in which
prevention programs are most effective, the most beneficial
delivery and types of programs, and the elements of effective
substance use prevention for Indigenous adol escents.

This review will provide researchers, policy makers, and
program developers with up-to-date information about the

Snijder et a

strength of the international evidence to support the use of
substance use prevention approaches among Indigenous
adolescents. It will evaluate whether mainstream programs are
effectivewhen implemented in culturally unadapted form among
Indigenous adolescents, and will assess evidence supporting
the effectiveness of culturally adapted mainstream programs
and specific culture-based programs. Finally, this review will
provide evidence about the potential to use computer- and
Internet-delivered prevention approaches among Indigenous
populations.

Given the high rates of technology and Internet use amongst
Indigenous adolescents [34,36] and effectiveness of computer-
and Internet-delivered substance use prevention in mainstream
populations [30], there is considerable potential for the use of
computers and Web-based technology in the delivery of
substance use prevention with Indigenous adol escents[32]. This
review will inform the development of future computer- and
Internet-delivered prevention programs for Indigenous
adol escents, which have the potential to be highly advantageous
for Indigenous adolescents, due to the sustainable, low cost,
and engaging format that is well-aligned to the preferences of
adolescents [34,59].
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Abstract

Background: Dueto theincreased number of usersof mobile phones, tablets, and other devices over the past few years, concerns
about the potential impact of mobile phones on health are growing. The influence of mobile phone exposure on malefertility has
been studied in recent years. Other research has shown that electromagnetic fields (EMFS) increase macrophages in the corpus
luteum and growing follicles. Due to conflicting results among studies and since no systematic review has been performed to
analyze the effects of radiofrequency EMF exposure from electronic devices on the fertility system in recent years, this
evidence-based study is necessary.

Objective: The main objectives of this study are to determine the best evidence associated with the influence of radiofrequency
EMFs on the fertility system and to provide insight into a potential mechanism using our observations.

Methods: In this systematic review, the databases and gray literature will be searched with no language and date limitation.
The following databases will be searched: Cochrane Library, MEDLINE, PubMed, EMBASE, CINAHL, ProQuest, Scopus,
Science Direct, Google Scholar, and other Persian databases. The combination of the Medica Subject Heading terms
“radiofrequency electromagnetic” and “ male reproductive system” or “female reproductive system” will be searched. Observational
study designs will be included but case reports, case series, reviews, and letters to the editor will be excluded. Papers selected
for retrieval will be evaluated by two independent referees for methodological validation before entering a review using the
Newcastle-Ottawa Scale for nonrandomized studies and cohort studies.

Results: Theresultsof thisstudy will be submitted to a peer-reviewed journal for publication and also presented at PROSPERO.
Conclusions: This systematic review will provide evidence-based data on the effect of radiofrequency EMFs on the fertility
system. Thisarticlewill also classify the harmful effect of radiofrequency waves on primary and secondary infertility. This study
could be useful for decreasing infertility. Thisisimportant because the rate of infertility is growing, leading to negative outcomes
for couples and the health care system.

Trial Registration: PROSPERO CRD42017072462; https:.//www.crd.york.ac.uk/prospero/display_record.php?Recordl D=72462
(Archived by WebCite at http://www.webcitation.org/6wji E9R2q)
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Introduction

Concerns about the potential impact of mobile phoneson health
are growing due to the increased use of the maobile phones,
tablets, and other devices over the past few years. Mobile
phones, wireless telephones, mobile base stations, and power
lines are some of the main sources of our daily exposure to
radiofrequency electromagnetic fields (RF-EMFs). There are
more than 2 billion mobile phonesin use worldwide [1-3].

Exposure to RF energy depends on the frequency of the mobile
phone used. The most common frequency of phones used in
the United States is 900 to 1900 MHz, while in many parts of
the world, phones work at frequencies from 850 to 1800 MHz.
The higher the frequency, the higher the energy. Radiant energy
isabsorbed by 3 main mechanismsin the human body: (1) Aural
effect; the body receives and absorbs the RF signal depending
on the size of the body part and the signal wavelength; (2) RF
signal bindswith tissue; and (3) absorption intensification [4,5].

The effects of electromagnetic radiation (EMR) can be divided
into two main categories: thermal properties and nonthermal
properties. Thermal properties are caused by the increase in
temperature due to the energy absorption of oscillating electric
fields. This can lead to heat in the exposed parts of the body.
Thermal effects are calculated in terms of specific absorption
rate. The specific absorption rate dependslargely on the antenna,
location, and frequency settings [6]. Some studies show that
human exposureto RF waves can cause cognitive and behavioral
impairments and decreased learning and memory. Significant
thermal effects may be associated with adverse health effects
such as problemswith sleep, hearing, reproduction, impairment
of the nervous system and increased cancer risk [7].

Infertility is defined as the inability to get pregnant after one
year of intercourse without the use of contraceptive methods,
and it affects 15% of couples worldwide. Male infertility isthe
cause of 30-50% of infertility, of which 30-40% of the causes
arereferred to as sperm disorders [8]. The influence of mobile
phone exposure on malefertility hasbeen studied in recent years
[9]. In normal physiological conditions, spermatogenesis is a
balanced process of maturation, cell division, and storage, which
is particularly susceptible to environmental stimuli and
chemicals. The mechanismisunclear, but its hypothesized that
the component involved is the cytoskeleton which consists of
charged proteins. The cytoskeleton isastructural and functional
part of the cell that plays a main role in motility of the sperm
and actively participates in the morphological aterations that
happen during mammalian spermatogenesis[9,10].

A study of the effect of EMFson femalerats using transmission
electron microscopy showed the increased existence of
numerous drops of lipid in patches and luteal cells, as well as
an increase in the number of autophilic antibodies and
macrophages in some granulosa cells [11]. Other researchers
showed that EMFs increase macrophages in the corpus luteum

http://www.researchprotocols.org/2018/2/e33/

and growing follicles, and they believe that EMFs increase
apoptosisin mice ovaries. In addition, most researchers showed
that EM Fs damage stromal cellsin the uterus and uterine tubes
through apoptosis of the glandular epithelium, ovarian cortex,
and luminal epithelium [12,13].

It is necessary for future research to explore the safety criteria
of RF-EMR. Aselectronic devicesthat emit RF-EMR are used
very closeto the body, RF shielding could be used in electronic
devices to block RF-EMF waves and increase distance from
them. Systematic review papersare atype of review that analyze
the findings of other studies and provide the best evidence for
a decision about a health approach [14]. Some studies
demonstrated the potential harmful effects of RF on various
sperm parameters, such as sperm motility, due to mobile phone
usage[15]. Dueto conflicting results among published research
and since no systematic review has been performed to analyze
the effects of RF-EMF exposure from other electronic devices
on thefertility systemin recent years, this evidence-based study
iS necessary.

Theaimsof thisstudy areto clarify the best evidence associated
with the influence of RF-EMFs on the fertility system and to
make observations that could provide insight on a potential
mechanism. The other objective of this study is to determine
the effect of an RF-EMF on primary or secondary infertility.

Methods

Inclusion Criteria

This systematic review will include studies with infertile
couples, defined by the inability to get pregnant after one year
of intercourse without the use of contraceptive methods, of
which the male and female are 18-65 years of age and use a
device omitting RF-EMF for various exposures. We will include
studies that used various methods of analysis to assess the
reproductive system, including hormonal assessments, diagnostic
imaging techniques, biopsies, and spermatograms.

This systematic review will only include human studies and the
intervention can be the use of any device that exposed a user to
RF-EMFs for any frequency and duration. There will be no
restrictions on exposure condition, type of signal device,
distance, exposure time, and location of participant.

All studies with or without the control group will be included
in this study.

Any observationa study designswill beincluded. Casereports,
case series, reviews, and letters to the editor will be excluded.
Articles with incomplete data will be excluded from the study.
Wewill try to contact the authors of studiesthat are related but
not accessible by email.

Outcomes
This systematic review will consider papers that include arate
of changein reproductive system parameters (sperm, endocrine
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parameters|luteinizing hormone, follicle-stimulating hormone,
and testosterone], testis, and ovary function) after the use of
devices with an RF-EMF as primary outcomes. The potential
mechanism of RF-EMF on the fertility system and primary or
secondary infertility will be the secondary outcome of this
systematic review.

Search strategy

In this systematic review, databases and gray literature will be
searched without language or date restrictions. The following
databases will be searched: Cochrane Library (Wiley),
MEDLINE (Ovid), PubMed, EMBASE, CINAHL (EBSCO),
ProQuest, Scopus, Science Direct, Google Scholar, and other
Persian databases. All databases will be scanned for articles
from the year 2000 until the present. The reference lists of
articlesand reportswill be checked. The gray literaturesincludes
theInternational Clinical Trials Registry Platform and ProQuest
Dissertations & Theses Global. The combination of the Medical
Subject Headings terms “ radiof requency el ectromagnetic” and
“male reproductive system” or “female reproductive system”
will be used for our search. To ensure the inclusion of al the
related articles, the search will be sensitive and accurate. The
title and abstract of the articles will be evaluated and any
disagreement over the inclusion of an article in the review will
be resolved through discussi on between the authors. Thefull-text
of articles will be assessed to meet the objectives of this
systematic review.

Quiality assessment

Papers selected for retrieval will be evaluated by two
independent referees for methodological validation before
entering the review using the Newcastle-Ottawa Scale to
evaluate the quality of cohort studies and nonrandomized
controlled trials [16]. Any disagreements that arise between

reviewers will be resolved through discussion or with a third
reviewer.

Data extraction

The data from the articles used in this study will be extracted
by two independent reviewers using the standard data extraction
tool, Joanna Briggs Ingtitute System for the Unified
Management, Assessment and Review of Information. Thedata
extracted will comprise of specific details about the populations,
interventions, study methods, and results which are important
to the objectives of the review. Any disagreements that arise
will be resolved through discussion between the reviewers or
with a third reviewer. Authors of papers will be contacted to
request missing or additional data where required. We will try
to contact the corresponding authors of studies by email if itis
necessary to obtain data missing from published articles.

Acknowledgments
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Data synthesis
Analyses will be conducted using the STATA V.12 software.
Heterogeneity will be evaluated with the 12 statistic and

chi-square (x?) test (recommended by the Cochrane Handbook
for Systematic Reviews of Interventions). We will explain the

12 statistic using the following example. When substantial

heterogeneity (12>50%) is evident among the articles, the results
of this study will be presented in the text qualitatively.
The author’s decision to use the random-effects model will be
based on an understanding of whether al included trials share
a common effect size, not only for results of tests but also for
statistical heterogeneity. For classified data, the effect sizesare
calculated as oddsratios, and for continuous data, the weighted
average difference and their 95% Cl are analyzed. By using the
standard chi-sgquared, non-correlation will be evaluated. The
results of thisarticle will be presented in the appropriate tables
and figures. Publication bias will be explored using a funnel
plot and Begg's and Egger'stests. If it ispossible, this systematic
review will be performed using subgroup meta-analysis based
on the type of device and exposure time disagreement.

Results

Thisisaprotocol for a systematic review, so the results are not
presented. The results of this study will be submitted to a
peer-reviewed journal for publication and also presented at
PROSPERO (international prospective register of systematic
reviews). The PROSPERO registration number is
CRD42017072462.

Discussion

The purpose of systematic reviewsisto present acomprehensive
summary of articles related to a study question and to provide
solutions to disagreeing results between studies. While the
greatest source of evidence for informed decisions is provided
by systematic reviews and meta-analyses, to the best of our
knowledge, this will be the first systematic review evaluating
the radiofrequency electromagnetic field on fertility. This
systematic review will provide evidence-based data on the effect
of radiofrequency electromagnetic waves on fertility system.
This article will also classify the harmful effect of RF waves
on primary and secondary infertility and will validate the use
of radiofrequency el ectromagnetic devices during reproductive
period. This study could be useful for decreasing infertility.
This is important due to the growing rate of infertility, which
has negative outcomes for couples and health care system. The
absence of studies evaluating the effects of radiofrequency
electromagnetic waves on thefertility systemwill bealimitation
of this study.
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Abstract

Background: Globally, substance disorders, particularly that of opiate use, cannabis use, and stimulant use disorders, are highly
prevalent. Psychological treatments are an integral aspect of intervention, but a proportion of individuals till relapse despite
having received such an intervention. Recently, the dual-process theory proposed that the unconscious processes of attention
biases are responsible for these relapses. Prior meta-analyses have reported the presence of attention bias in alcohol and tobacco
use disorders. More recent research has examined attention bias and its effectiveness in opiate use, cannabis use, and stimulant
use disorder. The evidence syntheses to date have not examined whether attention biasis present in these disorders and could be
subjected to manipulation. This isimportant information and would support the introduction of psychological interventions for
attention bias for such patients. Such psychological interventions would help individuals maintain their abstinence and minimize
therisk of relapse.

Objective: This paper aims to undertake a systematic review to synthesize the existing evidence for the presence of attention
biasin all the disorders mentioned above, and to determine the clinical efficacy of attention bias modification.

Methods: A systematic review will be conducted. A search will be conducted on the respective databases up till 2017. Selection
of the studies will be determined by the Preferred Reporting Itemsfor Systematic Review and Meta-Analysis guidelines. Quality
assessment of the included studieswill be assessed using the Cochrane Risk of Biastool. A narrative synthesiswill be conducted,
with ameta-analysis considered only if there are sufficient studies for statistical analysis.

Results: Theresults of the systematic review will be available 12 months after the publication of this protocol.

Conclusions: Thisreview isimportant as it will support the introduction of psychological interventions for attention bias for
such patients. Such psychological interventionswould help individual s maintain their abstinence and minimizetherisk of relapse.

(JMIR Res Protoc 2018;7(2):e41) doi:10.2196/resprot.9385
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Introduction

Background

The recent statistics from the United Nations Office on Drugs
and Crime reported that a quarter of a billion individuals
experimented with drugs in 2015, and 29.5 million individuals
are currently diagnosed with asubstance disorder [1]. The most
commonly abused drugs include cannabis, opioids and
amphetamines[1] with aprevalence of 3.8%, 0.7% and 0.77%,
respectively [1]. Drug usage and dependenceis al so associated
with comorbidities, such as that of retroviral diseases and
hepatitis C. Among the 12 million individuals who have used
drugs intravenously, 1.6 million individuals have acquired a
retroviral disease and another 6.1 million individuals have
acquired hepatitis C [1]. In response to this huge problem, the
World Health Organization and the United Nations Office on
Drugs and Crime have been working jointly in the formulation
of various policies, and to improve the existing levels of care
in low- and middle-income countries[2].

Thetreatment optionsfor drug abuse are both pharmacol ogical
and nonpharmacol ogical. Psychosocial treatments complement
and augment the effectiveness of pharmacological treatments,
and prior reviews have reported the effectiveness of a
combination treatment for opioid use disorders [3]. A variety
of psychological approaches are used, such as contingency
management and cognitive behavioura therapy (CBT). While
therapies such asCBT have been demonstrated to be efficacious
in the treatment of cannabis use disorder [4], other studies have
reported that despite its effectiveness, at least 40%-50% of
individuals relapse within a year of successful treatment, and
70% of individuas relapse within three years [5].
Pharmacological optionsfor the treatment of addictive disorders
are varied; for cannabis and amphetamine disorders, these are
limited, whereas for opioid use disorders, opiate substitution
therapies (eg, methadone and buprenorphine) can be used [6].
Current evidence supports the use of symptomatic medications
in the management of individuals who are acutely intoxicated,
such as benzodiazepines for its sedative properties, and
antipsychoticsfor individuals experiencing psychotic symptoms
[7]. Recent research has addressed the use of gabapentin in the
treatment of cannabiswithdrawal, but further trials are necessary
to determine its efficacy [7].

The observed high relapse rates into substance usage suggest
that current psychosocial interventions do not completely
address the issues leading to either lapse or relapse. The dual
process model of addiction [8,9] has been posited to explain
the lapse and relapses; this model proposes the involvement of
two disparate processes, thereflective and the automatic process
[8]. Thereflective processinvol ves conscious decision-making,
and this has been the target of CBT treatment. Automatic
processes refer to that of attentional bias [10], which are
unconscious processes that lead individuals to focus on
substance-related cues in their naturalistic environment and,
having done so, experience a corresponding difficulty in
disengaging from cues[10]. Such an automatic processincreases
the salience of substance-related cues and could potentialy
draw abusers towards substances. Attention bias could be
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assessed using indirect measures, like that of Stroop test or a
Visual Probe task, or the use of direct measures through eye
movement tracking [10]. Indirect measures have the potential
to be incorporated into an attention bias modification task, to
help individuals cope with automatic processes that increase
their intrinsic risk for relapse [11].

To date, there have been several studies that have evaluated the
efficacy of attention bias modification paradigms for addictive
disorders. Cristea et a [12] undertook a meta-analysis of
attention bias modification for alcohol and tobacco disorders
and found no significant effect of cognitive bias modification
on craving and addiction outcomes, even though there was a
moderate effect on cognitive bias. Their findings are important
asthey demonstrate the presence of cognitive bias. In addition,
attention bias modification was effective against such biases.
Unfortunately, Cristea et al’s[12] meta-analysis was unable to
demonstrate significant changes in secondary outcomes, but
this could be because more follow-up timeis required before a
changein symptomatol ogy is detectable. Thisreview wasfurther
limited by the high risk of bias amongst the studies included
and its focus being limited to acohol or tobacco. Christiansen
et al’s[13] review had awider target, including individual swho
were using alcohol, tobacco, cocaine and cannabis. They
attempted to apprai sethe existing evidence to determine whether
attention bias assessed in treatment settings are predictive of
relapse and whether modifying attention bias can help improve
outcomes. Their review found mixed evidence. This study,
however, had a number of limitations: the intrinsic
methodol ogical weaknesses of the included studies, the lack of
clarity about inclusion and exclusion criteria, the time frame
during which the search was conducted, and using search results
from only PubMed and Scopus.

To date, there has been research that has examined attention
bias and determined the effectiveness of attention bias
modification in other addictive disorders, like opiate use disorder
[14], cannabis use disorder [15] as well as amphetamine or
stimulant use disorder [16]. However, there has been no
evidence synthesis of these studies. Thereisaneed to synthesize
the information about attention bias and bias modification
among opiate use, cannabis use and stimulant use disorder. This
gap needs addressing urgently as these substances are being
increasingly utilized globally. It will aso be pertinent to
determine the efficacy of attention bias modification
interventions among these disorders.

Review Aims

The primary aim of this systematic review is to synthesize the
current evidence with regards to attention bias among opioid
use, cannabis use and stimulant use disorders. As a secondary
aim, it will determine the efficacy of attentional bias
modification interventions, including attentional bias reduction,
cravings score and addi ction outcomes. Thesewill be correlated
with the methodology that is being utilized in attention bias
assessment and modification.

Wewill undertake a systematic review to synthesize the existing
evidence for the presence of attention bias in the disorders
mentioned above, and to determine the clinical efficacy of
attention bias modification. The studies will be selected by
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independent assessors and screened against our inclusion and
exclusion criteria. A risk of bias assessment will be conducted
to assess the quality of the included studies.

If there are sufficient studies, a meta-analytical review will be
conducted to determine the effect size of attention bias
modification intervention for opioid use, cannabis use and
stimulant use disorders.

Methods

Search Strategy

Toidentify the relevant articles, search terminologies as outlined
in Textbox 1 will be used. The search terms will be combined
using the Boolean operator “OR” and the search terms between
two disparate concepts will be combined using the Boolean
operator “AND”.

A comprehensive search will be conducted on the following
databases: PubMed, MEDLINE, Embase, PsycINFO, Science
Direct, Cochrane CENTRAL and Scopus. If full-text accessis
not available, the original authors will be contacted for their
articles. Proceedings from scientific meetings and conference
abstracts will also be included.

Inclusion and Exclusion Criteria

Only articleswritten in English will beincluded. Theinclusion
criteria are as follows. (a) attention bias assessed using a
validated measure (such as that of Stroop test or Visua
Probe/Dot-Probe Task); (b) participantsin the studies must have
aprimary diagnosis of opiate use, cannabisuse or stimulant use
disorder; and (c) the study design must be a randomized trial.
Studieswill be excluded if (a) they have not included avalidated
measure for the assessment of attention bias (such as Stroop
Test or Visua Probe/Dot-Prabe Task); (b) participants in the
studies have been diagnosed with another mental health
disordersastheir primary disorder (eg, depression asthe primary
disorder and substance use disorder asthe secondary diagnosis);
(c) studies involved a pharmacological intervention in which
medi cations were utilized to determine their effects on attention
bias, and (d) the randomized tria involved a cross-over design
(given the high risk of bias associated with across-over design).

Condition or Domain Being Studied

This systematic review focuses on substance use disorders, and
in particular, opioid use, cannabis use and stimulant use disorder.
Participants

Participants must be diagnosed with a substance use disorder,
that of opioid use, cannabis use or stimulant use disorder, as
the main or primary disorder. Participants may include
individuals from the general population or a treatment-seeking
cohort, and can be adolescent or adult.

I ntervention / Exposure

Theintervention administered to participantsis either that of a
Stroop or Visual Probe/Dot-Probe attention modification task.
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Comparison with Placebo Group

Individuals may be compared with individuals who have
received a placebo training or sham training interventions or
individuals who have received only normal routine care.

Outcome

For the primary aim, the outcome will be the presence of
attention bias as measured using a validated assessment tool.
Attention bias is deemed to be present if participants are noted
to have a longer reaction time spent on drug-related stimuli as
compared to neutral stimuli.

For the secondary aim, the outcomes will be: @) reduction in
the mean reaction time following the attention bias modification
intervention; b) score reductions on validated craving measures
(either a single-dimensional score, or a visual analogue scale
or a multidimensional score such as that of the
obsessive-compulsive craving score); and ¢) addiction outcomes,
such as the mean time to relapse or the time maintained in
abstinence.

Data Extraction, Sorting and Selection

The search strategy will identify articlesthat may have potential
relevance. Selection of relevant publicationswill be conducted
independently by two authors (MWBZ and JY). Articles will
be first screened based on their title and abstract. Those
shortlisted will be evaluated against theinclusion and exclusion
criteria. Any disagreement between the two reviewers will be
resolved through a discussion with the third author. An
electronic form will be utilized to record the reasons for the
inclusion and exclusion of each article. The current systematic
review protocol will adhere to the reporting guidelines of the
Preferred Reporting Items for Systematic Reviews and
Meta-Analysis Protocols [17].

Thefollowing dataand information will be extracted from each
article, recorded on astandardized el ectronic datacollation form
and cross-checked by the second author:

1. Publication details: author(s) and study year.

2. Study design and methodology: study design, sample size
(intervention and control group), types of sample (treatment
seeking or individuals in genera population), country in
which study was conducted, demographics of sample (mean
age, age range, proportion of malesand females), diagnosis
of participants (opioid use, cannabis use or stimulant use
disorder), methodology in which diagnosisis made.

3. Attention bias assessment and modification methodol ogy:
types of attention bias tools utilized (Stroop test or Visual
Probe task).

4. QOutcomes of interest: craving scores (as assessed using a
validated questionnaire or toolkit), addiction outcomes (time
to next relapse, amount of substances used), effect size
(Cohen's d or Hedges' g) for attention bias modification
procedure.
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Zhang et a

OR “Cocaine”)

(“attention bias” OR “approach bias’ OR “avoidance bias’ OR “cognitive bias’) AND (“addiction” OR “substance” OR “drug” OR “abuse” OR
“Dependence’ OR “Alcohol” OR “Drinking” OR “Opiates’ OR “Heroin” OR “Cannabis’ OR “Marijuana’ OR “Stimulants’ OR “Amphetamines’

Quality Assessment

For therisk of bias assessment, the Cochrane Risk of Bias tool
[18] will be used.

Strategy for Data Integration and Synthesis

For the systematic review, wewill synthesize and report whether
attention biaswas present and how its presence was determined.
We will also synthesize the findings of the studies narratively
and report whether attention bias modification was effective.

If there are sufficient studies for each of the conditions, a
meta-analysis will be conducted to synthesize statistically the
pooled effect size for attention bias modification for opiate use
disorder, cannabis use and stimulant use disorders. For the
meta-analytic study, the statistical analysis will be performed
using Comprehensive Meta-Analysis Version 2.0 based on the
random-effects model. The random effects model assumes that
there are varying effect sizes between the studies, due to the
underlying differences in study designs and intrinsic
heterogeneity of the sampled populations. The statistical analysis
will compute the pooled effect size to determine the clinical
efficacy of attention bias modification and to identify potential
moderators (both categorical and continuous variables) that
could account for the heterogeneity in the effect size computed.

Between-study heterogeneity will be assessed with the 12
statistic, which describes the percentage of variability among
effect estimates beyond that expected by chance. Asareference,

12 values of 25% are considered low, 50% moderate and 75%
high in heterogeneity. Meta-regression analysis will be
conducted to identify demographic variables that could
contribute to the heterogeneity and the effect size computed.
The regression coefficients and the associated Z and P values
will be reported. Subgroup analysis will be undertaken to
investigate the effects of categorical variables on the effect size
obtained. For the meta-analysis, Egger’s regression test will be
conducted to determine if publication bias is present. If there

Conflicts of Interest
None declared.

is significant publication bias, the classic fail-safe test will be
performed to determine the number of missing studies that will
be required for the P value of the publication bias to be higher
than .05.

Results

We expect that the review will be completed 12 months from
the publication of thisprotocol. We will report the results based
on the identified outcomes as specified above.

Discussion

We are aware of the prior reviews investigating the efficacy of
attention bias modification among substance use disorders, but
these have been limited by the inclusion of select studies
involving cohorts who have either alcohol use or tobacco use
disorders. As there is a proliferation of research examining
attention bias and bias modification among other highly
prevalent substance use disorders, particularly that of opiate
use, cannabis use and stimulant use disorders, there is a need
to synthesize the evidence for attention bias and attention bias
modification for these disorders. It isimportant to establish that
attention biasis present in these disorders, and that it could be
amenable to modification using conventional paradigms such
as the Stroop testing or Visua Probe task.

Thefindings of this proposed review will have important clinical
implications. Should attention biases be found among
individuals with opioid, cannabis and stimulant use disorder,
clinicianswill need to review their treatment strategies. Rather
relying on a single modality of therapy to modify conscious
control, they will need to augment the conventiona
psychological interventionswith one that targets attention bias.
The current review will also determine which indirect method
of bias modification is more efficacious for bias modification
in substance using cohorts.
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Abstract

Background: Thyrotoxicosisisacommon disease caused by an excess of thyroid hormones. The prevalence of thyrotoxicosis
about 2% and 70-90% of thyrotoxicosis cases are caused by Graves disease, an autoimmune disease, which has a high recurrence
rate when treated with antithyroid drugs such as methimazol e or propylthiouracil. Theclinical symptomsand signs of thyrotoxicosis
include palpitation, weight loss, restlessness, and difficulty sleeping. Although these clinical changes in thyrotoxicosis can be
detected by currently avail able wearabl e activity trackers, there have been few trials of the clinical application of wearable devices
in patients with thyrotoxicosis.

Objective: Theaim of thisstudy isto investigate the clinical applicability of wearable device-generated data to the management
of thyrotoxicosis. We are analyzing continuously monitored data for heart rate, physical activity, and sleep in patients with
thyrotoxicosis during their clinical course after treatment.

Methods: Thirty thyrotoxic patients and 10 control subjects were enrolled in this study at Seoul National University Bundang
Hospital. Heart rate, physical activity, and sleep are being monitored using a Fitbit Charge HR or Fitbit Charge 2. Clinical data
including anthropometric measures, thyroid function test, and hyperthyroidism symptom scale are recorded.

Results: Study enrollment began in December 2016, and the intervention and follow-up phases are ongoing. The results of the
data analysis are expected to be available by September 2017.

Conclusions: This study will provide afoundational feasibility trial of the clinical applications of biosignal measurements to
thedifferential diagnosis, prediction of clinical course, early detection of recurrence, and treatment in patients with thyrotoxicosis.
Trial Registration: ClinicaTrials.gov NCT03009357; https://clinicaltrials.gov/ct2/show/NCT03009357 (Archived by WebCite
at http://www.webcitation.org/6wh4MWPmM?2)

(JMIR Res Protoc 2018;7(2):e49) doi:10.2196/resprot.8119
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activity tracker; pulse rate; thyrotoxicosis; hyperthyroidism; Graves' disease
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Introduction

Thyrotoxicosis is clinical term that refers collectively to all
symptoms that occur when an excess of thyroid hormones (free
thyroxine[T4] and/or freetriiodothyronine[T3]) is supplied to
the peripheral tissues. The term “hyperthyroidism” isused in a
similar way and refers to thyrotoxicosis caused by excessive
production and secretion of thyroid hormone from the thyroid
gland. Thyrotoxicosisis caused by hyperthyroidism, but it can
occur without hyperthyroidism. Graves disease is an
organ-specific autoimmune disease in which autoantibodies to
thyroid-stimulating hormone receptors stimulate the thyroid
gland, which causes hyperthyroidism. The prevalence of
thyrotoxicosisis about 2%, and 70-90% of cases are caused by
Graves disease, although the rates and causes vary between
different geographic areas[1,2]. The incidence and prevalence
rates of thyrotoxicosis have not been reported in Korea
However, among thyrotoxic patientstreated in thethyroid clinic
of Seoul National University Hospital, the rates of Graves's
disease and thyroiditis were reported to be 82.7% and 16.8%,
respectively [3]. Graves disease is an autoimmune disease.
There are 3 options for treating patients with this disease:
antithyroid drugs (ATDs), radioactive iodine ablation, and
surgery. The choice of treatment for Graves's disease differs
between geographical regions. Radioactive iodine therapy is
frequently used as the first-line therapy in North America[4].
In Europe and Asia, ATDs such as methimazole,
propylthiouracil are preferred asthe primary treatment [5,6]. A
drawback of ATD therapy is the high rate of relapse of
hyperthyroidism after the drug has been discontinued. Relapse
is more frequent in the first year than in subsequent years,
particularly in the first 6 months after stopping the medication
[7]. Therisk of recurrence varies greatly between patients but
is estimated to be 50-55% according to a Cochrane review of
26 randomized clinical trials[8]. Patientswith recurrent Graves
disease often wait a considerable time after recurrence to visit
the clinic and often present with aggravated symptoms.
Therefore, having a simple effective monitoring tool for
evaluating disease status would be helpful for monitoring
patients with Graves disease after they stop taking an ATD.

Excess thyroid hormone affects many different organ systems.
The clinical symptoms signs are fatigue, anxiety, pal pitations,
sweating, heat intolerance, anxiety, disturbed sleep, and weight
loss[9]. Theseclinical manifestations arerelatively nonspecific
and can vary depending on several factors, such asthe patient’s
age, sex, comorbidities, and duration and cause of the disease
[10,11]. The variety of nonspecific symptoms and signs makes
it difficult to diagnose or assess the disease status based on
conventionally obtained information about symptomsand signs.

http://www.researchprotocols.org/2018/2/e49/
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Therefore, thyrotoxicosis is diagnosed by blood tests showing
increased thyroid hormonelevels. The diagnosisis often delayed
because patients do not recognize their symptoms as those of
thyroid dysfunction and visit a clinic only when the symptoms
become severe.

Wearable activity trackers have grown in popularity over the
past few years. The American College of Sports Medicine
survey of fitness trends reported that wearable technology was
the top-rated trend for 2016 [12]. It was projected that about 32
million wearable activity trackers will have been sold by the
end of 2016, and forecasts indicate that sales of these devices
will exceed 82 million by 2019 [13]. These devicesaretypically
worn on thewrist or hip and provide information about physical
activity measures such as steps taken, horizontal and vertical
distances moved, sleep pattern, and even heart rate. Many newer
wearable devices use photoplethysmography to monitor heart
rate by measuring the differential reflection of light from the
skin based on the pulsatility of superficial blood vessels [14].
Several studies have been published on the accuracy of these
wrist-worn heart rate monitors and have shown that they are
accurate for measuring heart rate in the resting state [15-17].
Therefore, it is now possible to analyze more detailed, precise,
and continuoudly collected “ high-definition data” of the changes
in heart rate, physical activity, and sleep patterns. This may
allow the identification of key symptoms and signs of
thyrotoxicosis, which can be nonspecific and difficult to detect
by only conventional on-site history taking or physical
examination [18]. However, few trials have examined the
clinical applicability of wearable devicesin monitoring patients
with thyrotoxicosis.

The aim of this trial is to investigate whether changes in
symptoms and signs of thyrotoxicosis, such as heart rate,
physical activity, and sleep pattern, can be monitored by
wearable devices during the course of thyrotoxicosis and
whether these have clinical applications.

Methods

Study Setting

This is a single-centered, prospective observational study to
analyze the changes in heart rate, physical activity, and sleep
patterns monitored by commercially available wearable devices
during the clinical course of thyrotoxicosis. Subjects have been
recruited from the outpatient clinic of the endocrinology
department at Seoul National University Bundang Hospital
(SNUBH). Among those with newly diagnosed or recurrent
thyrotoxicosis, we have included 30 patients who met the
inclusion criteria. Ten healthy age- and sex-matched volunteers
were also included as a control group.
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Group Inclusion criteria Exclusion criteria
Patients 1. Aged 15-60 years 1. A history of thyrotoxic periodic paralysis
2. Diagnosed with newly developed or recurrent thyrotoxicosis 2. Thyrotoxicosis caused by toxic nodular goiter
3. Who can use awearable device and smartphone apps 3. Taking medications that can affect heart rate (except
4. Planned to be treated with ATDsiif affected by Graves' disease short-acting beta-blockers prescribed to relieve thyrotoxic
symptoms)
Controls 1. Aged 15-60 years 1. A history of thyroid disease or taking thyroid hormone

N

Confirmed euthyroid state by TFT

3. Who can use awearable device and smartphone apps

or an ATD
2. Taking medications that can affect heart rate

8ATD: antithyroid drug
bTET: thyroid function test

Inclusion and Exclusion Criteria

The inclusion criteria for enrolment are listed in Table 1. We
have included patients and controls aged 15-60 years because
this age range is generally expected to be able to use wearable
devices, smartphones, and apps. Patients were excluded from
the study if they have a history of thyrotoxic periodic paralysis
because paralysis itself can interfere with daily activities.
Patientswith thyrotoxicosis caused by toxic nodular goiter were
also excluded because this condition needs treatment options,
such as surgery or radioactive iodine therapy, and gradual
improvement isnot observed after these trestments. Prescription
of beta-blockers to the patients is the usual treatment for the
symptoms of thyrotoxicosis. Therefore, we prescribed
short-acting beta-bl ockersto symptomatic patients and recorded
their dosing times to minimize the impact on the study.

The healthy control group included euthyroid people who have
no history of thyroid disease. We recruited the control group
from SNUBH staff and confirmed that they had no history of
thyroid disease and no abnormal findings or medications that
can affect heart rate through their medical history, which
included employee health examinations and an interview.

When patients or controls visited the clinic and agreed to
participate in this study, we explained how to use and manage
the wearable device (eg, synchronization, charging, basic
settings), download and install smartphone apps, and create an
account. We then check that they can use and manage their
devices by letting them repeat all processes mentioned above.

Protocol

This protocol has been approved by the SNUBH Institutional
Review Board (IRB #: B-1609-363-004) and is registered at
ClinicalTrials.gov (trial registration number NCT03009357).
The study design is displayed in Figure 1. All patients
participating in the study wereinformed of the study and signed
awritten consent form.

Blood tests include a thyroid function test, serum levels of
antithyroid-stimulating hormone receptor antibody, and other
biochemical tests. Tc-99m is used in the thyroid scan. P/EX,
physical examination; HSS, hyperthyroidism symptom scale;
ATD, antithyroid drug.

The potential candidates of this study are patients with newly
detected or recurrent thyrotoxicosis who meet the eligibility

http://www.researchprotocols.org/2018/2/e49/

criteria. They are provided with adevice and given brief on-site
instructions for using the device and app, which isinstalled on
their own smartphone. They are instructed to wear the device
as much as possible throughout the day including when asleep.
We also explain that if they do not wear the device or sync to
the app for more than 5 days in a row, they will be excluded
from the study because of poor compliance. After 1 to 2 weeks
of screening period, the patients visit the clinic to confirm the
results of the thyroid function test (TFT) and other tests to
distinguish the cause (eg, autoantibodies, thyroid scan) and to
start treatment according to the cause of thyrotoxicosis. At this
point, patients are finally enrolled, and the study period starts.

Patients with Graves' disease are prescribed a specific dose of
an ATD as decided by the physician. Patients with transient
thyrotoxicosis caused by thyroiditis are provided reassurance
that the symptoms and signs are benign and self-limited. Patients
taking a beta-blocker for control of symptoms, such as
palpitations and tremor, are advised to take the drug when the
symptoms are severe and to inform the investigator the dose
and timing of the drug, which are recorded in the care report
form (CRF). Regardless of the cause of thyrotoxicosis, all
patients are being followed up once amonth, when they undergo
blood tests and a physica examination, complete the
hyperthyroidism symptom scale (HSS), and have their
anthropometric parameters measured. The ATD doseis adjusted
as necessary. The study will end after the third visit for each
patient. At the discretion of the attending physician and if the
patient agrees, the duration of this observational study may be
extended if thyroid function is not fully restored. Additional
consent for extension of the study period is not necessary
because it is already specified in theinitial consent form.

Healthy adults have been recruited as a control group through
an official announcement in SNUBH. The controls visit the
hospital on the same schedul e asthe patientswith thyrotoxicoss.
They are provided the same instructions as the patients about
using the device and apps installed on their own smartphone,
and the importance of compliance. They a so undergo the same
blood tests as the patients and are instructed to inform the
investigator if there is any change in their medication; this
information is recorded in the CRF.

After the research process is completed, the subjects who were
not excluded from the study during the study observation period
will be allowed to keep the device.

JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e49 | p.155
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Figure 1. Study design and flow.Blood tests include a thyroid function test, serum levels of antithyroid-stimulating hormone receptor antibody, and
other biochemical tests. Tc-99m is used in the thyroid scan. P/Ex, physical examination; HSS, hyperthyroidism symptom scale; ATD, antithyroid drug.
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Hyperthyroidism Symptom Scale

To assess the clinical status of hyperthyroidism, the
endocrinologist in charge of this study evaluated the patients
using the HSS [19]. This scoring system has been reported to
reflect the status of thyroid function well [20,21]. This alows
us to compare the relationships between the data from the
wearable devices and TFTs with those between the HSS and
thyroid function. The HSSisa10-item scal e that rates symptoms
and signs of thyrotoxicosis; the information needed to rate each
item is obtained through history taking and physical
examination. Among the 10 items of the HSS, those
corresponding to nervousness, sweating, heat intolerance,
hyperactivity, weakness, diarrhea, appetite, and assessment of
daily function were evaluated through history taking, and tremor
and hyperdynamic precordium were evaluated by physical
examination. The item scores are totaled to obtain the overall
score, which can range from 0 to 40 points.

Wear able Devices and Apps

We are using the Fitbit charge HR or Fitbit charge 2 (Fitbit, San
Francisco, CA, USA) and Fitbit apps for iOS or Android. The
firmware version of this app is currently 18.122 and this latest
version has been maintained continuously over the observation
period.

http://www.researchprotocols.org/2018/2/e49/
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During the study period and with the patient’s consent, each
participant’s account information from the Fitbit app, including
identification number and password, are shared with researchers,
which allowsresearchersto accessthe account of Fitbit website
[22] and monitoring of sync status between the Fitbit app and
theindividual patient’s Fitbit tracking device. At the end of the
study, we will separate the account from the device and allow
each participant to have their own account.

Anthropometric and Biochemical M easurements

Height and weight are measured with the subject in light
clothing and without shoes to the nearest 0.1 cm and 0.1 kg,
respectively. Body massindex is calculated astheratio of weight
and to the sguare of height (expressed in kilograms per square
meter). Blood pressure and heart rate were measured on the
right arm with the subject in a seated position. Serum levels of
blood urea nitrogen, creatinine and glucose were measured by
automated standard laboratory methods (Hitachi 747; Hitachi,
Tokyo, Japan). Serum total protein, albumin, total bilirubin,
alkaline phosphatase, aspartate aminotransferase, and aanine
aminotransferase were measured with an autoanalyzer
(TBA-200FR; Toshiba, Tokyo, Japan). For TFT, concentrations
of serum T4 (DiaSorin, Saluggia, Italy) and thyroid-stimulating
hormone (TSH; CIS Bio International, Gif-sur-Y vette, France)
were measured using immunoradiometric assays. The free T4
assay had an analytical sensitivity of 0.05 ng/dl, while that for
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TSH had an analytical sensitivity of 0.04 mlU/I and afunctional
sensitivity of 0.07 mlU/I. The reference ranges for free T4 and
TSH were 0.89-1.79 ng/dl and 0.3-4.0 mIU/I, respectively.
Thyrotoxicosis was defined based on the results of the TFT:
that is, overt thyrotoxicosis was defined as high free T4 and
low TSH, and subclinical thyrotoxicosis as hormal free T4 and
low TSH. All subjects were examined for the presence of
anti-TSH receptor antibody by radioimmunoassay (Cis Bio
International) and the cutoff for positivity was >1.0 U/ml.

Outcome M easures

The primary goal of this study isto verify the changes in heart
rate, physical activity, and sleep-related values generated from
wearable devices during the clinical course of thyrotoxicosis.
We will compare these device-generated data with
conventionally evaluated symptoms and signs and analyze the
relationships between each parameter and disease status.

Heart Rate

Using the heart rate data recorded by the device and provided
by the Fitbit database mentioned below, we will analyze all
summary and detailed heart rate data including resting heart
rate for the study duration.

Physical Activity

We will analyze all summary and detailed data for physical
activity, including total steps per day and total moving distance
per day in both the horizontal and vertical directions.

Sleep
Wewill analyze the leep dataincluding total time asleep, total
number and time of awakening, and sleep efficiency, which is

Figure 2. Examples of downloaded heart rate data. Summary.
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calculated as the total time asleep divided by the total timein
bed. We will also assess the data for “minutes to fall asleep”
using the app mentioned above.

Data Collection

We can download interday summary and intraday detailed data
for heart rate, physical activity, and sleep from the Fithit
database in JSON format using an app programming interface
whichisprovided by Fithit [23]. An example of the downl caded
datais shownin Figures 2 and 3.

Data Analysis

To compare variables between the patient and control groups,
we will use the Mann—-Whitney test or Student’s t test for
continuous variables and the chi-square test for categorical
variables. Repeated-measures ANOVA or the Friedman test
will be used to analyze the changes in TFT, blood pressure,
heart rate, and physical indices measured by wearable devices.
The rel ationships between disease status and heart rate, physical
activity, and sleep will be derived from the linear model of
generalized estimating equation (GEE) analyses. Models to
prediction thyrotoxicosis will incorporate variables related to
heart rate, physical activity, and sleep derived from the binary
logistic model of the GEE analyses. Odds ratios with 95%
confidence intervals will be computed per standard deviation
increase in these variables in relation to the risk of
thyrotoxicosis. All statistical analyses will be performed using
IBM SPSS Statistics (version 20.0; IBM Corp, Armonk, NY,
USA) and R (version 3.3.3; The R Foundation for Statistical
Computing, Vienna, Austria).

Rest, | Nermal Fat Burn Cardio Peak
pate :::: m‘: m:x Calories Minutes ::: E;x Calories | Minutes m‘: :‘; * | calories | Minutes m‘: E;x Calories | Minutes
2017-04-21 | 66 30 |88 1249.18612 | 992 88 | 123 |799.0346 | 307 123 | 150 |0 0 150 (220 |0 0
2017-04-22 | 65 30 |88 1277.5945 | 1168 88 | 123 |467.44698 | 224 123 | 150 |0 0 150 | 220 |0 0
2017-04-23 | 68 30 |88 88 | 123 |1081.5532 | 368 123 | 150 |0 0 150 | 220 |0 0
2017-04-24 | 65 30 |88 8 |123 |692.05318 | 282 123 | 150 |20.3476 |4 150 | 220 | 14.55636 | 2
2017-04-25 | 64 30 88 88 123 123 | 150 |0 0 150 | 220 (O 0
2017-04-26 | 63 30 |88 B8 | 123 123 | 150 |0 0 150 | 220 |0 )
2017-04-27 | 65 30 |88 1050.48398 | 987 88 |123 123 | 150 |9.23468 |2 150 | 220 |0 0
2017-04-28 | 66 30 |88 1267.73374 | 107 88 |123 |690.95754 123 | 150 |0 0 150 | 220 |0 0
2017-04-29 | 66 30 |88 1005.56274 | 1001 88 | 123 |777.35658 | 310 123 | 150 |5.32168 |1 150 | 220 |0 0
2017-04-30 | 67 30 |88 1043.51884 | 994 88 |123 |678.35768 | 321 123 | 150 |11.26944 |2 150 | 220 |0 0
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Figure3. Examples of downloaded heart rate data. Intraday.
HEART RATE DATE/TIME | VALUE | 2017-04-2100:02:00 |64 2017-04-21 00:04:00 | 63
2017-04-21 00:00:00 | 64 2017-04-2100:02:10 |65 2017-04-21 00:04:10 | 65
2017-04-21 00:00:10 | 65 2017-04-2100:0220 |64 2017-04-21 00:04:25 | 65
2017-04-21 00:00:25 | 65 2017-04-21 00:02:30 |65 2017-04-2100:04:30 | 66
2017-04-21 00:00:40 | 65 2017-04-21 00:02:40 |66 2017-04-2100:04:45 | 66
2017-04-21 00:00:50 | 64 2017-04-21 00:0255 | 66 2017-04-21 00:04:50 | 67
2017-04-21 0001:00 | 65 2017-04-21 00:03:00 |65 2017-04-21 00:05:05 | 67
2017-04-21 0001:15 | 65 2017-04-21 00:03:10 |65 2017-04-21 00:05:10 | 66
2017-04-21 00:01:20 | 64 2017-04-21 00:03:25 |65 2017-04-21 00:05:20 | 65
2017-04-21 00:01:35 i) 2017-04-21 00:03:30 64 2017-04-21 00:05:30 64
2017-04-21 00:01:40 | 64 2017-04-21 00:0345 |64 2017-04-21 00:05:40 | 65
2017-04-21 0001:50 | 65 2017-04-21 00:0350 |64 2017-04-21 00:05:55 | 65

Results

Study enrollment began in December 2016. The recruitment of
the patient group was completed, and two of thetotal 30 patients
were excluded. One discontinued the study because of a skin
reaction to the device (Fithit Charge HR) on the wrist, and one
patient was dropped from the study because of poor compliance
in using the device. The remaining 28 patients and all controls
completed the study. The data collection process was completed
by August 2017. We expect to report the data analysis results
in early 2018.

Discussion

In this prospective, observational study, we will investigate the
clinical applicability of wearable device-generated data to the
management of thyrotoxicosis by anayzing continuously
monitored data for heart rate, physical activity, and sleep for
patients with thyrotoxicosis during their clinical course after
treatment.

Monitoring heart ratein patients with thyrotoxicosisisrequired
because pal pitations or tachycardiaare among the most common
symptoms of thyrotoxicosis [24]. However, heart rate
measurement only in the clinic isnot enough to obtain valuable
information about the disease status because heart rate can be
affected by various physical, mental, and circumstantial factors.
Therefore, continuous monitoring of heart rate and physical

activity using wearable devices can generate much more precise
dataabout heart rate. For example, conventionally, resting heart
rate is measured after at least 10 minutes of lying position and
it can vary with patients emotion, body position, or air
temperature. Wearable devices continuously measure patients’

heart rate and activity and calculate resting heart rate according
to the algorithm they have. Generaly, resting heart rate of a

http://www.researchprotocols.org/2018/2/e49/
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specific day can be calculated from all heart rate datawhich are
recorded in the time windows with no physical activity during
at least 10 minutes (the algorithm can weight to the heart rate
datarecorded in sleep time). Although user’s heart rate still can
be affected by other factors mentioned above, this method based
on “high-definition data’ can generate more consistent and
precise data.

Abnormalities in sleep regulation often occur in patients with
thyrotoxicosis [25]. However, there are few reports that
specifically address sleep problem related to thyrotoxicosis.
Sridhar et al performed aretrospective review of medical records
to assessthe quality of deep in patientswith thyrotoxicosisand
found that thyrotoxicosis was associated principally with
difficulty falling asleep and maintaining sleep, and that these
were related to hyperkinetic features (tremor, appetite change,
bowel disturbances) [26]. In our study, we will analyze various
indexesrelated to sleep prospectively according to later changes
in thyroid function, which will provide valuable information
on the relationship between the quality of sleep and thyroid
function.

Patients with hyperthyroidism exhibit a characteristic resting
tremor and self-reported increasein voluntary physical activity,
heat intolerance, and weight loss [27]. Studies on physical
activity and hyperthyroidism in humans have been rarely
reported. A study of rats focused on whether physical activity
increases because of hyperthyroidism and found that the thyroid
hormone excess was associated with increased voluntary
physical activity [28]. There are many waysto measure physical
activity in humans, such as accel erometers, pedometers, heart
rate monitors, and armbands, but thisis quite complex [29]. It
is also important to choose the most appropriate method for
obtaining the data we intend to collect because none of these
methods alone can assess al facets of physical activity.
Moreover, because thyrotoxicosis can increase heart rate,
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assessing physical activity using only heart rate monitoring is
not suitable for this study. Therefore, wearable deviceswith an
accelerometer, global positioning system, and heart rate sensor
in one device will provide more accurate physical activity data.

The major strength of this study is that it is the first study to
monitor heart rate, physical activity, and sleep throughout the
day using commercially available wearable devices in patients
with thyrotoxicosis. This study a so has someimportant clinical
implications. We expect that the data derived from the
continuous monitoring of theseclinical parameterswill be useful
for the differential diagnosis of thyrotoxicosis. The two most
common causes of thyrotoxicosis are Graves disease and
thyroiditis. Although the clinical symptoms and signs tend to
be more abrupt in patients with thyroiditis, clinically it is
difficult to distinguish these through conventional interviews
and physical examination. Therefore, continuously collected
“high-definition data’ should help to differentiate the clinical
presentation according to the cause of thyrotoxicosis. If so, this
will savetime and cost in not having to perform the biochemical
and radiological tests currently needed to make the differential
diagnosis.

We also expect that these high-definition data may be useful
for predicting the therapeutic response and clinical course. After
starting the medication, patients must repeat blood testing for
thyroid hormone levels every 1 or 2 months. If the dose of
medication is insufficient or the disease is unresponsive to the
medical treatment, the patient must enduretheclinical symptoms
until the next visit. Ideally, more frequent tests will provide
more detailed information about the clinical course, but more
frequent tests al so inconvenience the patient and add to the cost.
Being ableto monitor the clinical course using biosignals from
wearable devices may provide patients with faster and more
accurate interventions during the treatment and follow-up
process. In addition, if these detailed clinical parameters
accurately reflect the changes in thyroid function, we expect
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that the recurrence of thyrotoxicosis may be detected earlier.
We hope that the results of this study will allow us to develop
appsto calculate the real-timerisk of thyrotoxicosisfor patients
who discontinue their medication and therefore encourage the
patient to attend the clinic promptly to receive the diagnosis of
and treatment for recurrent thyrotoxicosis.

There are some limitations, which should be considered when
interpreting the results. First, to control their symptoms, about
50% of the patients with thyrotoxicosis have been prescribed
the nonsel ective beta-blocker propranolol with arelatively short
duration of action. However, patients in the current study who
have been prescribed medications have so far reported that they
have not taken it continuously for more than 1 day; the drug's
maximum effects appear 60-90 minutes after oral administration
[30]. The heart rate will be monitored constantly even when it
is not expected to be affected by the propranolol taken.
Therefore, the effect of beta-blockade on the primary outcome
of this study should be minimized by recording the date and
time of taking each propranolol dose. In addition, the small
sample size and single study sitewill provide useful results, but
the study will need to be replicated with more participants and
study sites.

The technologies to measure and analyze biosignals have not
been developed fully, but have been extended from specific
medical uses, such as in intensive care units or surgical
monitoring, to everyday life. This evolution of technologies
will eventualy allow for easy, effective, and continuous
monitoring of chronic diseases. Thyrotoxicosis changesvarious
biosignalsincluding heart rate and physical activity through the
effect of excessive thyroid hormone. Currently available
commercial wearable devices are expected to detect these
changes in biosignals in thyrotoxic patients. We expect our
study to provideclinical evidence of the usefulness of wearable
devices for managing thyrotoxicosis.
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Abstract

Background: Thereisasubstantial need for youth electronic mental health (e-mental health) services. In addressing this need,
our team has developed a hovel moderated online social therapy intervention called enhanced moderated online socia therapy
(MOST+). MOST+ integrates real -time, clinician-delivered Web chat counseling, interactive user-directed online therapy, expert
and peer moderation, and private and secure peer-to-peer socia networking. MOST+ has been designed to give young people
immediate, 24-hour access to anonymous, evidence-based, and short-term mental health care.

Objective: The primary aims of this pilot study were to determine the feasibility, acceptability, and safety of the intervention.
Secondary aims were to assess prepost changesin key psychosocial outcomes and collect qualitative data for future intervention
refinement.

Methods: MOST+ will be embedded within eheadspace, an Australian youth e-mental health service, and will be evaluated via
an uncontrolled single-group study. Approximately 250 hel p-seeking young people (16-25 years) will be progressively recruited
to the intervention from the eheadspace home page over the first 4 weeks of an 8-week intervention period. All participants will
have accessto evidence-based therapeutic content and integrated Web chat counseling. Additional accessto moderated peer-to-peer
social networking will be granted to individuals for whom it is deemed safe and appropriate, through a three-tiered screening
process. Participantswill be enrolled in the MOST+ intervention for 1 week, with the option to renew their enrollment acrossthe
duration of the pilot. Participantswill complete asurvey at enrollment to assess psychological well-being and other mental health
outcomes. Additional assessment will occur following account deactivation (ie, after participant has opted not to renew their
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enrollment, or at trial conclusion) and will include an online survey and telephone interview ng psychological well-being
and experience of using MOST+.

Results: Recruitment for the study commenced in October 2017. We expect to have initial results in March 2018, with more
detailed qualitative and quantitative analysesto follow.

Conclusions: Thisisthefirst Australia-wide research trial to pilot an online social media platform merging real-time clinical
support, expert and peer moderation, interactive online therapy, and peer-to-peer social networking. Theimportance of the project
stems from the need to devel op innovative new models for the efficient delivery of responsive evidence-based online support to
hel p-seeking young people. If successful, this research stands to complement and enhance e-mental health servicesin Australia

(JMIR Res Protoc 2018;7(2):e48) doi:10.2196/resprot.8813
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Introduction

Relative to the burden of disease, engagement rateswith mental
health servicesfall disappointingly below those for physical ill
health [1]. Thisis especially true for young people aged 16 to
25 years—aperiod known for the peak onset of high prevalence
and severe mental disorders such as depression and anxiety [2].
Given young people’'s enthusiasm for Web-based
communication, the development of innovative, online
psychosocial interventions may assist to improve treatment
acceptability and access for young people experiencing mental
ill health [3]. Furthermore, social networking sites are rapidly
becoming an essential avenue for social communication and
support [4] and are likely to be pivotal to youth engagement
with mental health services[5].

Mobileand digital technologies are devel oping at a phenomenal
rate and hold great promise for influencing and transforming
treatment delivery for emerging mental health conditions [6].
Thesetechnologies can be particularly useful for young people,
as individuals under 25 years are by far the greatest users of
internet resources [7]. For instance, over 95% of young
Australians use the internet daily, and 97% have access to
mobile phones, most of which are internet-enabled [8].

Although young people tend to nominate face-to-face support
as their preferred mode of help-seeking for depression [9], a
significant number indicate preference for online intervention
because of the added anonymity and immediacy associated with
the online environment [10]. Given their ability to transcend
geographical boundaries and provide 24-hour accessibility,
online interventions have the added potential to reach young
people who may not be able or inclined to seek help from
traditional sources[11,12].

In recent years, a range of online interventions have been
successfully trialed for the management of anumber of mental
disorders, with research supporting the efficacy of these
interventions in alleviating anxiety and depressive symptoms
[13-15]. Online interventions have been reported as being as
effective asface-to-face therapy [11], and anumber of countries
now recommend the use of online interventions within clinical
guidelinesfor the treatment of high prevalence mental disorders
such as depression [16].

http://www.researchprotocols.org/2018/2/e48/

At present, electronic mental health (e-mental health) services
provide either nonclinical peer-to-peer support or clinical
support or online therapy with no integrated online social
networking and peer support or moderation [17-19]. In 2011,
Australia’'s  headspace—National Youth Mental Health
Foundation (headspace) began providing an e-mental health
service (eheadspace) to extend the enhanced primary care
services that had been provided through headspace centers
across Australiasince 2006 [12]. The headspace centers provide
youth-friendly and low-stigma accessto mental health care and
have been effective in improving the mental health outcomes
of those who accesstheir services[20]. The eheadspace service
delivers online chat, email, and telephone counseling provided
by qualified clinicians at no cost to the young person in an effort
to support young Australians who are unable or disinclined to
seek professional support in person [12]. The eheadspace service
is very popular among young Australians with over 25,000
clinical contacts per year across the country. Given the high
demand and acceptability of thisservice, the next generation of
eheadspace could harness the potential of Web 2.0 by fully
integrating online professional support with high-quality,
engaging, user-directed therapy and peer-to-peer social
networking capability. These innovations have the potential to
cater for the needs and preferences of more young people and
provide a 24/7 therapeutic environment that extends beyond
1:1 clinical support to enable its scalability.

We have pioneered a new model of online behavioral
interventions entitled Moderated Online Social Therapy (MOST)
[21-27]. The MOST model integrates (1) Peer-to-peer online
social networking, (2) Individually tailored interactive
psychosocial interventions focused on using and developing
self-identified strengths, and (3) Involvement of expert mental
health and peer moderators to ensure the safety of the
intervention. This model has been successfully piloted with
young people experiencing first episode psychosis (the Horyzons
study [21]) and major depression (the Rebound study [25,27]),
as well as with carers of young people recovering from afirst
episode of psychosis (the Altitudes study [23]) and diagnosed
with anxiety or depression (the Meridian study [24]).

To meet the specific needs of young people accessing
eheadspace services, the MOST model has been upgraded to
integrate Web chat services provided by eheadspace within a
secure online social mediaenvironment. Referred to asMOST +,
this enhanced moderated online social therapy model offers
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short-term interventions that capitalize on anonymity, social
networking, and the broad availability and comparative low
cost of social media—based interventions. By supplementing
Web chat and telephone services with a wider array of online
support, MOST + stands to offer young people accessto multiple
modes of therapy, catering to the needs of different individuals.

Primary ams of the MOST+ pilot (Trial Registration:
ACTRN12617000370303) were to determine the feasibility,
acceptability, and safety of the intervention for young people
aged 16 to 25 yearswho have accessed eheadspace servicesfor
mental health support. A secondary aim of the project was to
assess changesin key psychosocial outcomes (ie, psychological
distress, functional impairment, satisfaction with life, mental
well-being, socia support and isolation, and strengths use and
knowledge) from the point of engagement to post intervention.

Methods

Study Design and Setting

In this single-group prepost pilot, the MOST+ intervention is
embedded within existing eheadspace services. eheadspace is
anational, federally funded e-mental health service for young
Australians. eheadspace providesayouth-friendly, confidential,
and free internet-based mental health support and information
service. The eheadspace service is professionaly staffed by
qualified and supervised clinicians offering synchronous Web
chat, email support, and telephone-based mental health
intervention to young people aged 12 to 25 years Australia-wide.
Clinicians working within the MOST+ platform will be based
at the eheadspace operation center. They will be alied health
professionals (eg, clinical and generalist psychologists, social
workers, occupational therapists, and mental health nurses) who
have specidist training and experience in the delivery of
emental health support to young people in distress.
Approximately 20 eheadspace clinicianswill betrained for the
MOST+ study, with two or three clinicians rostered on to
provide support via MOST+ per day.

Ethics, Consent, and Permissions

Research ethics approval for the MOST+ pilot was provided
by the University of Melbourne Human Research Ethics
Committee; Ethics1D: 1545798. All participantswill berequired
to provide informed online consent.

Participants

Inclusion criteria for participants will reflect the real world
clinical characteristics of young people accessing e-mental
health support, that is, (1) Help-seeking young people with
concerns about their own mental health, (2) Age of 16 to 25
years inclusive, and (3) Ability to give informed consent and
comply with study procedures. By the age of 16 years, young
people in Australia are considered able to make independent
decisions regarding their health care [28]. An age range of 16
to 25 years reflects the agency of young people to make their
own health service choices, while ensuring the age
appropriateness of thetherapeutic material and socia networking
features of the MOST + platform. Existing eheadspace clients
meeting these criteria will be dligible to use the MOST+
intervention.
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Consistent with current eheadspace practice, participants will
not be excluded from the study on the basis of clinical
characteristics. However, the following exclusions will apply
for access to the social networking component of the
intervention: (1) acute risk of self-harm requiring urgent
intervention (ie, suicidal ideation with a current plan and intent
to enact this plan) indicated by a young person in Web chat or
by endorsing screening questions 7 and 8 in the registration
survey; (2) an eheadspace clinician, in consultation with a
supervisor, deems participation in the MOST+ social network
likely to interfere with appropriate clinical management of
mental health symptoms (eg, psychosis) or increaserisk of harm
to self or others (see Figure 1); and (3) inability to confirm age
and conduct induction via research assistant (RA) telephone
contact.

Recruitment

Participants will be progressively recruited into the study, via
an opt-in process, at point of entry to eheadspace through alink
on the home page [29]. This link will be active during times
when eheadspace clinicians are available on the MOST+
platform (ie, 4 PM to midnight Australia Eastern Daylight
Time). Given high monthly eheadspace Web chat traffic (ie,
>1000 new users aged 16-25 years), a recruitment period of
approximately 4 weeks is considered adequate to ensure that
the target of 250 participants is achieved. The availability of
MOST+ will be highlighted on the eheadspace home page
throughout the recruitment period. Study information will
indicate beneficial features associated with theintervention (ie,
instant accessto specifically designed therapy content, potential
access to social or emotional support from other help-seeking
young people, clinicians, and peer moderators via the social
network).

I ntervention

Participantswill use MOST+, aninteractive, purpose built online
platform designed to deliver responsive evidence-based support
to help-seeking young people. The intervention is designed to
better meet the increasing demand for youth e-mental health
support and is not intended as a replacement for recommended
treatments for ongoing mental illness.

Accessing Enhanced Moderated Online Social Therapy

Only young people who indicate online that they understand
and consent to study procedures will continue to the online
MOST+ registration survey. This survey will assess outcomes
at baseline and will consist of items administered within the
registration process for standard eheadspace services, with
additional questionsincluded to assess all outcomes (see Table
1). Thiswill take approximately 10 min to complete. Following
this survey, al users will be granted access to rea-time,
clinician-delivered Web chat and user-directed psychosocial
interventions (ie, partial access). Additional accessto moderated
peer-to-peer socia networking (ie, full access) will be granted
based on athree-tiered screening process designed to determine
the safety and appropriateness of this component of the
intervention for each user. Further details of the procedures for
intervention implementation are provided in Figure 2.
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Figure 1. Enhanced moderated online social therapy (MOST+) intervention safety algorithm. RA: research assistant.
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* Appropriate member of the clinical or research team

Partial Access and Strengths

Partial access will comprise access to clinician-delivered Web
chat counseling between 4 PM and midnight Australia Eastern
Standard Time and 24/7 access to interactive psychosocial
interventions. MOST+ adopts a strengths-based approach [45]
through which users are guided and prompted to identify,
discuss, and exercise key personal strengths within the online
socia environment and in real life to foster positive mood,
enhance socia connectedness and self-efficacy, and build
resilience. This approach is based on the novel positive
psychology model which proposes that psychosocial
interventions should aim to build strengths, meaning, and
purpose, as well as relieve symptoms. Participants will be
prompted to choose their top five strengths from alist of 24 on
the MOST + platform. Each strength is presented with animage
and a short description to help participants choose those which
apply to them best.
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Therapy Steps

Psychosocia interventions in MOST+ take the form of brief
therapy comics, caled “Steps,” designed to guide the user
through various situations and address salient concerns for the
broad population of young peopl e seeking eheadspace services
(eg, managing immediate distress, identifying depression and
anxiety, accessing offline social and professional support,
substance abuse, and vocational choices). Participantswill also
have access to short descriptions of specific actions, called “Do
its,” which can be completed to practice using their personal
strengths. Therapeutic content in MOST+ is informed by
evidence-based psychosocial interventions developed by our
group using participatory design principles[46,47]. INMOST+,
content has been adapted to address salient concerns for the
broad population of young peopl e seeking eheadspace services.
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Table 1. Schedule of assessments.
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Measures Assessment time point
Baseline Follow-up
Self-report assessments
Demographics questionnaire® o
Internet usage
Presenting probl ems® 0
Kessler Psychological Distress Scale (K10)2[30,31] 0 O
Functional impairment? o O
3 items from the Warwick-Edinburgh Mental Wellbeing Scale?[32] 0 0
Satisfaction with Life Scale®[33,34] U U
UCLA Loneliness Scale [35,36] O O
Friendship Scale [37] g
Strengths Use and Knowledge Scale [38,39] O O
Patient Health Questionnaire-9 [40] (depression) g
Freiburg Mindfulness Inventory [41] | O
Perceived Stress Scale [42] g
Basic Psychological Need Satisfaction Scale [43,44] O O
User experience assessments
MOST+C usability questionnaire O
Semistructured phone interview O
Online usage monitoring Throughout trial Throughout trial

8A ssessment items included in the eheadspace Minimum Data Set (MDS).

bAssessed usi ng six eheadspace MDS items and one additional item used to identify users who require urgent clinician-delivered Web chat on the basis

of possible clinical risk.
®MOST+: enhanced moderated online social therapy.

Social Networking

In addition to this content, participants with full accesswill be
able to communicate with other users and peer moderators in
“The Café” and “Talk It Out” sections of the MOST+ platform.
The“cafe’ includes aWeb feed (or news feed) where usersand
moderators can create posts to share thoughts, information,
pictures, and videos and respond to other users posts by
commenting or “liking” content. The system includes a
“network” (similar to a “friends’ function on Facebook) that
displays personalized profilesfor all active members. Userscan
also communicate in a collaborative problem-solving forum
called“Talk It Out.” Participants can suggest topics and discuss
solutions with moderators and other young people. Moderators
will encourage usersto define the problem, brainstorm possible
solutions, identify pros and cons, and summarize possible
choices. Thisfunction uses an evidence-based, problem-solving
framework and has been pil oted successfully within the MOST
model [21].

Duration of Access

Regardless of level of access, all participants will be enrolled
inthe MOST+ intervention for 1 week, with the option to extend

http://www.researchprotocols.org/2018/2/e48/

their enrollment on aweekly basis acrossthe study intervention
period. Thus, participants period of enrollment in the
intervention will range from a minimum of 1 week to a
maximum of 8 weeks. Participants will be able to reactivate an
expired account at any time during the study intervention period,
and this will be treated as a second episode of care. Following
the conclusion of the pilot study, participantswill be redirected
to eheadspace if they attempt to log into the MOST+ platform.
See Figure 3 for examples of participants' possible enrollment
time lines, with each colored line representing a different
potentia time line over the duration of the pilot.

Acute Risk

Any signs of possible acute risk or inappropriate use of the
MOST+ system will be discussed with the principal investigators
(Pl1s). eheadspaceclinical staff, in consultation with the MOST+
coordinating investigators, will decide whether to withdraw
participants from the pilot, and this will be communicated to
the participant by the most appropriate member of the clinical
or research team. A return to partia access, with close
monitoring by the MOST+ clinicians, will be implemented in
preference to full withdrawal wherever possible.
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Figure 2. Study procedure. MOST+: enhanced moderated online socia therapy; RA: research assistant; TAU: treatment as usual.
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Figure 3. Example participant timelines through the enhanced moderated online socia therapy (MOST+) intervention. RA: research assistant; SMS:

short message service.
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featureswithin MOST+. Clinicianswill facilitate real-time Web
_ _ chat sessions via a function within the MOST+ platform.
integrated  with  eheadspace Web chat involves clinician-delivered online

social networking

counseling in real time and is focused on reducing immediate

JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e48 | p.168
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

distress, supporting positive self-care, and facilitating referral
to additional supports where appropriate. Web chat may also
include therapeutic interventions targeting high prevalence
mental health conditions and coordinated care responses for
complex and high risk clients. Wherever appropriate at the
conclusion of a Web chat session, MOST+ clinicians will
suggest that users complete specific, relevant content from
within the online platform based on the context of their chat
session. This will be bolstered outside of the live Web chat
sessions by the clinicians, who will engage active users with
therapeutic content by posting links within the socia network,
or via messaging for those participants without access to
peer-to-peer social networking.

M oder ation

The MOST+ social network incorporates two types of
moderation: expert moderation by eheadspace clinicians and
peer moderators. Moderation will follow a manualized,
theory-driven model (ie, the supported accountability model),
which has been successfully utilized in previousMOST studies
[21,25] to encourage use of the platform through participants
sense of accountability to atrustworthy and experienced online
“coach” [48]. MOST+ peer moderation has been informed by
social cognitivetheory and recent evidence from the computing
and information systemsfield, which posit that peer moderators
can model appropriate online behaviors through demonstrating
desired actions and behaviors [49].

MOST+ clinicianswill monitor new contributionsto the network
for indicators of clinica risk. The socia network will be
moderated by an on-duty MOST+ clinician daily. Safety checks
will be undertaken during weekdays and also on weekends.
MOST+ clinicianswill receiveinitial training from experienced
clinicians from the research team, and will be in close contact
throughout thetrial. Clinicianswill receive regular supervision
throughout the trial from their usua eheadspace shift
Supervisors.

Peer moderation will be conducted by “super users,” who will
be active members of the MOST+ social network, providing
guidance and peer-to-peer support and fostering hope and
empowerment [50]. Their role will include welcoming new
members of the socid network and modeling positive
engagement with the system. Super users will post content and
interact with other usersin The Café and guide problem-solving
discussionsin Talk It Out. Individuals eligible to become super
users will be aged 16 to 25 years and known to be in the later
stages of recovery following arecent lived experience of mental
ill health, as indicated by the youth participation coordinator
within Orygen, The National Centre of Excellence in Youth
Mental Health. A precondition of super users’ involvement is
the development of a plan indicating early warning signs. For
example, a super user may identify patterns of irritability,
withdrawal, and sleep disturbance as early warning signs for
more significant distress.

Super users are trained in how to use the MOST + platform and
employed to moderate discussions and hel p participantsusethe
site. Eligible young people will be selected to become super
usersif they can demonstrate viaan interview processthat they
have (1) Comprehensive self-care strategies, (2) Nominated
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support services or people, and (3) Self-awareness of early
warning signs indicating possible wellness fluctuation. The
interview process will be facilitated by an experienced youth
participation coordinator at Orygen and will provide an
opportunity to ensure that all selected super users have a clear
understanding of their role and are eager and able to meet the
time commitmentsinvolved. Consistent with the Orygen Youth
Health policy for peer support workers, MOST+ super users
will be treated as “reimbursed volunteers” and compensated
AUS $30 per hour for training, supervision meetings, and
moderation shifts.

Moderation integrity will be ensured through a detailed
moderation manual. The research team will regularly review
recorded Web chat sessions and contributions to the MOST+
socia network to assess clinician adherence to the moderation
manual and identify areas for discussion within supervision
meetings.

Supervision with MOST+ peer moderatorsand cliniciansduring
the course of the pilot will provide ongoing opportunities to
receive feedback and collaboratively identify opportunities for
further improvements to the intervention. At the conclusion of
the pilot, all MOST+ clinicians and peer moderators will be
invited to attend an audio-recorded focus group or individual
interview that will be aimed at gaining detailed feedback on
their experience of providing support within the MOST+
platform. Information gained through this process will indicate
the acceptability of MOST + from moderators' perspectivesand
be used to further refine the intervention and moderator training
resources before any future implementation of MOST+.

User Anonymity and Privacy

The MOST+ platform has been designed to maximize user
privacy and choice within the social network. Participants are
able control their level of identification within the network (ie,
first name and/or photo, or complete anonymity). Should a
participant become concerned about their privacy during their
course of participation, they are ableto “switch off” their profile
to hide al of their past activity within “The Café” and
anonymize their contributions to “Talk It Outs” With the
exception of the research and clinical team, user contributions
to the network are viewabl e by current members of the network
only. In addition, user activity (eg, postsand profileinformation)
is not permanent within the network. That is, users’ accounts
are renewed on a weekly basis through a user driven “opt-in”
system, and all user activity is automatically hidden from the
social network for those who choose not to renew their account.
Although users are able to reactivate their account and regain
their profile information at any point, all other user activity is
permanently removed following a 4-day grace period during
which users can reactivate their account. Users will be made
aware that any user activity information that disappears from
the social network isretained by the researchersfor the purpose
of analysis.

Outcomes

The primary outcome variables will be intervention feasibility,
acceptability, and safety. Assessment of intervention feasibility
will involvereviewing alog of participants accessto, and usage
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of, the MOST+ platform. Access data will include the number
of participants recruited and retained through the study,
participants’ level of access, reasons for maintained partial
access following initial intervention enrollment, and details of
any full or partial withdrawals from the intervention. Usage
data will include the number of log-ins, steps completed, and
contributionsto Talk It Out and The Café. Thisisthefirst study
piloting an intervention of this nature and scale for help-seeking
young people and, as such, registration and usage rates are
difficult to predict. For thisreason, an a priori criterion for the
number of active usersthat would indicate study feasibility has
not been defined.

Acceptability will be assessed at follow-up using specialy
designed questions administered within a semistructured
feedback interview. Acceptability will be considered achieved
if (1) Participants provide ratings of the MOST+ platform
averaging above three out of five across feedback questions
regarding ease of use, relevancy, helpfulness, and overall
experience; (2) At least 60% of participants report that the
MOST+ intervention provided timely, relevant, and helpful
support at semistructured follow-up interview; and (3) At least
80% of respondentswould recommend M OST+ to other young
people experiencing difficulties.

The pilot will be considered to indicate safety of the MOST+
intervention if (1) At least 90% of participantsreport the online
intervention to be safe via semistructured feedback interview
at follow-up; (2) None of the participants experience a serious
adverse event as a result of their engagement with the system
during their intervention period (ie, none of the participants
experience a dignificant deterioration in mental health or
self-harm in response to intervention content, as reported by
the participant or determined by treating health care
professionals); and (3) There are no unlawful entries into the
MOST+ system detected by study programmer during the
8-week pilot.

Asshown in Table 1, all secondary outcomes will be assessed
at both baseline and follow-up, with additional MOST+ user
experience items assessed at follow-up. Secondary outcome
variables will include self-report measures of perceived stress,
psychological distress, functional impairment, mental
well-being, satisfaction with life, social support and isolation,
strengths use, depression, mindfulness, and components of
self-determination theory. These outcomes have been chosen
asthey arerelevant to young peopl €'s perceptions of well-being
and quality of life and may be amenable to change via the
intervention. Strengths use represents a key target of MOST+
therapeutic content and will be investigated as a potential
mediator of pre- to postintervention changes to other assessed
indicators of psychosocial well-being. The registration survey
will aso include questions assessing frequency of internet use.

A number of additional quantitative and qualitative intervention
feedback items will be administered within a semistructured
telephone interview format at follow-up to gain a detailed
understanding of areasfor improvement within the system. The
interview questions are based on the user experience approach
as described by Bargas-Avila and Hornbaek [51]. Interviews
will alow the study RA to explore six themes: overall
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impressions of MOST+, patterns of system use, feedback on
specific aspects (eg, psychosocial interventions), Web chat and
moderation, interactions with other MOST+ users (if relevant),
and suggestions for system improvements.

Sample Size

Themajority of young peoplewho access eheadspace make use
of the service on one or two occasions only, and a primary
objective of MOST+ is to facilitate responsive and effective
intervention within this short window. To mirror likely
real-world implementation of the MOST+ model, we will also
be recruiting young peopleto the onlineintervention regardless
of whether they can be contacted viatelephone within the first
week of study enrollment (see Figure 2). Although follow-up
periods will be tailored to participants initial period of
intervention engagement, it islikely to be challenging to retain
participants who have engaged only briefly and/or were unable
to be contacted via telephone at enrollment. A sample size of
approximately 250 participantswill therefore be necessary both
to provide an adequate buffer against attrition during the study
and to ensure that there is a sufficient number of active users
of MOST+ for the social networking aspect of the intervention
to function effectively throughout the 8-week pilot.

Data Collection and M anagement

All participants will receive one AUS $30 voucher as
reimbursement for their time in completing registration and
another for completing follow-up. Follow-up assessment will
occur approximately 4 days after initial account deactivation
(ie, 4 days after a user has opted not to renew their account for
an additional week). For those participantswho maintain active
enrollment across the intervention period, follow-up will occur
as soon as possible following conclusion of the pilot. The exact
duration of follow-up cannot be estimated as the number of
participantsenrolled in MOST+ will not be capped. To minimize
attrition, participants will receive a short service message
notification that their online follow-up survey is due and will
be able to complete survey items either online or viatel ephone.
Participants who do not complete the follow-up survey will be
reminded viaphonecall by an RA. Both baseline and follow-up
assessments will be designed to minimize participant burden,
while ensuring that requirements for the eheadspace Minimum
DataSet (MDS; ie, routine dataabout each occasion of service)
are met.

The MOST+ system and data generated through participants
use of the online platform will be hosted on a secure University
of Melbourne Web server. Data collected via online surveys
and telephoneinterviewswill be entered electronically and also
centrally stored on a University of Melbourne Web server. At
the conclusion of the study, thisdatawill be exported and stored
securely in a password protected file on the server at Orygen.
In addition, data collected as part of eheadspace MDS
requirements will be provided to headspace at the conclusion
of the study. For each MOST+ account, clinical content collected
via Web chat and surveys will be copied into an eheadspace
account to ensure continuity of care should the participant
continue using eheadspace services post trial.
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All of the PIswill have access to the final pilot dataset for the
purpose of characterizing the participant sample, characterizing
the activity within the MOST+ system, and testing the study
hypotheses. The study RAswill also have access to the dataset
for the purpose of data entry and management. Expert
moderators and eheadspace clinicians working within MOST+
will have access to individual and aggregated usage data
available within the moderator interface.

Giventherelatively small scale, brief duration and primary aims
of assessing the feasibility, acceptability, and safety of the
intervention, an independent data safety monitoring committee
will not be established for this study.

Data Analysis

Frequency, duration, and patterns of use of MOST+ will be
tracked inreal time. Up-to-date chartswill be visible on demand
to MOST+ dtaff via the moderator interface of the online
platform. This data will be aggregated into simple descriptive
statistics to characterize participants' use of the intervention.
In addition, overall rates of MOST + participation and aggregated
data from the user feedback questionnaire will be compared
with the a priori acceptability and safety criteria to determine
success of the pilot. Supplementary paired samplest tests will
be conducted to assess pre- to postintervention changes to
outcomes. System usage will be examined as a covariate.

Harms

System and privacy protection will be monitored by the study
programmers. All attempts, both successful and unsuccessful,
to log into the site are recorded in a database table that can be
monitored. This table also informs a security mechanism
whereby if five incorrect log-in attempts are made from the
sameinternet protocol (IP) addresswithin a1-hour period, then
an email aerting the development team is sent, and log-in access
tothesiteisblocked for that | P addressfor the next hour. Online
safety will be monitored proactively by the MOST + clinicians,
with supervision from the senior researchers. MOST+ clinicians
will have the authority to respond to users reports of
inappropriate material within the online platform and to
automated email reports of posts that include potentially
offending material. eheadspace staff will respond to indications
of clinical risk according to the MOST+ safety algorithm (see
Figure 1).

Animportant function of eheadspace and MOST + isto facilitate
support, containment, and appropriate referral wherever possible
in instances of acute clinical risk. Successful implementation
of the MOST + clinical safety protocol will therefore be treated
as appropriate use of the intervention and will not be
automatically recorded as an adverse event. All activations of
the safety protocol will nevertheless be recorded and reviewed
by the coordinating investigators as part of ongoing monitoring
of the feasibility and safety of the intervention. In addition,
serious adverse eventswill be monitored, recorded, and reported
to the study sponsor and ethics committee in accordance with
Good Clinical Practice guidelines. Serious adverse events will
be tracked throughout the duration of the study. Serious adverse
events are defined as events that (1) Result in death, (2) Are
life-threatening, (3) Require inpatient hospitalization or
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prolongation of existing hospitalization, (4) Result in persistent
or significant disability or incapacity, or (5) Are other medically
important events or reactions.

For each moderateto high-risk case, eheadspace documentation
includes: (1) Thefacts of the case; (2) A clear opinion asto the
level of risk; (3) A rationale for this opinion; (4) A statement
of any consultations with carers and other involved agencies;
and (5) Completion of a care plan. This reporting process will
be followed by all eheadspace clinicians working within the
MOST+ interface, and case notes involving activation of the
MOST+ clinical safety protocol will be reviewed by the
coordinating investigators.

In the event that clinical deterioration in aresearch participant
is evident and attributable to usage of the MOST+ system, the
relevant MOST + clinician will communicate with the PIs. The
investigators will subsequently inform the ethics committee. In
addition, the coordinating investigators will inform the ethics
committeein the unlikely event of asecurity breach of theonline
platform which compromises the privacy of participant
information. The occurrence of either of these two events will
be taken to indicate an unacceptable safety risk of the MOST+
system, as per the a priori intervention safety criteria.

Results

Recruitment for the study commenced in October 2017. We
expect to haveinitial resultsin March 2018, with more detailed
gualitative and quantitative analyses to follow.

Discussion

The aim of this project was to pilot test the next generation of
eheadspace services. As such, MOST+ has been designed to
harness the popularity and high demand of eheadspace by
integrating astate-of -the-art online social media—based platform
that weaves together attractive evidence-based, therapeutic
content; peer moderation; peer-to-peer online socia networking;
and one-to-one online clinical support. Thisnovel platform has
the potential to deliver an enriched 24/7 youth-led therapeutic
environment that catersfor the needs of more young peopleand
increases the overall scalability of clinical e-mental health
services.

To date, we have devel oped and implemented the MOST model
for individuals, in particular clinical groups, who are already
in contact with mental health services [21,25]. The current
research will provide valuable insightsinto the implementation
of MOST on a platform accessible to young people whose
characteristics, including location, accessto face-to-face health
services, and mental health concerns, may vary considerably.
The flexibility required for MOST+ to be suitable and useful
for individuals with a range of concerns is built into the
platform. Specifically, the use of user-driven social networking
and problem solving and therapy content that focuses on users
positive traits and well-being are intended to ensure the
interventioniswidely applicable. Furthermore, with thisflexible,
online model of care, MOST+ could be implemented across
cultural and geographic boundaries.
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By investigating feasibility, acceptability, and safety, the data
from this pilot will indicate the suitability of progressing to a
large randomized controlled trial to assess the clinical
effectiveness and cost-effectiveness of this model. In addition,
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stepin providing nation-wide accessto integrated user-directed
psychosocial interventions, peer-moderated socia networking,
and clinician chat, this pilot study stands to advance clinical
e-mental health servicesin Australia

feedback from users, super users, and clinicianswill inform the
development of future MOST+ interventions, alowing for
improvements to both content and implementation. As a first

Thefinal trial dataset will beretained by Orygen, The National
Centre of Excellence in Youth Mental Health.
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Abstract

Background: Visua confirmation of a suspicious lesion in the urinary tract is a major corner stone in diagnosing urothelial
carcinoma. However, during cystoscopy (for bladder tumors) and ureterorenoscopy (for tumors of the upper urinary tract) no
real-time histopathologic information can be obtained. Confocal laser endomicroscopy (CLE) is an optical imaging technique
that allows for in vivo high-resolution imaging and may allow real-time tumor grading of urothelial lesions.

Objective: Theprimary objective of both studiesisto develop descriptive criteriafor invivo CLE images of urothelial carcinoma
(low-grade, high-grade, carcinomain situ) and normal urothelium by comparing CL E images with corresponding histopathol ogy.

Methods: In these two prospective clinical trials, CLE imaging will be performed of suspicious lesions and normal tissue in
the urinary tract during surgery, prior to resection or biopsy. In the bladder study, CLE will be performed in 60 patients using the
Cystoflex UHD-R probe. In the upper urinary tract study, CLE will be performed in 25 patients during ureterorenoscopy, who
will undergo radical treatment (nephroureterectomy or segmental ureter resection) thereafter. All CLE images will be analyzed
frame by frame by three independent, blinded observers. Histopathol ogy and CL E-based diagnosis of thelesionswill be evaluated.
Both studies comply with the IDEAL stage 2b recommendations.

Results: Presently, recruitment of patientsis ongoing in both studies. Results and outcomes are expected in 2018.

Conclusions: For development of CLE-based diagnosis of urothelial carcinoma in the bladder and the upper urinary tract, a
structured conduct of research isrequired. Thisstudy will provide moreinsight in tissue-specific CLE criteriafor real-time tumor
grading of urothelial carcinoma.

Trial Registration: Confocal Laser Endomicroscopy: ClinicaTrials.gov NCT03013894; https://clinicaltrials.gov
/ct2/show/NCT03013894term=NCT03013894& rank=1 (Archived by WebCite at http://www.webcitation.org/6wiPZ378l); and
Dutch Central Committee on Research Involving Human Subjects NL55537.018.15; https://www.toetsingonline.nl
/tolccmo_search.nsf/fABRpop?readform& unids=6B72A EGEBOFC3C2FC125821F001B45C6 (Archived by WebCite at
http://www.webcitation.org/6wwJQvgwh). Confocal Laser Endomicroscopy in the upper urinary tract; ClinicalTrials.gov
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NCT03013920; https://clinicaltrials.gov/ct2/show/NCT03013920? term=NCT03013920&rank=1 (Archived by WebCite at
http://mww.webcitation.org/6wi Pkjyt0); and Dutch Central Committee on Research Involving Human Subjects NL52989.018.16;
https://www.toetsingonline.nl/to/ccmo_search.nsf/f ABRpop?readf orm& unids=D27C9C3E5755CFECC12581690016779F
(Archived by WebCite at http://www.webcitation.org/6wvy8R44C).

(JMIR Res Protoc 2018;7(2):e34) doi:10.2196/resprot.8862
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confocal laser endomicroscopy; optical imaging; urothelial carcinoma; nonmuscle invasive bladder carcinoma; upper urinary
tract carcinoma; urothelial cancer grading; transurethral resection bladder tumor; ureterorenoscopy; nephroureterectomy; segmental

ureter resection; biopsy

Introduction

Urothelial carcinoma is the most common malignancy of the
urinary tract. The majority of these tumors are located in the
bladder and only 5% are located in the upper urinary tract [1].
For bladder cancer, direct visualization of the urothelium with
white light cystoscopy (WLC) isthe cornerstone for diagnosis
and follow-up. Despite its effectiveness and established role,
WL C haslimitations, such as, its diagnostic accuracy, especially
for carcinoma in situ (CIS) [2]. Histopathologic grading and
staging of urothelial carcinoma are essential for diagnosis,
prognosis and choice of therapy. However, red-time
histopathol ogic assessment is lacking during cystoscopy in an
outpatient setting as well as in the operating theatre. For upper
tract urothelial carcinoma (UTUC), ureterorenoscopy (URS)
with endoscopic biopsies of suspicious areas is considered the
diagnostic standard. Also for UTUC, histopathol ogic evaluation
isessential for prognosis and treatment sel ection as endoscopic
treatment is reserved for low grade tumors only [3]. Similar to
the diagnostics of bladder cancer, real-time histopathologic
assessment islacking during URS. The use of optical imaging
techniques, such as Confocal Laser Endomicroscopy (CLE),
may enable real-time optical biopsies to overcome these
limitations for bladder cancer and UTUC evaluation.

CLE isafiber optic probe—based imaging technique that enables
real-timein vivo optical sectioning of tissue. The Cellvizio CLE
system uses a low-energy 488 nm laser source. The presence
of a pinhole limits the detection to in-focus backscattered
fluorescent light, enabling high resolution imaging in asingle
horizontal plane. CLE imaging requires the administration of
a fluorescent contrast agent. The most commonly used
fluorescent dyeisfluorescein. Topica or intravenous application
of fluorescein stains the extracellular matrix and enables
visualization of the cellular microarchitecture and morphol ogy.
Tissuetypes can be differentiated based on these specific cellular
features. For in vivo endoscopic CLE imaging, various sized
probes with different image properties are commercially
available. CLE wasiinitially applied for in vivo imaging in the
gastrointestinal tract and applications in pulmonology are
explored [4-6]. In urology, CLE was first examined in the
bladder. It seemed feasible to differentiate between normal
mucosaand urothelial carcinomausing CLE imaging in apilot
study. Based on histopathology from resected bladder tumors,
CLE criteria to differentiate between normal bladder tissue,
low-grade, and high-grade bladder tumors were proposed.[7,8]
These criteria have also been suggested for the upper urinary

http://www.researchprotocols.org/2018/2/e34/

tract as the histologic morphology and microarchitecture are
alike. However, a CLE probe with different imaging properties
isused in the upper urinary tract and only small patient cohorts
have been evaluated [9,10].

The development of CLE towards real-time optical biopsies of
urothelial carcinoma may lead to advances in diagnosis and
prognosis and may affect the cost-benefit of the disease
management. Currently, bladder cancer is the most expensive
solid malignancy per patient. The high recurrence rate of early
stage tumors with long-term survival and adjuvant treatments
with close follow-up resultsin high costs[11,12]. Even though
laser fulguration of low-risk tumors has been performed in
outpatient settings, it is not widely used due to the lack of
histologic confirmation and, therewith, the risk of inadequate
treatment [13,14]. Immediate evaluation of tumor grade with
CLE could potentially increase the application of laser
fulguration and enable treatment of real-time confirmed
low-grade tumors in an outpatient setting. Application of laser
fulguration in an outpatient setting would lead to an increasein
availability of treatment of low-grade bladder cancer and
reduction of medical costs. Potentially, CLE may also allow for
real-time evaluation of surgical radicality and, therewith, reduce
recurrence ratesin urothelial cancer. In the upper urinary tract,
CLE has the potentia to improve the diagnostic approach for
UTUC.

Accurate staging and grading of UTUC remains challenging.
Visual white light assessment of UTUC grade during URS is
inaccurate in approximately 30% of the cases [15]. Moreover,
the restricted anatomic space of the upper urinary tract and the
subsequent miniaturization of tissue-harvesting instruments
limit the yield of ureteroscopic biopsies. The diagnostic yield
and the diagnostic accuracy for tumor stage of endoscopic
biopsies are limited [16,17]. However, tumor grade from
endoscopic biopsies may indicate tumor stage [18,19]. Assuch,
tumor grade from endoscopic biopsiesisamajor decisive factor
for endoscopic treatment eligibility. Though, in 69-90% of
endoscopic biopsies, tumor grade is in concordance with the
histopathologic grade from radical resection [17,18,20,21].
Moreover, endoscopic biopsies hold arisk of complications.

CLE may overcome such diagnostic limitations for tumor grade
assessment. Optical real-time assessment of tissue type and
tumor grade could aid perioperative clinical decision-making.
Histologic assessment without tissue biopsies could prevent
possibleimpaired endoscopic vision after biopsiesduring URS.
Additionally, the digital data from CLE imaging alows for
real-time computer aided diagnosis with software, augmenting
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the practical and diagnostic value of optical imaging techniques.
Further exploration of different optical imaging modalities for
tumor diagnosis may lead to multimodal optical biopsies for
real-time tumor grading and staging, possibly replacing tissue
biopsies in future. However, a structured conduct of research
is required to guide us towards optical biopsies. The aim of
these two study protocols is to contribute to the devel opment
of essential knowledge for CLE-based diagnosis of urothelial
carcinoma in the bladder and the upper urinary tract. In this
paper, we describe two study protocols for CLE in the urinary
tract together as both protocol s share many methodol ogical and
disease-specific similarities.

Methods

Study Objectives

The primary objective of both studiesisto develop descriptive
criteria for in vivo CLE images of urothelial carcinoma
(low-grade, high-grade, CIS) and normal urothelium by
comparing CLE images with corresponding histopathol ogy.

Secondary objectives are to develop a CLE image atlas of the
urinary tract, to assess the technica feasibility and
procedure-related adverse events, to assess CLE image quality,
to qualitatively evaluate CLE images, to preliminarily assess
the diagnostic yield, and to establish an estimation of the
diagnostic accuracy of CL E-based diagnosisin comparison with
histopathology and to assess inter-observer agreement.

Study Design

Approval of the local medical ethical committee was obtained
for both study protocols (registry number: NL55537.018.15 and
NL52989.018.16). Both studies are prospective, single-centre,
in vivo, observational human studies to assess CLE features of
normal urothelium and urothelial carcinoma (low-grade,
high-grade or CIS) in the bladder and in the upper urinary tract.
Both explorative studies are in agreement with the IDEAL stage
2b recommendations[22]. Thetwo study protocolsdiffer mainly
in the location of urothelial carcinoma, and subsequently, the
surgical approach, the type of CLE probe, the administration
of fluorescein, and the reference standard. Differences in
protocols are explained separately and listed in Table 1.

For both studies, CLE images are recorded with a fiber optic
probe-based system (Cellvizio 100 series, Mauna Kea
Technologies, Paris, France). The Cystoflex UHD-R probe of
8.4 Fr (MaunaKea Technologies, Paris, France) isused for CLE
imaging in the bladder. The Uroflex-B probe of 2.7 Fr (Mauna
Kea Technologies, Paris, France) is used in the upper urinary
tract. The smaller Uroflex-B probe contains less optical fibers
and, therewith, a lower image resolution compared to the
Cystoflex UHD-R probe. Both forward-looking probes are
illustrated in Table 1 and Figure 1.

CLE imaging requires the application of afluorescent contrast
agent. Fluorescein (fluoresceinedisodium, Fresenius Kabi, Zeit,
The Netherlands) isanon-toxic and commonly used fluorescent
dyefor CLE imaging [23]. It stainsthe extracellular matrix and
is administered topically prior to CLE imaging during the
surgical procedure.
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In both studies, patients will undergo in-vivo CLE imaging
during surgery, prior to resection or biopsy of suspicious areas
for standard histopathologic assessment. The probes are
introduced through the working channel of the standard
endoscopes. In the bladder, a Karl Storz cystoscope of 22 Fr
with 0° opticsisused for CLE imaging. Transurethral resection
is subsequently performed with a Karl Storz or Olympus
resectoscope of 26 Fr. For CLE imaging of the upper urinary
tract, aflexible digital ureterorenoscope of 8.5 Fr is used (Karl
Storz Flex Xc or OlympusV2). After placing the probein direct
contact with the region of interest, image sequences of 8-12
frames per second of the real-time visualization of the cellular
microarchitecture are recorded (Multimedia Appendices 1 and
2). In general, recording is conducted in both protocols twice
for 1 minute of theregion of interest. In case of multipleregions
of interest, multiple CLE recordings are performed. At a later
stage, recorded CL E images will be analyzed independently by
three blinded observers and compared to the corresponding
histopathology. For CLE imaging in the bladder, the reference
standard for comparison of histopathology will bethe specimen
of the en-bloc resected lesion. For the upper urinary tract, the
reference standard will be the specimen of theradical resection
(radica nephroureterectomy [RNU] or segmental ureter
resection [ SU]). Histopathol ogy analysisis performed according
to the standard clinical protocol and is performed by a
specialized uropathologist (CDSH), who isblinded for the CLE
images. A follow-up of 30 days is considered to register any
adverse events following the study procedure.

Population and Sample Size

Patientseligiblefor either study are >18 yearswith asuspicious
lesion in the urinary tract, scheduled for either transurethral
resection (TURB) (lower urinary tract) or diagnostic URS (upper
urinary tract). The main exclusion criteriaarefluorescein allergy
and pregnancy (Table 1). All patients will be recruited in the
AMC Hospital (Amsterdam, The Netherlands), and all study
procedures will be performed in this ingtitution. Patients will
be informed about the study in oral and written form. Patient
inclusion is confirmed by signing written informed consent.
Patients will only be included in one study at the time. A total
of 60 consecutive evaluable patients with bladder tumors or
suspicion of CIS will be included in the bladder cancer study.
Based on prevalence, we expect to include 32 low-grade, 22
high-grade, and 6 CISlesions. For the upper urinary tract study,
25 patients with UTUC that will undergo a radical treatment
after the diagnostic URS will be included. However, the
indication for radical treatment is determined after diagnostic
URS. In general, about one-third of the UTUC patients are
treated with radical surgery in our centre. Therefore, we expect
to include 70 consecutive UTUC patients to reach the total
number of 25 patients who will undergo radical treatment.
Considering the possible selection bias for radical treatment,
we expect to include 10 low-grade, 12 high-grade, and 3 CIS
lesions. These sample sizes are based on prior publications and
comply with the IDEAL recommendations for explorative
studies[7,9,22].
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Table 1. Differencesbetween the two study protocols. CIS: carcinomain situ; CLE: Confocal Laser Endomicroscopy; RNU: radical nephroureterectomy;
SU: segmental ureter resection, TURB: transurethral resection bladder tumor; URS: ureterorenoscope; UTUC: upper tract urothelial carcinoma.

Variables

CLE bladder study

CLE upper urinary tract study

Population

Inclusion criteria

Exclusion criteria

Urologic instruments at use

Contrast agent

CLE probe

Histopathol ogic reference standard

60 consecutive patients with primary or recurrent blad- 25 patients with UTUC that will undergo a RNU or

der tumor

«  bladder tumor or possible CIS
«  scheduled for TURB
«  signed informed consent

. dlergy for fluorescein

SU after diagnostic URS with CLE imaging

« suspicion of UTUC
«  scheduled for diagnostic URS
«  signed informed consent

« alergy for fluorescein

«  possible pregnancy or lactating women o  possible pregnancy or lactating women

« Patientsnot eligible for RNU

Karl Storz 22 Fr cystoscope with 0° opticsfor CLE Karl Storz Flex Xc or Olympus V2 8.5 Fr flexible
imaging, and Karl Storz or Olympus 26 Fr resectoscope  digital ureterorenoscope

for transurethral resection

Topical application of 300-400 mL of 0.1% fluorescein  Topical application of 0.5 mL 2.5% fluorescein via
viaFoley catheter and left indwelling for 5 minutes working channel for immediate imaging

Cystoflex UHD-R

o  diameter 2.6 mm

o lateral resolution 1 ym

« field of view 240 um

o imaging depth 50-65 um

En-bloc resected bladder tumor

Uroflex-B

o  diameter 0.85 mm

o lateral resolution 3.5 pm
« field of view 320 um

o imaging depth 40-70 um

RNU or SU

Figure 1. Cellvizio CLE (Confocal laser endomicroscopy) system and the probes used for the urinary tract. (A) Cellvizio CLE system; (B) The two
different probes used in the urinary tract. On the | eft the Cystoflex UHD-R probe with a diameter of 2.6 mm, which is used in the bladder. On the right

the Uroflex-B probe with a diameter of 0.85 mm, which is used in the upper urinary tract; (C) RAW image of the Cystoflex UHD-R probe displaying
the single fibers; (D) RAW image of the Uroflex-B probe displaying the single fibers.
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Study procedures

Protocol for Confocal Laser Endomicroscopy in the
Bladder

In the operating theatre prior to the TURB under general or
regional anaesthesia, visual inspection with WLC and image
enhancement modalities (narrow band imaging or ImagelS)
will be performed. At least one suspicious lesion (papillary or
flat) and one region of normal appearing bladder tissue will be
selected for CLE imaging. Theregionsof interest will be marked
laterally with the cautery electrode for topographic matching.
After marking the regionsof interest, 300-400 mL of fluorescein
(0.1% fluorescein diluted in saline) will be administered
intravesically using an indwelling catheter. After instillation of
the fluorescein for 5 minutes, the bladder will then be emptied
and excessive fluorescein will be rinsed out. The Cystoflex
UHD-R probe will be introduced through the working channel
of a22 Fr Karl Storz cystoscope with 0° optics. After placing
the probe into direct contact and perpendicular to the tissue,
CLE imageswill berecorded twicefor approximately 1 minute
of each marked region. After CLE imaging, the tumor will be
resected en-bloc and a small chip of the marked normal
urothelium will be resected for histopathologic matching.
Transurethral resection is performed with a Karl Storz or
Olympus resectoscope of 26 Fr.

Protocol for Confocal Laser Endomicroscopy in the
Upper Urinary Tract

The complete ureter and renal pelvis are inspected with WLC
and image enhancement modalities (narrow band imaging or
ImagelS) during standard flexible digital ureterorenoscopy
under general anaesthesia to identify regions of interest. Only
in case of visually confirmed upper tract tumors during URS,
study-related activitieswill be performed. If regions of interest
are identified, the region that is most easily accessible for
endoscopic biopsiesis selected for CLE imaging. Fluorescein
(0.5 mL of 2.5% fluorescein diluted in saline) is administered
through the working channel. The Uroflex-B probeisintroduced
via the working channel of the 85 Fr flexible digita
ureteroscope (Karl Storz Flex Xc or Olympus V2) and placed
into direct contact with the region of interest for immediate CLE
imaging. Each region of interest is imaged twice for
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approximately 1 minute with CLE. After imaging, endoscopic
biopsies for the standard diagnostic process are taken from the
samelocation. Depending on the histopathol ogic diagnosis, the
indication for aradical treatment will be determined.

Data Analysis

The method of analysis is identical for both study protocols.
Demographic- and disease- specific characteristics of the study
populations (eg, age, sex, medical history of urothelial
carcinoma, tumor focalitiy, tumor location, and tumor size) will
be collected. Three blinded observers, consisting of two
researchers (EL & JF) and one uropathologist (CDSH), will
independently analyze CLE imagesframe by framein an offline
setting with the Cellvizio Viewer software (Mauna Kea
Technologies, Paris, France). Modified criteriafor CLE image
evaluation will be used for analysis (Table 2) [8]. The CLE
image quality per region of interest will be scored on a Likert
scale as poor, fair, or good. Image quality will be used for
qualitative evaluation of the technique and for subgroup analysis.
Based on histologic features, for each region of interest, a
CLE-based diagnosis will be made by each observer as benign
urothelium or urothelial carcinoma. The diagnosis of urothelial
carcinomais subdivided in low-grade or high-grade urothelial
carcinoma (WHO 2004 classification), CIS, or asinconclusive.
Aninconclusive CL E diagnosisisdefined as poor image quality
where CLE features cannot be assessed. After individual
analysis, a consensus will be reached for the CLE-based
diagnosis by al three observersfor each region of interest. The
appropriateness of consensus of the CLE-based diagnosis is
evaluated by viewing the endoscopic images. After determining
CLE-based diagnosis and consensus, CLE images will be
compared to the corresponding histopathology specimen (either
en-bloc resected bladder tumor or RNU/SU specimen) for
evaluation of the concordance of CLE-based diagnosis with
histopathologic diagnosis. Differences between diagnosed
groups will be analyzed with a chi-square test. For an initial
evaluation of the diagnostic value, sensitivity and specificity
will be calculated based on a 3x3 table where CISis classified
as high-grade tumor. Proportions of specific agreement and
Fleiss Kappaanalysiswill be used for interobserver agreement
of CLE-based diagnosis. A schematic overview of the data
analysisisdisplayed in Figure 2.

Table 2. Modified confocal laser endomicroscopy (CLE) image characteristics and their variables for anaysis.

CLE feature Variables
Papillary aspect Present or not present
Polarity of cells Present or not present

Organisation of cells
Cohesiveness of cells
Cellular morphology
Definition of cell borders

Vasculature

Organized or disorganized
Cohesive or discohesive
Monomorph or pleiomorph
Distinct or indistinct

Capillary network, fibrovascular stalk, or large vessels
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Figure2. A schematic overview of the data analysis plan. CLE: confocal laser endomicroscopy; PA: histopathology.
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Safety

Theinvestigatorswill monitor patient safety. They can withdraw
a patient from the study for medical reasons. In accordance to
section 10, subsection 4, of the “ Wet M edi sch-Wetenschappelijk
Onderzoek met Mensen” (medical research involving human
subjects act in The Netherlands), the investigators will suspend
the study if there is sufficient ground that continuation of the
study will jeopardise patient health or safety. The investigators
will notify the accredited Institutional Review Board if thisis
the case. In case of an adverse event or serious adverse event,
the responsible authorities will be informed.

Risks and Benefits

There are no direct benefits for patients participating in these
two studies. In the future, however, the results of these studies
may be important for patients diagnosed with a tumor in the
urinary tract. All patients participating in both studies are
scheduled for standard treatment of tumor(s) of the urinary tract;
either TURB or URS with endoscopic biopsies. CLE is a
minimally invasive imaging technique that can be performed
in conjunction with conventional endoscopic treatment. Previous
studies of CLE combined with topical administration of
fluorescein have proven to be safe [7,24]. Fluorescein is a
commonly used fluorescent dye, and its safety iswell established
for its use in ophthalmological angiography [25]. In patients
not at risk for a previously demonstrated allergic reaction, this
dyeissafe. Patientswith aknown allergic reaction to fluorescein
cannot participate in this study.

Results

Presently, recruitment of patients is ongoing in both studies.
Results and outcomes are expected in 2018.

Summarized raw datawill be made available through publication
in an international peer-reviewed medical journal.

Discussion

CLE isan optical imaging technique that may enable real-time
optical biopsies. The exploration of tissue specific CLE criteria
isessentid for the development towards real-time tumor grading
of urothelial lesions. Both trials will provide more insight into
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CLE features of urothelial carcinoma in the bladder and the
upper urinary tract and into its diagnostic value.

The design of the bladder protocol aims for topographic
matching of CLE images with the resected specimen. The
cauterisation marks placed laterally to the region of interest
prior to CLE imaging ensuresthat imaging and resection is done
of the exact topographic tissue. Nonetheless, it will be
challenging to create an identical histopathological slide of the
resected specimen in exactly the same plane as the imaged
tissue. We assume that this approach is the closest
approximation for topographic matching without interference
in the standard clinical histopathol ogic process.

The study design of the upper urinary tract protocol will lead
toasurplusof study measurements, considering that only about
one-third of the UTUC patients will receive radical surgery as
treatment. Since mainly patientswith high-grade or high-volume
low-grade tumor will qualify for radical treatment, selection
bias could be arisk. The data acquired of patients who are not
suitablefor radical treatment enables secondary analysisfor the
comparison of CLE images with the histology of endoscopic
biopsies of the imaged regions of interest. In the current study
design, identical topographic matching of CLE images in the
upper urinary tract with the specimen of the RNU islimited by
the fact that in general the diagnostic URS with CLE imaging
is not performed during the same procedure as the radical
resection. However, topographic matching is approximated by
tumor mapping during URS (mapping and annotation of
location, size, and appearance) for identification of lesions
during the histopathol ogic assessment.

As with all new techniques, alearning curve for the handling
and image interpretation may be expected for CLE. Besides
potential intraobserver variability, the learning process might
also influence the CLE image quality of thefirst cases. Weaim
to limit the number of users to a minimum number of
experienced endourol ogists to minimize the potential effect of
alearning curve.

Despite these limitations, we expect that the results of these
trials will contribute to determining the role of CLE imaging
for the diagnosis of bladder cancer and UTUC in clinical
practice. In the light of the limitations of cystoscopy and URS,
CLE holds the potential to enable real-time tumor grading of
urothelial carcinoma.
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Multimedia Appendix 1

A demonstration of CLE imaging of a bladder tumour. The CLE probe is in direct contact with the bladder tumour for CLE
imaging.

[MP4 File (MP4 Video), 21MB - resprot_v7i2e34 appl.mp4]

Multimedia Appendix 2

A demonstration of CLE imaging of an upper urinary tract tumour. The CLE probeisin direct contact with the tumour for CLE
imaging.

[MPA4 File (MP4 Video), 21MB - resprot_v7i2e34 app2.mp4 |
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Abstract

Background: Serious and often lasting vision impairments affect 30% to 35% of people following stroke. Vision may be
considered the most important sense in humans, and even smaller permanent injuries can drastically reduce quality of life.
Restoration of visual field impairments occur only to a small extent during the first month after brain damage, and therefore the
time window for spontaneous improvementsis limited. One month after brain injury causing visual impairment, patients usually
will experience chronically impaired vision and the need for compensatory vision rehabilitation is substantial.

Objective: The purpose of this study is to investigate whether rehabilitation with Neuro Vision Technology will result in a
significant and lasting improvement in functional capacity in personswith chronic visual impairments after braininjury. Improving
eyesight is expected to increase both physical and mental functioning, thus improving the quality of life.

Methods: Thisisa prospective open label trial in which participants with chronic visual field impairments are examined before
and after the intervention. Participants typically suffer from stroke or traumatic brain injury and will be recruited from hospitals
and The Ingtitute for the Blind and Partially Sighted. Treatment is based on Neuro Vision Technology, which is a supervised
training course, where participants are trained in compensatory techniques using specially designed equipment. Through the
Neuro Vision Technology procedure, the vision problems of each individual are carefully investigated, and personal datais used
to organize individual training sessions. Cognitive face-to-face assessments and self-assessed questionnaires about both life and
vision quality are also applied before and after the training.

Results: Funding was provided in June 2017. Results are expected to be available in 2020. Sample size is calculated to 23
participants. Due to age, difficulty in transport, and the time-consuming intervention, up to 25% dropouts are expected; thus, we
aim to include at |east 29 participants.

Conclusions:  This investigation will evaluate the effects of Neuro Vision Technology therapy on compensatory vision
rehabilitation. Additionally, quality of life and cognitive improvements associated to increased quality of life will be explored.
Trial Registration: ClinicaTrials.gov NCT03160131; https://clinicaltrials.gov/ct2/show/NCT03160131 (Archived by WebCite
at http://www.webcitation.org/6x3f5HNCv)

(JMIR Res Protoc 2018;7(2):e65) doi:10.2196/resprot.8334
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Introduction

Worldwide, stroke is the second most common cause of desth
and the third most common cause of disability [1]. Serious and
often lasting vision impairments affect 30% to 35% of people
with stroke [2]. In general, vision may be considered the most
important sense in humans, and even small permanent deficits
can dramatically affect the quality of life.

Lack of vision (anopia) after brain damage limits rehabilitation
and enhances other invalidating effects. Impaired vision results
in impaired balance, increased risk of serious falls, increased
support needs, reduced quality of life and an impaired ability
to perform activitiesof daily living [3]. Recovery of visual field
deficits occurs primarily and only to a modest extent the first
month after brain injury [4], and thus the time window for
spontaneous improvements is very limited. Hence,
brain-impaired personswith visual impairment will most likely
experience chronically impaired vision aready 4 weeks after
braininjury, and the need for visual compensatory rehabilitation
is substantial [4].

Neuro Vision Technology isasupervised training course where
people with visua field deficits are trained in compensatory
and restorative techniques. The course includes a special
computer program, alight panel and aspecial training program,
and the course is conducted by occupational therapists with
Certified Orientation & Mohility Instruction (O&M instructors)
with visual expertise[2]. Through the Neuro Vision Technology
course, the individual’s specific vision deficits are carefully
identified through afive-step program. Personal datais used to
organizeindividual training and thereby teaching theindividual
to cope with situations that cause problems in everyday life. In
spite of reported positive results of Neuro Vision Technology
training among several individuals [5], there are currently no
scientific studies[2] on whether rehabilitation with Neuro Vision
Technology results in lasting and clinically significant
improvements in people with severe and chronic visual field
impairments.

The aim and hypothesis of this study is to test whether
rehabilitation with Neuro Vision Technology can lead to
significant and lasting improvements in persons with chronic
visual impairments after brain injury. Improving eyesight is
expected to increase both physical and mental functioning, thus
improving the quality of life. Study participants will be
investigated in terms of both visual and mental functions,
including quality of life, cognition and depression.

Methods

This study isdesigned as a prospective study inwhich the same
subject is examined before and after the intervention.

Participants

Participants are suffering from chronic visua field impairments;
thus, participants will not experience significant spontaneous
remission or deterioration. Participants have typicaly
experienced a stroke (ischemic or hemorrhagic) or traumatic
brain injury. There is a high risk of injury worsening in
participants with malignant or progressive tumors, making it
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difficult or impossible to document a beneficial effect of the
intervention; Participantswith such progressive diseases aswell
as participants worsening (eg, from secondary strokes and with
further visual impairment) will be excluded from participation
inthetrial.

Recruitment

Suitable subjects are consecutively included from the Institute
for Blind and Partially Sighted, Herlev University Hospital
(especially Neurological Department N108), and other
neurological departments (see Textbox 1). A screening will be
performed to assess the suitability of a person to participatein
the trial. Attendance is voluntary and al sessions are free for
the participant. Written consent is required.

Neuro Vision Technology I ntervention and Mability

The term “orientation & mobility” is understood as the ability
to move safely in physica space and in the surrounding
community. By controlling orientation and maobility techniques,
a person with a restricted field of vision can be able to move
not only safely, but also freely and independently. The Neuro
Vision Technology method uses a special device in the form of
light panels and neurological vision tests providing an overview
of visual and cognitive difficulties. Thelight panel isconnected
to acomputer, and an example showing the setup together with
a male participant and a female investigator can be seen in
Figure 1. Study participants are then placed at the light panel,
where the scan pattern is automated and gradually transferred
to indoor mobility routes. When the procedures are automated,
the exercise is done outdoors using progressively increasing
complexity.

A Neuro Vision Technology courseincludes 3 hours of cognitive
(baseline) testing, then a total of 22 hours of teaching and
training given 1.5 hours twice a week for 2.5 to 3 months.
Participants are provided with about four weeks of dynamic
scanning training using the Neuro Vision Technology scanning
device and about four weeks of mobility training using Neuro
Vision Technology.

Dynamic scanning is investigated using the specia light panel
with 24 light bulbs divided into two rows, the panel length is
corresponding to the 180 degrees that normal and
well-functioning human eyes can see. When considered rel evant,
a participant is referred to an ophthamologist, specialist
optician, or areading/visua clinic to ensurethe optimal starting
point for using the participant’s vision. Records are obtained
and used to store test results.

Initially the Neuro Vision Technology assessment process uses
presentations of asinglelight to determine a participant’s ability
to perform spontaneous scanning of the affected field, and the
participant’s degree of visual field loss. Then the participant
will perform exercises with different complexities using
sequences of multiple lights. A participant’s response to an
exerciseindicateshisor her ability to attend to multiple stimuli,
to systematically search the visual fields and how fast each
participant is able to detect changes in the visual field. The
Neuro Vision Technology isused to teach each participant visua
search strategies from the perimeter of the affected visual field
towards the intact visual field.
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Textbox 1. Eligibility

Inclusion criteria

o l4yearsor older with braininjury

o persons with significant vision impairment
. eyesight must be 6/18 or better

« thetime from symptoms onset to study inclusion is between 12 weeks and 3 years

Exclusion criteria
o  severecognitive dysfunction
«  personswith anosognosia or severe neglect
inability to move independently at least 35 meters with or without assistance, including wheelchairs
« inability to understand Danish or with communication disorders that prevent participation in tests
« terminal disorder, other progressive disorder
. significant abuse of alcohol or euphoric or narcotic drugs
o  seriousdisorders such as mental illness, especially severe depression
new brain injury or other significant disorders emerging after study inclusion

« impaired vision not due to brain damage, where the disorder is not considered to be permanent or where the field of vision does not cause
significant disability
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Figurel. Anexampleof NVT training, where a brain damaged participant in need of vision rehabilitation is given compensatory rehabilitation using
aspecial computer system controlling alight panel.
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Figure2. Flow Chart.
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Week 1: Assessed for eligibility
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]
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Week 2-3: Baseline assessment
All test are performed

]

2
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]

Excluded

[

[

Week 4 -16: Intervention for 12 weeks
Neuro Vision Techlology course twice weekly

]

v

Week 20-24: Follow-up assessment
All test are performed

v

Week 52: Follow-up assessment
Mobility Assessment Course and King-Devick Test

v

Data analyses

The Neuro Vision Technology training program isthen used to
transfer visual scanning strategies into the real world while
doing therapist-assisted walking, with the aim of making
participant perform these strategies automatically. Thus,
scanning strategies are gradually implemented, learned and
improved by participant first being exposed to quiet and then
more busy locations, like moving participants from small and
quiet rooms at our training facility into for example shopping
centersor to abusy road, where participants have to safely cross
at traffic light junctions safeguarded by a therapist. Depending
on individual needs training may also involve the use of public
transport, safely riding abicycle and exercisesin order to safely
move in the traffic. A re-test of 3 hours duration is performed
6 weeks after the Neuro Vision Technology course has been
finished and 52 weeks after aparticipant’sinclusion in the study
(Figure 2).

All participants receive Neuro Vision Technology course
training and are tested at baseline and at the end of the study
for primary and secondary endpoints; thetime frameis expected
to be 5 to 6 months for study participation for each participant,
although the Neuro Vision Technology course is ended after 4
months (Figure 2).

Primary Hypothesis and Endpoint

It is our main hypothesis that participants will increase
awareness of their surroundings, will improve navigating their
surroundings, and will be able to experience a greater quality
of life — including reduced symptoms of both fatigue and
depression.

http://www.researchprotocols.org/2018/2/e65/

At the start of the intervention, standardized route training
(mobility route training) is performed that participants must be
able to perform independently, this intervention is also known
as Mobility Assessment Course [2,6]. Mobility Assessment
Course performanceisthe primary endpoint inspired by asimilar
trial, where the protocol was published, but currently the trial
seems to have been cancelled [2]. On the route there are a
number of targets (stars) that participants should locate.
Investigators measure the number of targets ignored by any
participant. Ability to perform correct target identifications by
comparing how many targets participants identify before and
after the intervention is the primary outcome measurement.

Secondary endpoints

Time consumption in seconds and thus speed to complete the
mobility route will be measured as a secondary endpoint.
I nvestigators measure the time spent by participantsto complete
the route, and faster speeds indicate improved outcome aslong
as correct target identification has not been reduced.

Several other secondary endpoints will be used in the study.
Visual functionswill be estimated using thefollowing five tests:

1. The Nationa Eye Institute Visual Functioning
Questionnaire-25 (VFQ-25), which is a questionnaire for
measuring vision problems and concerns associated with a
person’s visua function [7,8]. It has been shown that the
VFQ-25 is a reliable and valid 25-item version of the
51-item Nationa Eye Ingitute Visua Function
Questionnaire (NEI-VFQ). The VFQ is useful in clinical
trials where interview length is a consideration [9]. The
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VFQ-25 consists of 25 questions related to a person’'s
activitiesin daily life.

2. Test of Attentional Performance (TAP) Test 2.3 Visual
Field will be used to test for visual field defects. During
the test a participant must respond quickly to stimuli in a
circumscribed areaof the visual field (eg, whenever aflicker
stimulus is presented at varying intervals). This happens
while participants are engaged in a simultaneous central
task to ensure that participants fixate on the middle of the
screen throughout the entire test run. When the peripheral
stimulus appears, the patient should press the reaction key
as quickly as possible [10].

3. Behaviora Inattention Test will be used to assess attention
and vision among participants [11]. Also known as
Rivermead Behavioral Inattention Test, it is a battery of
short tests to assess the presence and the extent of visual
neglect on everyday problems faced by personswith visual
inattention.

4. Rey-Osterrieth’scomplex figure test will be used but limited
to copying an advanced visua figure (without recall) [12].
Rey-Osterrieth’s complex figure test is a well-known
neuropsychological assessment in which participants are
asked to reproduce a complicated drawing by copying it
freehand. Many different cognitive abilities are needed for
a correct performance, and the test therefore permits the
evaluation of different functions, for example visuo-spatial
abilities, attention, planning, and executivefunctions[12].

5. TheKing-Devick Saccade Test will be used asto estimate
eye movement disorders, especially a participant’s ability
to perform saccades and horizontal eye movements[13].

Cognitive abilitieswill be measured by the Montreal Cognitive
Assessment (MoCA), which is a cognitive screening test
providing an estimate of the intellectual functional level [14].
Originally the MoCA was designed as a short screening
instrument for mild cognitive dysfunction and dementia. MoCA
assesses cognitive domains, for example: attention, executive
functions, working and long-term memory, language and
visuo-congtructional skills[14]. A scoreof 26 to 30 isconsidered
normal, whilelower scores may indicate cognitive dysfunction.

Participants will be screened for potential psychiatric and
psychological disturbances as depression and debilitating fatigue
using the following 3 questionnaires:

1. The Major Depression Inventory will be used to measure
and estimate symptoms of depression, which have been
present for thelast 2 weeks. It isa 12-item self-report mood
guestionnaire, which was developed by the World Health
Organization’s Collaborating Center in Mental Health [15].

2. The Fatigue Severity Scale is a 9-item self-administered
guestionnaire originally developed for measurements of
fatigue in multiple sclerosis and systemic lupus
erythomatosus. Each itemis scored from 1to 7 with higher
scores reflecting increased levels of fatigue. In a recent
study, investigators found more valid resultsif items 1 and
2 were excluded [16]. We refer to the reduced form as
FSS-7 and will usethe FSS-7 instead of the FSSto estimate
fatigue in participants.

3. The Multidimensional Fatigue Inventory 20 (MFI-20),
whichisa20-item salf-administered questionnaire designed
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to measure 5 fatigue domains: general fatigue, physical
fatigue, reduced activity, reduced motivation, and mental
fatigue, will be performed. The MFI-20 general fatigue
domain can be used as an overall measure of fatigue, and
ascore of 12 or more may indicate presence of dehilitating
fatigue[17-19].

Quality of lifewill be estimated using the European Quality of
Life-5 Dimensions questionnaire (EuroQol-5D) with the health
status from each subscale of the EuroQol-5D transformed into
asinglevalue by the use of population-based preference weights
for Denmark [20]. The EuroQol-5D isapplicableto awiderange
of health conditions and treatments and provides a simple
descriptive profile and a single index value for health statusin
participants. EuroQol-5D is designed for self-completion by
participants and is ideally suited for use in clinics, and in
face-to-face interviews[20].

For assessment of invalidity and ability to perform activities of
daily living, the modified Barthel-100 Activities of Daily Living
Index score will be used with scores ranging from 0 to 100. A
score of 100 indicates no problems in genera daily living
activities, such as mobility, eating, persona hygiene, dressing
and toilet use [21].

Furthermore, as part of the study, it will be assessed whether
persons with lesion of right hemisphere (ie, left-field
hemianopia) may be more likely to be disorientated and due to
neglect will overlook more details - thisis done by comparing
trial participants with right vs. left hemispheric lesions.

Blinding

Participants are not randomized asthereisonly an intervention
group and no controls. Asfar as possible, it is ensured that the
investigator who measures the subjects functional level at the
end of intervention has not previously had contact with, or
knowledge of, the particular participant. Thus, the level of
function of participantsisevaluated by different persons before
and after intervention to ensure impartial assessments.

Sample Size Estimation

The primary endpoint is the ability to identify the highest
number of correct targets on the mobility route test. Based on
unpublished pilot data, we expect participants to correctly
identify 40% of the mobility targets at baseline, and to be able
toidentify 65% of correct target 6 weeks after ending the Neuro
Vision Technology course. As a basis for power calculation,
alpha= .05 and beta = .2 are used. Sample sizeis calculated to
23 participants. Due to age, difficulty in transport, and the
time-consuming intervention, up to 25% dropouts are expected.
Thus, we aim to include 29 participants with permanent visual
impairment after brain damage corresponding to hemianopia,
guadrant hemianopia or scotoma resulting in functional
impairment at activity or participation level.

Data Collection

Data collection and databases are prepared for registration and
data processing. Data at baseline include: age, living single vs

cohabitant at home, in-home care services, mohility aids, social
network, height, weight, smoking, and alcohol consumption.
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Statistical Analysis

Data comparisons of ranks before and after performances are
calculated using Wilcoxon non-parametric test and optionally
categorical variableswith chi-2 test. Nonlinear correlationswill
be evaluated using the Spearman Rank correlation coefficient.
Unused or incomplete data is not included in the statistical
evaluation and istreated as missing data(ie, no calculationsare
made using such data). Lack of datais acceptable aslong asan
assessment of the primary endpoint is still possible. Data from
participantsthat makeit possibleto assessthe primary endpoint
will be used as a minimum; however, we hope that data from
all subjects can be used to evaluate secondary effect targets. P
values of less than .05 will be considered significant.

Ethics

The project isin accordance with the Helsinki Declaration, has
been assessed by the Scientific Ethics Committee (protocol
number H-17001534) and can be initiated. The
ClinicalTrials.gov identifier is NCT03160131. The law of
protecting personal datawill be upheld.

There are no invasive treatments, and no adverse events or risks
are expected in the trial. Regardless of the reason, any subject
may at any time cease to participate in thetrial.

Results

Funding was provided in June 2017. Results are expected to be
available in 2020. Sample sizeis calculated to 23 participants.
Due to age, difficulty in transport, and the time-consuming
intervention, up to 25% dropouts are expected; thus, we aim to
include at least 29 participants.
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Discussion

Overview

To the best of the authors' knowledge, this is the first time an
investigation will evaluate the effects of Neuro Vision
Technology complementary vision rehabilitation and we have
received all necessary funding. Previously a similar trial was
announced, but there have been no updates on progressfor years
and we assume that trial may never be finished [2]. According
to the Australia and New Zealand Clinical Trials Register no
updates have been received regarding the before mentioned trial
since June 16 2010. Furthermore, our broad spectrum of
secondary endpoints ensures athorough examination of possible
changes in quality of life, beyond previous investigations and
case studies[3,5].

Limitations

Before planning the current trial, for years we evaluated the
number of eligible participants, and finding eligible patients
have been difficult. Therefore, we have omitted using a control
group, since thismay double the number of needed participants.

Conclusion

Thistria will evaluate the effects of Neuro Vision Technology
rehabilitation therapy and provide answers to the efficacy of
such treatment methods. Vision is the most important sensein
humans; thus, even small permanent deficits can dramatically
affect the quality of life and we hope to be able to improve
compensatory treatments by our current investigation.
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Abstract

Background: Thereisincreasing interest in using social media sites such as Facebook to deliver health interventions so asto
expose peopl e to content while they are engaging in their usual social mediahabit. Thisformative intervention development study
isnovel indescribing apreliminary test of using the secret group feature of Facebook to deliver abehavioral intervention targeting
usersof indoor tanning bedsto reducetheir risk of skin cancer. I ntervention content was designed to challenge body image-related
constructs associated with indoor tanning through the use of dissonance-inducing content.

Objective: To evaluate engagement with and acceptability of using a secret Facebook group to deliver a healthy body image
intervention to young women engaged in indoor tanning.

Methods: Seventeen young women completed a baseline survey and joined a secret Facebook group with intervention content
delivered via daily posts for 4 weeks. Engagement data was extracted and acceptability was measured via a follow-up survey.

Results: The study had a high retention rate (94%, [16/17]). On average, posts were viewed by 91% of participants, liked by
35%, and commented on by 26%. The average comment rate was highest (65%) for posts that elicited comments by directly
posing questions or discussion topicsto the group. Average intervention acceptability ratings were highly positive and participants
reported feeling connected to the group and its topic. Average rates of past 1-month indoor tanning reported following the
intervention were lower than the baseline rate (P=.08, Cohen d=0.47).

Conclusions: This study is novel in demonstrating participant engagement with and acceptability of using Facebook secret
groups to deliver a dissonance-inducing intervention approach that utilizes group-based discussions related to body image. The
study isalso unique within thefield of skin cancer prevention by demonstrating the potential value of delivering anindoor tanning
intervention within aninteractive social mediaformat. Thefindings suggest that Facebook metrics of intervention post engagement
(ie, likes and comments) may vary based on post types and that designing specifically labeled discussion posts may be helpful
for soliciting engagement as well as challenging beliefs.

(JMIR Res Protoc 2018;7(2):€54) doi:10.2196/resprot.9429
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body image; dissonance-based intervention; indoor tanning bed; social media; Facebook; behavioral intervention; prevention
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Introduction
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Methods

Social mediaallowsfor the unlimited exchange of information,
images, and interactive peer communication. Researchers have
begun to utilize Facebook, the most popular social media site
[1-3], to deliver health interventions so as to expose people to
content while they are engaging in their usual social media habit
[4]. This proof-of-concept study examined the use of Facebook
to deliver intervention content designed to reduce indoor tanning
bed use among young women. The intervention utilized
persuasive techniques to shift unhealthy attitudes and
perceptions linked to indoor tanning toward healthier
perspectives. Indoor tanning is linked to an increased risk of
melanoma[5] and isimplicated asacentral contributor torising
melanoma rates among young US women [6].

The intervention approach is guided by body image theories
that demonstrate cultural experiences can negatively impact
how young women view their bodies and may lead to a
preoccupation with obtaining an unrealistic, culturally-derived
ideal appearance [7,8]. The negative body image and body
dissatisfaction associated with endorsing these appearanceideals
represent core motives for a variety of unhedthy
appearance-oriented behaviors, including use of tanning beds
[9]. Efficacious behavioral health interventions (eg, [10,11])
have targeted risky body image beliefs through the use of
persuasive techniques based in cognitive dissonance theory.
These techniques encourage participants to engage in cognitive
exercises and discussions during which they endorse, and
ultimately adopt as their own, attitudinal perspectives that are
counter to and conflict with their unhealthy ideals and negative
body image beliefs [12]. The conflict between these counter
perspectives and held beliefsleads to psychological discomfort
(ie, cognitive dissonance) [12]. The person is then motivated
to seek psychological relief by altering their original unhealthy
beliefsto be more consistent with the healthier perspective being
advocated. Adapting such hedlthier perspectives can lead to
reductions in body dissatisfaction and resulting risk behavior
such as tanning. Dissonance-based interventions are often
delivered within small in-person groups since engaging with
counter-attitudinal information in a group format increases the
amount of dissonance experienced and leads to a greater
likelihood of attitude and behavior change[12,13]. Socia media
features such as “secret” (ie, private) Facebook groups are
designed to shareinformation and generate conversationsamong
groups of users with common interests [14]. Social media
represents an intriguing but unexplored approach to delivering
these interventions given features that easily connect groups of
people.

The purpose of this proof-of-concept study was to test
engagement with and acceptability of delivering a
dissonance-based, body image focused intervention to reduce
indoor tanning using Facebook secret groups. For this
intervention, content was posted daily on the group page for
four weeks and group members were encouraged to share and
discuss their opinions about the posts. We also examined the
preliminary efficacy of the intervention by comparing rates of
participants’ tanning bed use before and after the intervention.

http://www.researchprotocols.org/2018/2/e54/

Participants

Participantswere 18 to 25-year-old women who used Facebook
at least once a day and atanning bed at least once in the past
year. Recruitment utilized multiple methodsincluding: emailing
study invitationsto participantsfrom our prior focus group study
on tanners’ intervention preferences; distributing recruitment
flyers to students on a large northeastern US college campus;
posting study flyers on socia media accounts (including
investigators' persona Facebook and Twitter pages); and ads
on local Craigslist pages. Research staff conducted study
screening phone calls with interested participants to evaluate
study eligibility. A total of 17 participants were enrolled (6
recruited from prior focus groups, 3 campus flyers, 6 social
mediaand Craigdist, and 2 referralsfrom enrolled participants).

Procedures

Study procedures included a baseline survey, participationin a
four-week Facebook group, and a post-intervention survey 5
weeks after baseline. The study was conducted from July to
August 2016. Enrolled participants were emailed a link and a
unique PIN to complete the online baseline survey. Participants
received a US $30 gift card for each survey and those who
completed both were entered in a US $100 gift card raffle. The
university’s Institutional Review Board approved al study
procedures and participants provided online consent.

Intervention

Theintervention consisted of a secret invitation-only Facebook
group named “RU Facebook Project”. The group feature of
Facebook is designed to connect and share information with a
subset of Facebook users based on shared interests. With
Facebook secret groups, Facebook users receive a private
invitation to join agroup, which in this study was used to post
the intervention messages. Further, secret group membership
and content islimited to invited group membersand their group
membership and in-group activities are not publicly viewable
to outside Facebook users. A study Facebook account was
created and used to deliver al intervention content via daily
group posts. Two authors, JS and AD, joined the group with
study-specific Facebook user accounts to provide a “face” for
the researchers and increase study credibility. Our involvement
was purposefully limited to include: encouraging initial
comments and responses to discussion questions by JS and
AD—commenting once each on thefirst “icebreaker” post and
AD commenting once on each of the next two discussion
posts—and liking comments from participants throughout the
study to reinforce participation.

The goals of the dissonance-based Facebook intervention
approach mirrored those of existing interventionsfor disordered
eating and indoor tanning [11,15-17] including: raising
awareness and promoting reflection of sociocultural and media
influences on body image and risk behaviors; 2) promoting
dissonance by encouraging participants to speak out against
idealigtic thinking and endorse counter perspectives by
commenting on the group Facebook page; and 3) encouraging
body acceptance. The process of creating Facebook messages
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involved developing a posting strategy to cover the type and
range of content typically provided within group-based
disordered eating interventions [15-17] and our website tanning
intervention [11]. This process resulted in four posting
categories, or posting types, designed to specifically address
each goa (Table 1). JS wrote or adapted posts designed to
address each goal and refined them based on feedback from
other study authors. Several of the Your Thoughts posts, the
primary approach for encouraging dissonance processing, were
adapted from group-based discussion questions from prior
disordered eating interventions. Content for inspirational posts
were primarily procured from popular media sourcesincluding
Facebook. Most posts (93%) were written to generally focus
on body image and women'’s experiences rather than specifically
addressing indoor tanning in order to reduce possible reactance
to content from tanners while still addressing an important
predictor of tanning behavior. Therewas no predetermined order
of presentation of post types and we varied their order across
the 4-week intervention period to avoid making repetitive post
types across multiple days. Your Thoughts discussion posts
were made every 2-3 days and the homework posts were made

Stapleton et al

inweeks 3 and 4 as they were designed to have group members
apply knowledge learned earlier in the intervention period.

I ntervention Receipt and Engagement Metrics

I ntervention receipt was defined as the percent of posts viewed
by participants. Engagement was assessed as interactions with
group posts (ie, likes and comments). Engagement results are
presented both as “post engagement”, defined as the mean
number of likes and comments received by post types, and
“participant engagement”, defined as the number of likes and
comments averaged across participants. Facebook data was
manually extracted from the group newsfeed after the posting
period ended.

I ntervention Acceptability Measures

I ntervention acceptability was measured on the follow-up survey
in two ways. First, four general intervention evaluation items
assessed the extent participation in the Facebook intervention
was interesting, understandable, useful, or positive (measured
on an 11-point scale anchored with 0= not at all and 10=
extremely) [11,20].

Table 1. Description of intervention content delivered in Facebook group posts.

Description of content within each post  Number ~ Source(s)

Example post

type (total %)

Information-based content intended to 9(32%) Adapted from disordered

provide context for the intervention con- eating [10,15-17] and in-

tent and counter-perspectivesto idealistic door tanning intervention

thinking. Designed to raise participants research [11] aswell as

awareness of their thoughts, feelings, and popular sources.

actions with regard to their appearance,

including the sociocultural experiences

that lead to an overemphasis on appear-

ance and cause body dissatisfaction.

Inspirational or humorous quotesrelated 9 (32%)  Imagescurated frominter-

to resisting idealistic thinking, empower- net searches or sharing

ment, or body activism. postings from other Face-
book pages, for example
[18,19].

Questionsor discussion topicsthat elicited 8 (29%)  Adapted from disordered

comments and responses from group eating [10,15-17] and in-

members. Posts were clearly identified door tanning intervention

with the label: “ Your Thoughts ** Please research [11]

read and comment**” . Designed to encour-

age comments that were critiques of or

counterarguments against unrealistic

beauty ideals.

Skill-building, homework-type activities 2 (7%) Adapted from disordered

were programmed with online survey
software. Appeared as awebpage accessed
with an outside link from Facebook posts.
Given the personal nature of some ques-
tions, participants' responsesto homework
were not directly viewed by the group.
Designed to promote media literacy and
self-acceptance.

eating [10,15-17] and in-
door tanning intervention
research [11]

“We've talked about the excessive use of Photoshop to create
images of ‘ideal’ women by making body parts thinner or
changing the appearance of skin by smoothing wrinkles, removing
blemishes, and often altering skin tone to appear tanner. One
reason that the use of Photoshop is so common is that images of
‘ideal’ women are used to sell products. For example, fashion
magazine covers, articles, and images are designed to make a
woman feel bad about her looks. These magazinestry to convince
women that something iswrong with how they look and that they
can fix the problem by buying the products in the magazine ads.
The worse the images make women feel, the more money the
magazine makes in advertising sales.” This post included alink
to aweb article showing celebrity photographs before and after
they were atered with Photoshop.

A meme with a quote from Tina Fey describing her view on the
female body image.

“Several members have mentioned the“ideal” for womenin their
comments and now we would like to define the ideal to under-
stand exactly what we are talking about. What are we told that
theideal or perfect woman looks like?’

A positive body image task that asks participants to create atop
ten list of their own best attributes.

http://www.researchprotocols.org/2018/2/e54/
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Second, participants answered several Facebook-specific
evaluation itemsrelated to their perceptions of their experience
as members of the Facebook group [21-23] that included
perceived connectedness with group, identification with posts
and other group members, enjoyment, ease of participation, and
willingnessto continue to engage with the group. (measured on
5-point Likert-type scales anchored with 1= strongly disagree
and 5= strongly agree)

Preliminary Outcome Measure

Number of past 1-month tanning sessions was measured on the
baseline and  follow-up  assessment using an
expert-recommended survey item (“How many timesin the past
month have you used a tanning bed or booth?”) [24].

Data Analysis

Descriptive statistics are presented for the Facebook engagement
metrics and the intervention acceptability measures. A
paired-sample 2-tailed t-test was used to compare mean
differences in baseline and follow-up responses to the
preliminary indoor tanning outcome measure.

Results

Participant

Participants reported a mean age of 20.8 years (SD 1.7) and 9
out of 17 (53%) were White, 5 out of 17 (29%) were
other/multiracial, 2 out of 17 (12%) were Asian, and 1 out of
17 (6%) refused to answer. Five out of seventeen participants
identified as Hispanic (29%). Most participants were currently

Stapleton et al

enrolled in college (82% [12/17]) with the remaining having a
bachelor's degree or higher (18% [3/17]). Eleven out of
seventeen (65%) participants used Facebook multiple times a
day and 5 out of 17 (29%) reported daily use at baseline.

Retention

All enrolled participants compl eted the baseline assessment and
accepted our invitation to join the Facebook group. Sixteen out
of seventeen participants compl eted the post-intervention survey,
producing a 94% study retention rate.

I ntervention Receipt

Twelve out of seventeen participants (70.6%) viewed every post
and an additional four (23.5%) viewed at least 75% of posts.
An average of 91.4% participants viewed each post (See Table
2) and the mean post view rate was similar across each post

type.

Engagement

Table 2 also presents post engagement averaged across the
posting period. Postswere liked on average by 34.6% (SD 21.1)
of participantswith the highest likeratesfor inspirational (50.3%
[SD 12.5]) and psycho-educational (42.5% [SD 11.3]) posts.
An average of 26.2% (SD 28.7) of participants commented on
atypical post with the highest rates for Your Thoughts posts
(64.7% [SD 14.4]). Nearly half of participants (41.2%)
commented within the webpages that were linked to in the
homework posts. For participant-level engagement, participants,
on average, liked 9.1 posts (SD 6.1) and commented on 7.6 (SD
4.1).

Table 2. Descriptive statistics for post views and engagement metrics by post type.

Engagement Metric and Post Type Mean percentage (SD)
Views
All2 91.4(7.2)
Psycho-educational 90.2(7.2)
Inspirational 89.5(7.1)
Your Thoughts 94.9 (6.6)
Likes
All 346 (21.1)
Psycho-educational 42.5(11.3)
Inspirational 50.3 (12.5)
Your Thoughts 8.1(7.7)
Comments
All 26.2 (28.7)
Psycho-educational 13.0(14.3)
Inspirational 5.2 (4.6)
Your Thoughts 64.7 (14.4)

3Homework posts are not included in descriptive statistics given the low number of posts relative to other post types and the nature of the posts that

contained links to an external webpage for participants to leave comments.
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Table 3. Perceptionsof the Facebook group intervention experience. Survey itemswere measured with a5-point, Likert-typeresponse scale: 1= strongly

disagree, 2= disagree, 3= neither, 4= agree, 5= strongly agree.

Survey Type and ltems Mean (SD)

Connection with intervention and group
| could identify with alot of the posts. 4.3(0.6)
The posts were relevant to me. 4.4(0.5)
| could identify with other people in the group. 4.3(0.6)
| felt connected to the other people in the group. 3.9(0.7)
| paid attention to other people’s commentsin the group. 4.4 (0.6)
| felt like | was actively involved in the Facebook group. 4.2 (0.8)

Per ceptions of the Facebook group experience
| enjoyed expressing my opinions in the group. 4.2 (1.0
| enjoyed reading other people’'s comments in the group. 4.2(0.7)
| enjoyed reading the posts made in the Facebook group. 4.4(0.5)
| felt comfortable participating in the study. 4.6 (0.8)
It was easy to participate in the Facebook study. 4.8(0.5)
The study was too time consuming. 22(1.3)
| would be willing to continue as part of the Facebook group if the study were to continue. 4.8(0.5)

I ntervention acceptability

Participants provided favorabl e ratings on general intervention
evaluation items including: interesting (mean 7.5 [SD 1.7]);
understandable (mean 9.1 [SD 1.3]); useful (mean 8.2[SD 1.7]);
and positive (mean 9.1, [SD 1.5]). Meansfor Facebook-specific
evaluation items indicated a general level of agreement with
regard to perceived connectedness to the group (Table 3)
including items that assessed: identification with posts (mean
4.3 [SD 0.6]), identification with other group members (mean
4.3[SD 0.6]), connectedness to the group (mean 3.9 [SD 0.7]),
and perception of active involvement with the group (mean 4.2
[SD 0.8]). Participants also indicated high ratings on items of
enjoyment with various aspects of the group and comfort in
participation (mean 4.6 [SD 0.8]). Participants indicated they
would be willing to continue as a part of the Facebook group
if the study were to continue (mean 4.8 [SD 0.5]).

Preliminary Outcomes

The mean number of reported past 1 month indoor tanning
sessions was lower at the post-intervention assessment (mean
0.7[SD 2.3]) compared to baseline (mean 2.3 [SD 4.4]) athough
this difference was not significant at the a=.05 level (t;5=1.90,

P=.08: Cohen d=0.47).

Discussion

Intervention receipt was high as a typical post was viewed by
91.4% of participants. In addition, the majority of participants
(70.6% [12/17]) viewed every post, and an additional 23.5%
[4/17] viewed at least 75% of posts. Post engagement, measured
by likes and comments, differed according to post type. Posts
specifically designed to elicit comments by posting questions
and discussion topics to the group (ie, those titled, Your

http://www.researchprotocols.org/2018/2/e54/

Thoughts) received higher rates of comments than other post
types. The labeling of posts as discussion posts may be helpful
for soliciting engagement as well as challenging beliefs. For
participant-level engagement, mean number of likeswasdightly
higher than comments. Overal, the observed rates of
intervention engagement compare favorably to Facebook
interventions on other topics (eg, physical activity, weight loss,
tobacco cessation) [25-28].

Ratings on general measures of intervention acceptability (eg,
interesting) were favorable and comparable to other tanning
interventions delivered via booklet or website [11,20].
Facebook-specific acceptability measureswere highly favorable
including the perception the group allowed for social connection
and self-expression, both key reasons people use social media
[22]. These intervention features, along with the focus on
positive body image, may increase participants interest and
lead to a more impactful intervention. Favorable scores were
also reported for enjoyment, comfort, ease of participation, and
willingness to continue in the group. The study also
demonstrates that participants may engage in an intervention
with minimal input or guidance from moderators, an important
feature likely to lead to a more sustainable intervention with
greater potential for dissemination. Overall, the study expands
the literature of social media interventions to include tanning
and body image among young women. No significant change
in past month indoor tanning was observed, however this
formative study was not adequately powered to detect changes.
Our next step is to conduct a fully powered efficacy trial to
assess the ability of Facebook group approach to positively
influence body image and reduce indoor tanning.

This formative study has some notable limitations. First, the
study had a single arm design, small sample size, and was not
fully powered to detect behavior change or examine
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psychosocial intervention mediators. Second, the sample was
primarily recruited from asingle geographic areausing specific
inclusion criteria that reduce generalizability of the findings.
Our discussion posts were adapted from in-person, group-based
disordered eating interventionsthat utilize discussion questions
designed specifically to generate counter-attitudinal responses
to challenge image ideals [12] (eg, “Describe your biggest pet
peeve/complaint with the media, the fashion industry, or social
media’). Although it is promising that a large percent of
participants engaged with the discussion posts by commenting,
we did not code the comments for counter-attitudina content
and the design of thisformative study did not allow for aformal
test of cognitive dissonance as an intervention mediator. The
genera lack of research in this area results in a dearth of
empirical support that using dissonance-based discussions in
social media groups can lead to counter-attitudinal responses
although research suggests such discussions on Internet-based
forums can be efficacious [10]. Thus, the question of whether
the intervention is working as designed by encouraging the
generation of counter-attitudinal information through Facebook

Stapleton et al

group discussions and promoting cognitive dissonance among
group members needsto be examined in future research. Finally,
some participants (35% [6/17]) were recruited from our prior
focus group research study, which may have biased responses
in a positive manner.

In conclusion, social media represents an unexplored platform
for delivering dissonance-based interventions for disordered
eating and indoor tanning. The current formative study
demonstratesthefeasibility and acceptability of using Facebook
as a delivery mechanism for these types of interventions. The
use of Facebook groups to deliver dissonance-based
interventions capitalizes on features key to the success of these
interventions including group-based discussions and peer
support. Embedding theintervention into the target population’s
social media routine facilitates both engagement and reaches
with less expense than in-person groups and devel oping websites
incurs. The utilization of Facebook groups for delivering
group-based interventions is appealing given the potential for
creating highly sustainable intervention approaches with strong
potential for dissemination across multiple geographic locations.
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Abstract

Background: Psoriasisisachronicinflammatory diseasethat is often associated with anumber of somatic and mental comorbidity.
Patients with psoriasis show an increased risk of depression and (social) anxiety.

Objective: The aims of this study are 1) to explore the psychosocial distress of patients with psoriasis and to assess their care
needs; and 2) to develop a supportive intervention based on the prior results.

Methods: A multi-stage design with four phases combining quantitative and qualitative methodol ogy will be used and conducted
in two centers. 1) A scoping review and focus groups will be used to design a questionnaire to assess the psychosocial distress
and care needs of the patients. 2) The questionnaire developed in phase 1 will be used in a cross-sectional survey to assess the
extent of psychosocial distress and supportive care needsin 400 patients with psoriasis. 3) A systematic review and meta-analysis
will be conducted to identify psychosocial and psychoeducational interventions for patients with psoriasis and to describe their
effectiveness. 4) Based on the results of the phases 2 and 3 a manualized supportive intervention will be developed and the
feasibility and acceptance of the intervention will be assessed.

Results: Currently, phase 1 of the project has been completed and the recruitment for phase 2 has been started. The systematic
review and meta-analysis of phase 3 are conducted simultaneously to phase 2 and results are expected soon. Phase 4 has not been
started yet.

Conclusions: The expected results of this study will show the extent of psychosocial distress of patients with psoriasis in
Germany and supplement previous research with findings about the supportive care needs of this patient group. Moreover, the
developed intervention will help to address the psychosocial support needs of patients with psoriasis. Research shows that
psychosocial support is strongly needed.

(JMIR Res Protoc 2018;7(2):€22) doi:10.2196/resprot.8490
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psoriasis; psychosocial distress; care needs; supportive intervention
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Introduction

Psoriasisisone of the most common chronic inflammatory skin
diseases with a prevalence of 1 to 3 % in western industrial
countries. In Germany about 2 million patients are affected
[1,2]. The most common type of psoriasisis*psoriasisvulgaris’
also called “plague psoriasis” It is assumed that about 25% of
patients have moderate to severe disease, and a relevant
proportion needs alifelong treatment [3]. Studies indicate that
psoriasis often is associated with other medical conditions,
especialy in severe caseswith along history of the disease [4].
Known comorbidity includes psoriatic arthritis (PsA) [5];
inflammatory bowel disease[6]; cardiovascular disease[7]; and
diabetes [8], influencing morbidity and mortality [9,10].
Increased rates of comorbidity are already found in young
children and adolescents[11]. In addition to somatic comorbidity
psoriasis can be associated with psychosocia stress and mental
illness. Patients with psoriasis show an increased risk of
depression, anxiety, and suicidal ideation [12-15]. Especially
an early onset of psoriasisincreasesthe risk for depression and
social anxiety [14,16]. Moreover, acohol consumption and
nicotine abuse seems to be greater in patients with psoriasis
than in the general population [17,18].

Reasons for the psychosocial burden of patients with psoriasis
are experienced stigmatization in social situations, the
workplace, difficulties with body image, self-esteem, and
self-concept [14,19-22]. These factors can be substantial
components leading to impaired health-related quality of life
(HrQoL) [23]. Other predictors of HrQoL impairments are
pruritus [24,25], the time needed for daily treatment and
treatment dissatisfaction [26]. Accordingly, patients show a
large variety of needs related to disease management which go
far beyond symptomatic treatment and include a plurality of
psychosocial aspects[27].

Research suggests that psychosocial stress is not just a
consequence of psoriasis but can also be involved in the
exacerbation of the symptoms [28]. Reich et al [29] found that
the itch intensity experienced during psoriasis exacerbation
correlated positively with stressful events one month earlier.
The concept of the “brain-skin-axis’ describes the interaction
between mental aspects, immune system, and cutaneous
inflammation. In patients with psoriasis, psychosocia stress
can worsen the condition, which increases disease-associated
and experienced stress, impairs quality of life, and increases
psychosocial strain and comorbidity [28]. Theindividual stress
reactivity can affect both adherence as well as treatment
response [28]. Besides the individual stress reactivity, age, sex,
psychosocial, disease-specific, and treatment-specific factors
predict the adherence or compliance [30]. Also in a study by
Eskin et a, psoriasis patients showed lower scores in socia
problem-solving skills as well as higher degrees in negative

https://www.researchprotocols.org/2018/2/e22/
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problem orientation and impulsive-careless problem-solving
style compared to healthy controls [31], which indicates that
those patients might profit from interventions like
problem-solving trainings.

For these reasons, current concepts of psoriasis management
include screening for mental comorbidity and recommend
interdisciplinary teamwork and psychosocial support if
applicable [4].

Until now, different reviews subsumed studies on the effects
of psychosocial interventions on psoriasis patients. Larsen et al
[32] reviewed nine randomized controlled trials (RCTS),
quasi-randomized trials, and controlled clinical trials of patient
education and sel f-management interventions on disease severity
and HrQoL and found that little evidence is available. They
point out that compared with other chronic conditions, only few
effective disease-specific tailored educational programs for
psoriasisare available[32]. A narrative review found an overall
positive effectiveness of existing psychological and/or
educational interventionsin psoriasisespecially in psychological
and HrQoL outcomes [33]. However, they stated that the
strength of evidence to support the effectiveness of the published
interventions was limited due to methodological weakness in
the included studies and suggest further research and RCTs to
increase validity of intervention studies. Despite a clear need
and some existing evidence-based psychosocial treatments,
access to psychological and psychosocial interventions within
dermatological services remains limited [34]. Moreover, since
evidence on psychosocial interventionsis still equivocal, it can
be concluded that it is important to find out more about the
individual information and support needs of these patients to
design interventions that are especially tailored to patient
preferences. Therefore, the aims of the described study are:

1. Toassessthe psychosocia distressof patientswith psoriasis

2. Toinvestigatetheir needsfor information and psychosocial
support

3. To develop a psychosocia intervention to educate and
support psoriasis patients

4. To test the feasibility, acceptance and effectiveness of this
intervention

Methods

A multi-stage design with four phases combining quantitative
and qualitative methodology will be conducted. It is displayed
inFigure 1.

The project will be carried out at Department of Medical
Psychology in cooperation with the Institute for Health Services
Research in Dermatology and Nursing at the University Medical
Center Hamburg-Eppendorf and the Psoriasis Center at the
Department of Dermatology of the University Medical Center
Schleswig-Holstein Campus Kiel in Germany.
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Figure 1. Flow-chart of study phases.
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[ Phase 1: Questionnaire development ]
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relevant support needs
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meta-analyses
questionnaire survey assessing psychosocial and psychoeducational
psychosocial distress and support needs interventions for psoriasis patients

Phase 4: Development and assessment of feasibility
of a psychosocial intervention

development of the
intervention

assessment of feasibility

adaption of the
intervention

Phase 1: Questionnaire Development

A scoping review [35] will be conducted to identify measures
to assess psychosocial distress in chronic conditions and skin
diseases. Measuresthat focus on mental illnesses, like the Patient
Health Questionnaire (PHQ-9) [36,37] to assess depression
symptoms, the Generalized Anxiety Disorder 7 (GAD-7) [38]
to measure anxiety symptoms or the Somatic Symptom Disorder
(SSD-12) [39] to eval uate somatic symptomswill be used. Risk
factors as alcohol consumption will be assessed, for example
with the Alcohol Use Disorders Identification Test (AUDIT-C)
[40]. Moreover, measuresto eval uate the information needs and
supportive care needs, as well as the utilization of supportive
interventions, empowerment, and resources of psoriasis patients
will be searched for and included. The study aimsto complement
the questionnaire with items, to detect patients that are in need
for counseling and supportiveinterventions. Moreover, questions
on sociodemographic data will be included.

Based on the results of the scoping review a complete
guestionnaire will be developed to assess the psychosocial
burden of psoriasis patients. Following, two focus groups with
n=10 patients with psoriasis in each focus group will be
conducted to validate and complement the results of the scoping
review.

Recruitment of the Patients

The patientswill be consecutively recruited during consultations
at the Psoriasis Centers of University Medical Center
Schleswig-Holstein Campus Kiel and Institute for Health
Services Research in Dermatology and Nursing of the University
Medical Center Hamburg.

https://www.researchprotocols.org/2018/2/e22/

Inclusion Criteria

Adult patients (age = 18) will be included. Patients need to be
diagnosed with a mild, moderate, or severe psoriasis and need
to agree by signing informed consent. Inclusion criteriawill be
checked from the treating physician, who will also fulfill ashort
questionnaire on the patients' clinical data (severity of the
psoriasis, presence of psoriasis arthritis or other comorbidity).

Focus Groups

One focus group will be conducted at the Psoriasis Center in
Kidl and the second at the Department of Medical Psychology
in Hamburg. Each focus group is planned to take 120 minutes
and patients will receive 50€ for their participation. The main
issue of thediscussion will beto critically review the devel oped
guestionnairein terms of feasibility and understanding with the
patients and to add missing topics regarding information and
supportive care needs.

Analysis

The focus groups will be recorded and transcribed. The results
will show if any adaption of the questionnaire will be necessary
or if further items should be developed and included based on

the feedback of the patients. The final questionnaire will then
be used in a quantitative survey in phase 2.

Phase 2: Quantitative Survey

The questionnaire developed in phase 1 will be used in a
cross-sectional survey to assess the extent of psychosocial
distress and supportive care needs in patients with psoriasis.

Recruitment of Patients

Participants for phase 2 will be recruited again through
consecutive consultations in the two cooperating dermatol ogy
centers.
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Figure 2. Survey flow-chart for the questionnaire. Calculated with an expected return rate of 40%.
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Inclusion Criteria
The inclusion criteria are the same as for phase 1.

Sample Size

A sample size of N=400 is projected (Figure 2). Based on an
expected return rate of 40% we will approach 1.000 patients,
500 per center.

Measures

Based on the results of the scoping review in phase 1 we expect
to include measures on mental disorders, quality of life,
psychosocial distress, health and risk behaviors, information
needs and utilization of supportive interventions, needs for
supportive care, empowerment, and resources of psoriasis
patients. Moreover, sociodemographic data will be assessed.
The health statusin terms of psoriasis severity and comorbidity
will berated by the treating physician.

Analyses

The primary anayses for phase 2 will be descriptive
(percentages, means, and standard deviations). The results of
this phase will inform the focus of the treatment elements
contained within the intervention.

Phase 3: Systematic Literature Review and
Meta-Analyses

To identify which psychosocial and psychoeducational
interventionsfor patientswith psoriasis already exist and which
are effective, a systematic review will be conducted. The
methods and results will be reported in accordance with the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) statement [41]. First asearch strategy
will be defined followed by an electronic database searchin the
following databases: Cochrane Central Register of Controlled
Trials (CENTRAL), MEDLINE, EMBASE, and PsycINFO.
Two independent reviewerswill stepwise screentitles, abstracts,

https://www.researchprotocols.org/2018/2/e22/

and full-texts according to predefined inclusion criteria. Within
thetitle and abstract screening all references that were rated as
possibly relevant by one reviewer will be included. In the
full-text screening disagreementswill be resolved by discussion.
In addition to the electronic search reference and citation
tracking will be performed with al included references and
systematic reviews that dealt with similar questions to check
for further relevant references.

Data will be systematically extracted from the included
references on the study population, details of the intervention
and the outcomes. Furthermore, the risk of bias will be rated
for all controlled trials by two independent reviewers according
to the Cochrane Handbook for Systematic Reviews of
Interventions[42]. Disagreement will be resolved by discussion
aswell.

For the most rel evant patient-reported outcomes ameta-analysis
will be performed on all controlled trials that assessed these
outcomes. Primary outcome will be HrQoL. Additional
outcomes will be chosen depending on whether there will be
enough datafor ameta-analysis. Furthermore, if the dataallows
it, subgroup analysis on HrQoL will be performed to compare
different aspects of the interventions in their effectiveness.

Phase 4: I ntervention Development and Assessment of
Feasibility

Based on the results of the phases 2 and 3 a supportive
intervention will be devel oped.

I ntervention Development

Based on the needs assessment and the meta-analyses an
intervention will be developed addressing the needs of the
patients with the most promising intervention type, which can
be face-to-facein agroup or single setting or an internet-based
approach. Internet-based interventions may reach larger parts
of the patient population and allow a high degree of flexibility.
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Existing Internet-based programs (eg, for depression, alcohol
consumption, or stress reduction) could be adapted for these
patients or certain modules could be tailored [43,44].
Furthermore, barriers such as privacy concernsand fear of being
stigmatized could be overcome by the anonymity of
Internet-based interventions. Systematic reviews show favorable
effects of Internet-based (cognitive behavioral) interventions
for chronic somatic conditions [45,46], but research in
dermatological conditionsisrare[47]. However, afina decision
about the type of intervention will be based on the patients care
needs explored in phase 2 and the results of the meta-analysis
in phase 3.

We plan to use qualitative methods to explore how professionals
and people with psoriasis view the draft of the intervention. In
the first step, a focus group with 6 health care professionals
(four dermatologists and two psychologists) and 2 patient
representatives (eg, of the“ Deutscher PsoriasisBund e.V.” [48]
or self-help groups organized in Internet forums) are planned
to discuss the developed intervention. The participants will be
presented the intervention materials and asked to comment on
content, acceptability, and usability. The experts will also be
asked to discuss where in treatment procedure the intervention
ismost useful and realizable. Thefocus groupswill be recorded
and transcribed.

In the second step, n=8 patients with psoriasis will be sought
using convenience sampling recruited from the participating
clinics. Think aloud methodology [49] will be used, whereby
participants will be asked to detail their ‘live' reactions on the
content and layout of the intervention. Patients will be

Figure 3. Survey flow-chart for the intervention.

Zill et &

encouraged to voicetheir views on all aspects of theintervention
including likely usefulness of the content, appearance of the
content, feasibility of following the advice etc. Theintervention
will be modified on the basis of these qualitative results.

Assessment of Feasibility

When the manual for the intervention is finally devel oped, the
feasibility of theintervention will be assessed. The primary aim
of this feasihility assessment will be to examine the potential
of the intervention to cause clinical relevant changes on the
patient’s side and to identify the methodological requirements
for afuturetrial.

Therefore, if it suits the intervention type, the study aims to
recruit a sample of approximately 30 participants. These
participants will be randomized into an intervention group and
acontrol group (Figure 3). The measures for this assessment of
effectiveness will be partly the same as used in phase two.
Primary outcomewill be patient reported distress and/or HrQoL .
Additionally, information about the utility of the intervention
and satisfaction with the intervention will be assessed. Open
ended question will be included which ask about participants
experience of using the intervention.

Analyses

The group means and standard deviations for the intervention
group and control group before and after the intervention will
be presented. In addition, inferential comparisons between both
groups will be calculated. Yet due to the small population of
the pilot study we do not expect to have enough power to
reliably detect meaningful differences.

[ patients with mild, moderate and severe psoriasis ]
f
center 1 W
.3
{ randomization J

intervention

group (1G)
n=15
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control
group (CG)
n=15
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Results

At the current state of the project the questionnaire devel opment
of phase 1 has been completed. The recruitment for the
guantitative survey of phase 2 has been started and to date (19
of September 2017) n=185 patients have been included. The
systematic review and meta-analysis of phase 3 are conducted
simultaneously to phase 2 and results are expected to be
completed soon. Phase 4 has not been started yet.

Discussion

Previous research showed that patientswith psoriasisare likely
to suffer from psychosocia distress and various somatic and
mental comorbidities[4]. Moreover, recent research found that
intensity of pruritus experienced during psoriasis exacerbation
can berelated to stressful life events[29]. Therefore, screening
for mental illnesses and needsfor psychosocial information and
care needs are clearly recommended within the treatment of
psoriasis [4]. First studies were conducted to test psychosocial
interventions for psoriasis; however, results on effectiveness
were little to moderate and methodical flaws were criticized
[32,33].

The described study will respond to the necessity of focusing
on the psychosocial burden of this patient group in amulti-center
project combining qualitative and quantitative methodologies.
In four phases, relevant research questions will be addressed to
close current research gaps. In the first phase an extensive
guestionnaire development will be conducted. This includes a
scoping review on measures on psychosocia distress and
information and supportive care needs as well as discussions
on the questionnaire with patientsin focus groupsthat will result
in a comprehensive and validated questionnaire. In the second
phase with the quantitative survey using the questionnaire
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developed in the prior phase data on the psychosocial distress
and information and supportive care needs of patientsfrom two
psoriasis centers in Germany will be gained. Moreover, the
pre-test of a screening measure will help to develop an
instrument to screen for patients with support needs in future
consultations.

In the third phase, a meta-analysis will be conducted that adds
on prior systematic reviews by summarizing the effectiveness
of previous studies on psychosocial/psychoeducative
interventionsfor psoriasis patients. Up-to date, to our knowledge
no systematic review including all psychosocial/psychoeducative
interventions on psoriasis exists. Effects of these interventions
have not been shown in ameta-analysis yet.

In the final phase, the results of the prior phases will be used
for the devel opment of psychosocial interventionsthat istailored
to the specific needs of this patient group. It is hoped that due
to the comprehensive knowledge gained from the survey and
the expert and patient focus groups the intervention will be
found as effective.

The expected benefits from this study are to find out about the
psychosocial support needs of patientswith psoriasisand to add
on previous research on patients' goals in psoriasis treatment.
Blome et a found that besides skin treatment related goals of
psoriasis patients, like “to be healed of all skin defects,” goals
like “to be comfortable showing yourself more in public,” “to
be able to have more contact with other people” or “to be more
productive in everyday life,” are from high relevance for the
patients [50]. The latter treatment goals are difficult to reaize
with somatic treatment only and again show the necessity of
interdisciplinary treatment of this disease and the need for
patient-centered care that values the individual patients needs
[51] and, for example, in psychosocia offers for patients with
psoriasis.
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Abstract

Background: The assessment of food consumption data using harmonized methodol ogies at the European level isfundamental
to support the devel opment of public policies. Portugal is one of the countries with the most outdated information on individual
food consumption.

Objective: The objective of this study was to describe the design and methodology of the National Food, Nutrition and Physical
Activity Survey, 2015-2016, developed to collect national and regional dataon dietary habits, physical activity (PA), and nutritional
status, in arepresentative sample of the Portuguese general population (3 months-84 years).

Methods: Participants were selected by multistage sampling, using the National Heath Registry as the sampling frame. Data
collection, during 12 months, was harmonized according to European guidelines (EU-MENU, European Food Safety Authority
[EFSAY]). Computer-assisted personal interviewing (CAPI) was performed on a specific electronic platform synchronized with
nutritional composition dataand considering the FoodEx2 classification system. Dietary assessment was performed using 24-hour
recalls (two nonconsecutive, 8-15 days apart) or food diaries in the case of children aged <10 years, complemented with afood
propensity questionnaire; PA data (International Physical Activity Questionnaire [IPAQ], the Activity Choice Index [ACI], and
4-days PA diaries); sociodemographic data, and other health-related data were a so collected.

Results: A sample of 6553 individuals completed the first interview, and 5811 participants completed two dietary assessments.
The participation rate among eligible individuals was 33.38% (6553/19,635), considering the first interview, and 29.60%
(5811/19,635) for the participants with two completed interviews (about 40% in children and adolescents and 20% in elderly
individuals). Results of the survey will be disseminated in national and international scientific journals during 2018-2019.
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Conclusions:

Lopeset a

The survey will assist policy planning and management of national and European health programs on the

improvement of nutritional status and risk assessment related to food hazards, and the enhancement of PA. The infrastructures
and data driven from this Survey are a solid basis to the development of a future national surveillance system on diet, PA, and

other health behaviors reproducible over time.

(JMIR Res Protoc 2018;7(2):e42) doi:10.2196/resprot.8990

KEYWORDS

surveys; nutritional surveys; exercise; public health; children; adults; elderly

Introduction

Monitoring food consumption at the national level isimperative
to assist health policy making, to provide a solid basis for the
development of nutritional and food security policies, and to
plan future research. According to the European Report on Food
Consumption Survey Methods (EFCOSUM) [1], Portugal is
one of the European countries with the most outdated
information on individual food habits. Thefirst national dietary
survey was conducted in 1980 [ 2], and since then no nationwide
individual information has been collected using harmonized
instruments capable of answering official European indicators.

The European Food Safety Authority (EFSA) has conducted
the Pan-European Survey “What's in European menu?’
(EU-Menu), promoting the development and testing of
harmonized instruments and protocols for evaluating food
consumption across Europe [3], in which Portugal has been
involved by conducting the National Food, Nutrition and
Physical Activity Survey in 2015-2016 (acronym: IAN-AF
2015-2016).

This paper aims to describe the design and data collection
methodologies used in the IAN-AF 2015-2016. The survey
aimed to collect nationwide data (from 3 monthsto 84 years of
age) on dietary habits (foods, nutrients, dietary supplements,
food safety, and insecurity), physical activity (PA) (sedentary
behaviors, sports, and active choices in daily living) and their
relation with health determinants, namely, socioeconomic
factors.

Methods

Sampling

A probabilistic sample of the Portuguese general population
aged between 3 months and 84 years was sel ected by multistage
sampling, using the National Health Registry (RNU coding) as
the sampling frame. Partici pation wasindependent of the regular
attendance to the National Health System.

The first step of sampling was based on the random selection
of primary hedth care units, stratified by the 7 Statistical
Geographic Units of Portugal (NUTS 1), weighted by the
number of individual sregistered in each health unit. The second
step of sampling was based on the random selection of registered
individualsin each health unit, according to sex and age groups.

The sample sel ection was performed in consecutive recruitment
waves to use the most updated versions of the National Health
Registry lists (4 recruitment waves for infants and toddlers and
2 recruitment waves for the remaining age groups). Individuals

http://www.researchprotocols.org/2018/2/e42/

withthefollowing criteriawere excluded: (1) living in collective
residences or institutions (eg, elderly in retirement homes or
individuals in hospitals, at prisons, or military barracks); (2)
living in Portugal for lessthan 1 year (nonapplicableto infants);
(3) non-Portuguese speakers; (4) with diminished physical
and/or cognitive abilities that hamper participation (eg, blind,
deaf, with diagnosed dementias); and (5) deceased.

Individualswith no established contact after all planned attempts
were considered with unknown eligibility. Eligible participants
without availability for the 2 interviews during the evaluation
period or who missed appointments were classified as eligible
nonparticipants. In addition, for eligible participants aged 65
years or more, a screening of cognitive impairment was
performed by using the Mini-Mental State Examination test [4].
The classification of cognitiveimpairment was performed using
the scale’s score according to the education level [5,6]: illiterate
and 15 points or less; 1 to 11 years of education and 22 points
or less; and at least 11 years of education and 27 points or less.
For these individuals only few socio-demographic and
anthropometrics information were collected.

Estimated Sample Size

The sample size was estimated by assuming amean population
energy intake of 2000 kcal/day (standard deviation, SD=500)
and an effect size of 8%, with a confidence level of 95%. The
sample size for each geographical region was estimated in 603
individuals (atotal of 4221 individualsin the 7 regions).

To estimate the study design effect, the following information
was taken into consideration: (1) a coefficient of variation of
cluster sizes defined as 0.4; (2) datafrom cluster-based studies
with primary health care setting in Portugal, measuring the
dependency effect of exposures such as body mass index or
energy intake (mean intracluster correlation coefficient of 58%);
and (3) amean number of participantsreachablein each primary
health care unit, depending on the field work management (30
individuals were estimated to be evaluated during 4 weeks).
Considering these data, a design effect of 1.20 (an increase of
20% of the sample size) was estimated.

Asaresult of the settled design effect, the number of individuals
to be assessed in each region was estimated as 724, resulting in
atotal sample of 5068 individualsinthe 7 regions. Thus, taking
into consideration the distribution of the Portuguese population
according to the Census 2011 [7], the sample size required to
have representativeness at the national level was of 5068
individuals: 935 children and adolescents (0-17 years), 3262
adults (18-64 years), and 871 elderly (65-84 years). To
accomplish the EFSA requirements of including 260 individuals
in each age group (130 by sex), an oversampling of children
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less than 1 year (3-11 months) (6 times the initial proportion)
and 1to 2 years (3 timestheinitial proportion) was considered,
followed by aredistribution of the sample size for the other age
groups. In each health unit, the number of individuals to be
assessed by sex and age group was fixed.

An additional sample of pregnant women was also estimated
(n=200) using the same sampling frame, resulting in 2 to 3
pregnant women by each health unit. A potential participation
rate of 70% in the first interview and in the second interview
was defined, resulting in 50% (70%x% 70%=49%) of nonresponse,
unreachable individuals, incomplete questionnaires, and
drop-offs expected. Thereby, the number of participants to be
selected and contacted was estimated to be 10,204 (5102 x 2).
After a pilot study, a more conservative participation rate of
20% (5102 x 5=25,510) was assumed.

Assuming aone-month period for data collection in each health
unit, and an estimation of approximately 30 participants by unit,
the number of health units needed to be selected was 21 by
region. This number was applied to the North, Centre, and
Lisbon regions, but due to logistic constraints related to field
work efficiency and the low number of health unitsin the other
regions, 12 health units were selected in Alentejo and Algarve,
and 6 health unitswere selected in Madeiraand Azores. Figure
1 shows the spatial distribution of the health units, randomly
selected in each of the 7 regions (NUTS I1), weighted by the
number of registered individuals.

Field Work Management and Recruitment

The field work management team included a nationa
coordinator, a subnational coordinator, and 5 regional

Lopeset a

coordinators. The field work team included 40 interviewers
with nutrition or dietetics background and one statistician.

All the procedures related to the management of the field work
and participants recruitment were performed through an
electronic platform (* You eAT& Move") based on aclient-server
software architecture, which was specially developed for the
survey purposes.

Participants were contacted by telephone to check their
willingness to participate. At maximum, 6 contact attempts in
different daytimes and day hourswere performed. If participants
did not answer after 4 attempts, a short message was sent,
followed by more 2 contacts attempts, before they were
classified as unknown €ligibility. If an oral acceptance was
provided by individuas, an invitation letter with participation
details was sent by post. If individuals refused to participate,
some questions included in a short refusal questionnaire were
collected. The examination location was selected according to
participant’s preference. One of the following two options was
provided: the participant’s home or the health unitsthey belong
to.

Data Collection

Overdll, the survey includes the evaluation of the following
dimensions: (1) dietary and nutritional intake, (2) eating habits
and behaviors, (3) dietary and nutritional supplements use, (4)
food insecurity, (5) PA and sedentary behaviors, (6)
sociodemographics, (7) general health data, (8) anthropometrics,
and (9) biochemical indicators of nutritional intake (subsample).

Figure 1. Spatial distribution of the primary health care units, weighted by the number of registered individuals: the IAN-AF 2015-2016 survey (NUT:

Statistical Geographic Units of Portugal).
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Most of the procedures of data collection were adapted from
the EFSA Guidancein view of the EU Menu methodology [3].
Data were collected by trained fieldworkers using
computer-assisted personal interviewing (CAPI), during 12
months (October 2015-September 2016), distributed over the
4 seasons and including all days of the week to incorporate
seasonal effects and day-to-day variation in food intake. For
interviews, the “You eAT&Move’ software includes the
following 3 main modules:

You module, that includes sociodemographic questions,
anthropometric measures, general health data, food consumption
by afood propensity questionnaire (FPQ), and food insecurity

eAT24 module, which alows the collection and description of
food consumption databy 24-hour recalls (or food diaries) with
food pictures for portion size estimation, synchronized with
nutritional composition data of foods and recipes

Move module, which allows the collection of PA data and
includes the IPAQ questionnaire, the Activity Choice Index
(ACI), and PA diaries, synchronized with metabolic equivalents
data associated with each type of PA.

Table 1 shows the overview of data dimensions collected in the
IAN-AF 2015-2016 survey, by first and second interviews and
age groups (plus pregnant women).

Dietary Assessment Methods

Dietary intake was obtained by 2 nonconsecutive one-day food
diariesfor children aged lessthan 10 years and 2 nonconsecutive
24-hour recallsfor the remaining age groups. Thetime between
interviews was set at 8 to 15 days. The days of reporting were
randomly selected, but participants were able to change them
according to their own availability for the interview. For
Saturdays, a 24-hour recall was performed on Mondays. For
adolescents from 10 to 14 years, the 24-hour recall was
administered with the presence of one of the parents or other
main caregiver; for adolescentsfrom 15to 17 years, the 24-hour
recall was administered without the need of parents’ help. For
children aged less than 10 years, the 2 nonconsecutive one-day
food diarieswerefollowed by aface-to-faceinterview, allowing
the parent or other main caregiver to add details related to food
description and quantification.

To validate nutritional intake in participants aged 18 years or
more, data from the 24-hour recall were compared against
urinary biomarkers. In a subsample of adults (n=94), 24-hour
urinary sampleswere collected during the day before the second
interview. The urinary concentration of sodium, potassium,
iodine, and total nitrogen were assessed.

The eAT24 Module

Dietary intake data were collected using the “eAT24” module
(electronic assessment tool for 24-hour recall), which alows
the assessment of dietary data by an automated multiple-pass
method for 24-hour (5 steps) [8]. All foods, including beverages

http://www.researchprotocols.org/2018/2/e42/

Lopeset a

and dietary supplements consumed during a 24-hour period,
wererecorded per eating occasion and quantified and described
as eaten.

The eAT24 methodol ogy requires the description of consumed
foods during the dietary interview through several facets and
respective descriptors, using the FoodEx2 classification system
[9]. The place and time of meal consumption are also recorded
for each eating occasion.

The software allows subsequent conversion of foods into
nutrients, using by default the Portuguese food composition
table [10]. Several activities were performed for updating or
developing the food-related lists and the classification and
description of foods. Theinitial food list was based on the 962
food items from the Portuguese food composition table updated
with several other food items, such as infant formula, baby
foods, and ready-to-eat items (such as desserts and drinks),
resultinginalist of 2479 food itemsand 117 dietary supplement
items. A recipe modulewas also created including 1696 recipes.
In thismodul e, recipes were disaggregated into raw ingredients
allowing the description and quantification of each item. Recipes
were described as 5 facets (production method, brand,
preservation method, packaging material, and reheating method)
and subsequently disaggregated into their ingredients. Recipe
ingredients were also described according to the FoodEx2
classification system [9]. Nutritional composition of recipesis
calculated according to the methodology proposed by the
European Food Information Resource (EUROFIR) network of
excellence“ Proposal for the harmonization of recipe calculation
procedures’ [11]. The software allows the inclusion of a new
food item or anew recipe during the data collection process.

Different methods are available for use for food and recipe
quantification: (1) weight or volume method, (2) standard unit
method, (3) photo method (food picture book including 186
food photo series [with 6 portions each food/recipe], and 11
household measures photo series), (4) household measure
method, and (5) default portion method.

The Food Propensity Questionnaire

A FPQ was aso used for usual intake modeling purposes [3],
adapted from a previous version proposed by the “Pilot study
intheview of aPan European dietary survey” (PANEU project)
[12]. The main objective is to identify never-consumers, to
minimize problemswith the day-to-day variation of intake that
might affect the estimation of usual intake, typical of single or
few short-term measurements (such as 24-hour recalls) [13].
The FPQ includes a general list of food and beverage groups
and a list of specific foods and beverages important for risk
assessment. The number of items in the list and the reference
period of consumption differ by age group: children <9
years—45 food items, reference period: the last month;
adolescents and adults—49 food items, reference period: the
last 12 months; and pregnant women—49 food items, reference
period: the last 3 months.
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Table 1. Overview of data dimensions collected in the National Food, Nutrition and Physical Activity Survey, 2015-2016, (IAN-AF) by age groups
(plus pregnant women).

Modules and dimensions Age groups (years) Pregnant
women
3months2 3-5 6-9 10-14 15-17 18-64 65-84

You
Sociodemographics (SD)? SD1 sD1 Sb1 SD2 SD2 SD3 sD3 SD3
General hedlth (G)° eil G2 G2 G3 G3 G4 G4 G5
Eating behaviors (EB)® EB1 EB2 EB2 EB2 EB2 EB3 EB3 EB3
Anthropometrics (A)4 Al A2 A2 A2 A2 A2 A2 A3
Household food security (HFS) - - - - - HFS HES HFS
Food Propensity Questionnaire - FPQ1 FPQ1 FPQ2 FPQ2 FPQ2 FPQ2 FPQ3
(FPQ)°

eAT24
Food diaries 1 (FD1)' and 2 (FD2) FP1 FD2 FD2 - - - - -
24-hrecal 1 (24R) - - - 24R 24R 24R 24R 24R
24-hrecal 2 (24R) - - - 24R 24R 24R 24R 24R

Move
Physical activity diaries (PAD) - - PAD PAD - - - -
International Physical Activity - - - - IPAQ IPAQ IPAQ IPAQ
Questionnaire (IPAQ)
Activity Choice Index (ACI) ACI ACI ACI ACI
Sedentary behaviors (SB)? - SB1 SB2 SB3 SB4 SB5 SB5 SB6

83D1 and SD2 differ from SD3 by including also questions on country of origin, nationality, professional activity, education of parents, and the current
school year (in SD2 only). These versions do not have questions on marital status and household income (only included in SD3).

bG1 assesses previous diseases with need of regular medical care (predefined list of diseases) and identifies the health professional assistant. G2 only
assesses previous diseases with need of regular medical care. G3 assesses previous diseases with need of regular medical care, and also the general
health condition and current and past smoking habits. G4 evaluates previous diseases with need of regular medical care, and also diseases previously
diagnosed by a physician, the general health condition, current and past smoking habits, and gynecological history in women. G5 assesses the general
health condition before and during pregnancy, smoking habits before and during pregnancy, gynecologica history, and data on current pregnancy
(gestational weeks, health problems, etc).

®EA1 include questions relating to breastfeeding, consumption of different milk options, food diversification, and a brief food frequency questionnaire
(FFQ) of interest items. EA2 only includes a fruit and vegetables FFQ. EA3 include besides a fruit and vegetabl es FFQ, questions about organic foods
consumption, food safety, and a salt consumption scale.

9A1 includes wei ght and length driven from the child health booklet and measured weight and height. A2 includes self-reported weight and height and
measured weight, height, and waist and hip circumferences. A3 does not include waist and hip circumference measurements, and eval uates self-reported
height and weight before pregnancy.

®FPQ1 assesses the consumption of 45 food itemsin the last month. FPQ2 assesses the consumption of 49 food items (including alcoholic beverages)
in the last 12 months, and an option for seasonal consumption is available. FPQ3 is similar to FPQ2, but the reference period is the last 3 months.
fFD1 differs from FD2 because it has a specific structure for registering breastfeeding and formula feeding.

9All SB include information about sleep habits on weekdays and weekend days and questions about regular and programmed PA. SB1 differsfrom SB2
and SB3 on the type of sedentary behaviors asked. SB4 and SB5 include also a question about physical or sedentary choices.

assessment instrument allows a very detailed description of

Dietary Supplements supplements consumed in the course of the preceding day.

The use of dietary supplements was retrieved by 2 methods. )

The first method used the 24-hour recall, in which dietary e Second method asked the frequency of use, in the last 12
supplements and foods consumed during a24-hour periodwere  MONths, of a predefined list of 16 different dietary supplement
recorded per consumption occasion and quantified and described  ©YPES (€9, supplements of vitamins, such as C, D, and folate;
as consumed. Supplementswere described according to 6 facets  SUPPlementsof minerals, such as calcium and iron; supplements
(supplement source, target group, place of acquisition, packaging of mglt!vnarm ns; supplements of fatty acids, herbs, plants, and
material, brand, and physical state). Thisinterview-based dietary ~ Probiotics).
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Food I nsecurity

Food insecurity [14] assessment was obtained by applying a
dlightly modified questionnaire developed by Radimer et al
[15], widely applied in the evaluation and monitoring of public
food assistance programs in the United States and in other
countries, and by Bickel [16], which was adapted for Portugal
by INSA and ERS/USDA. The 3-stage design questionnaire
keeps respondent burden to the minimum needed to get reliable
data. It provides estimates of food insecurity for households
with or without children under the age of 18 years by collecting
information on 4 underlying dimensions and experience of food
insecurity: availability, access, utilization, and stability or
resilience. In this way, food insecurity is associated not only
with structural poverty but also with transitional—but not less
serious—conditions of scarce, in particular, financial resources.
The food insecurity status of each household lies somewhere
along a continuum, extending into the following 3 categories:
food security (households had no problems or anxiety about
consistently accessing adequate food), moderate food insecurity
(households reduced the quality, variety, and desirability of
their diets, but the quantity of food intake and normal eating
patterns were not substantially disrupted), and severe food
insecurity (at times, eating patterns of one or more household
members were disrupted and food intake was reduced because
the household lacked money and other resourcesfor food during
the year).

Physical Activity Assessment M ethods

For children (6-9 years) and adolescents (10-14 years), PA was
assessed by diaries (2 consecutive days during the week and 2
of the weekend), and for the other age groups (=15 years), the
assessment methodsincluded the International Physical Activity
Questionnaire (IPAQ) short version [17] and the ACI [18].

The PA diaries were an adaptation of a model proposed by
Bouchard et al [19] in which children registered their activities
in alogbook for each 15 min interval during 4 days, according
to previous written instructions.

Additional questions on sedentary behaviors were also asked
in all age groups (including children aged 3-6 years). From the
age of 15, self-reported activities representative of
“opportunistic” active choices in daily routine during the last
month (eg, taking the stairs, parking further away from an
entrance, or choosing to stand instead of sitting) were assessed
with 6 item response options on a 5-point Likert scale (ie,
1=never, 5=always), by using the ACI scale [18]. Composite
scales can be calculated by averaging the items. A question on
structured leisure time PA activity, detailing the type and time
of activity, was also asked in all age groupsfrom 6 years of age.

The collection of PA data was performed using the e-module
“Move” including the IPAQ questionnaire and PA diaries,
synchronized with metabolic equivalents data associated with
each type of PA. For all types of activity, daily energy
expenditure was computed using the energy cost of each activity
asestimated from reference valuesfor participants aged 15 years
or more [20,21] and using an adaption for children based on
values proposed by Ridley et a [22].
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In children, energy expenditure was estimated by multiplying
therelated MET by the self-reported time spent in each activity
(min/day) recorded in the diary. Individua daily energy
expenditure was computed as the mean expenditure of the 4-day
diaries. To validate the information from PA diaries, PA was
objectively measured by accelerometry in a subsample of 35
participants from 6 to 14 years. Participants were asked in the
first interview to wear an accelerometer (ActiGraph GT3X
models; Pensacola, FL) during 4 days, including 2 consecutive
weekdays and 2 consecutive weekend days, the same registered
inthe PA diary.

Anthropometrics

Adolescents and adults were asked to self-report their actual
height and weight before the performance of objective
measurements. In children, thisinformation wasretrieved from
their health booklets, the last registry was considered. In
pregnant women, weight and height was reported before
pregnancy.

Anthropometric measurements, including length/height, weight,
and body circumferences, were performed in both children and
adults according to standard procedures [23] by trained
observers. Height was measured to the nearest centimeter, with
participants in a standing position with light clothing and
barefoot, using a portable wall stadiometer (SECA 213,
Hamburg, Germany). For participants whose height was not
possible to measure, the hand length was measured using a
pocket ruler as an aternative [24]. For children under 2 years,
recumbent length was measured to the nearest 0.1 cm with a
measuring rod with large calipers (SECA 207; Hamburg,
Germany).

Body weight was measured in the same conditionsto the nearest
tenth of akilogram using adigital scale (SECA 813, Hamburg,
Germany). For children under 2 years, aspecific pediatric digital
weight scale was used (SECA 354, Hamburg, Germany), and
measurements were conducted with participants naked and
without diaper, to the nearest 0.01 cm.

Arm, waist, and hip circumferences were measured, using an
anthropometric tape, in all age groups except in children under
3 years and in pregnant women. Arm circumference was
measured at the marked level of the mid-acromiale-radiale.
Wai st circumference was measured at the level of the narrowest
point between the lower costal border and the iliac crest. Hip
circumference was measured at the level of greatest posterior
protuberance of the buttocks. All these circumferences were
performed to the nearest 0.1 cm.

As part of quality control procedures, a bubble level was used
to check the best position for the equipment in the room; asmall
platform was used to allow the direct observation of valuesfrom
the stadiometer and the calibration of scales using standard
weights of 5000 g and 500 g and their combinations was
performed.

Quality Control

Several quality control actionswere undertaken before, during,
and after the fieldwork process, including the following: (1)
testing the e-platform in several pilot studies performed across
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the different geographical regions, (2) recruitment of
interviewers with thorough knowledge of the available foods
on the market and traditional recipes, (3) on-going training of
those interviewers (distance electronic devices were used to
assist interviews, when needed), and (4) control of individual
energy and macronutrient intake at the end of interview, and
definition of a maximum food weight to easily identify
information biases. This control is directly integrated in the
software. For example, for the total energy intake, a minimum
of 122 Kcal or 500 Kcal and amaximum of 2816 Kcal or 4000
K cal were considered according to the age groups 3 months to
9 years or 10 years to 84 years, respectively. An outlier is
signalized with an alert message allowing the interviewer to
perform the corrections during the interview. Few other quality
control actions that were undertaken are as follows: (1)
preliminary statistical analysis during fieldwork to check
possibleinformation bias, the distribution of interviews by days
of theweek and seasons, (2) registry of doubtsin an editor book
to be solved by the research team, (3) calibration of
anthropometric devices each 3 months, (4) application of a
refusal questionnaire to nonresponders to check the
representativeness of the final sample, (5) identification of
under- and over-reporters of energy intake [3,25], outliers, and
removal of intra-individual variability of dietary intake.

Lopeset a

Ethics

Ethical approval was obtained from the National Commission
for Data Protection, the Ethical Committee of the Institute of
Public Hedlth of the University of Porto, and the Ethical
Commissions of each one of the Regional Administrations of
Health.

All participants were asked to provide their written informed
consent according to the Ethical Principlesfor Medical Research
involving human subjects expressed in the Declaration of
Helsinki and the national legislation. Written agreements from
the parents were required for children and adol escents below
18 years. Adolescents (10-17 years) were also asked to sign the
consent form together with their legal representative.

All documents with identification data were treated separately
and stored in a different dataset.

Results

Sample Size

A total of 5819 participants completed 2 interviews (5811 with
two complete dietary assessments) and 6553 completed only
the first interview (Table 2). Approximately 23% are children
under the age of 10 years, 11% are adolescents (10-17 years),
53% are adults (18-64 years), and 13% are elderly (65-84 years).
An additional sample of 184 pregnant women was eval uated.

Table 2. Final sample size by sex and age groups—the National Food, Nutrition and Physical Activity Survey, 2015-2016, (IAN-AF).

Age groups Children (<10 years) Adolescents (10-17 Adults (18-64 years) Elderly (=65 years) Total
years)
Mae Female Male Female Male Female Male Female
Selected participants, n 1923 1965 952 988 8336 9384 3094 2541 29,183
Unknown eligibility, n 388 404 197 163 1677 1960 458 369 5616
Known eligibility, n 1535 1561 755 825 6659 7424 2636 2172 23,567
Eligible, n 1410 1422 658 719 5725 5971 2037 1693 19,635
Noneligible, n 125 139 97 106 934 1453 599 479 3932
Contact rate, n (%) 1410 1422 658 719 5725 5971 2037 1693 19,635
(78.42) (77.88) (76.9) (81.5) (77.34)  (75.29) (81.64)  (82.10) (77.76)

Participants 1st interview

Cooperation rate, 769 745 351 349 1881 1563 429 466 6553

n (%)° (54.54) (52.39) (53.3) (48.5) (32.86)  (26.18) (21.06)  (27.53) (33.37)

Participation rate, 769 745 351 349 1881 1563 429 466 6553

n (%) (42.77) (40.80) (41.1) (39.6) (25.41)  (19.71) (17.19)  (22.60) (25.95)
Participantswith 2 dietary
assessments

Cooperation rate, 667 660 319 313 1674 1428 358 392 5811

n (9%)° (47.30) (46.41) (48.5) (43.5) (29.24)  (23.92) (1757)  (23.15) (29.60)

Participation rate, 667 660 319 313 1674 1428 358 392 5811

n (%)° (37.10) (36.14) (37.3) (35.5) (22.62)  (18.01) (14.35)  (19.01) (23.01)

8Contact rate: eigible/(eligible + unknown eligible individuals).
bCooperattion rate: participants/eligible individuals.
CParticipation rate; participants/(eligible + unknown eligible individuals).

http://www.researchprotocols.org/2018/2/e42/

JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e42 | p.217
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

The contact rate was 77.76%. The cooperation rate among
eligibleindividualswas 33.37%, considering thefirst interview,
and 29.60% for the participants with 2 completed dietary
assessments. Similarly, the participation rate was 25.95% and
23.01%, respectively. The participation rates were higher in
children and adol escents (approximately 40%) and much lower
in the elderly (approximately 20%) (Table 2).

The characteristics of participants were compared with
characteristics of individuals who refused to participate and
who accepted to fill out asmall refusal questionnaire by phone.

Information on someimportant indicators, such as sex, age, and
region of residence; frequency of consumption of fruit and
vegetables; regular practice of leisure-time PA; and self-reported
weight and height; were available. Individuals who refused to
participate were older (over 65 years: 22% vs 13%) and less
educated (over 12 years: 19% vs 27%), although for variables
representing the main areas of the survey—fruit and vegetables
consumption (=5 portions/day: 18.6% vs 18.1%), practice of
regular leisure-time PA (33% vs 39%), and obesity (12.4% vs
12.7%)—the differences are of a small magnitude.

Data Analysis

All statisticsthat will be used to cal culate future estimates driven
from this survey, both at national or regional levels, will include
the weighting of the sample data. The weighted sample
represents the number of individuals from the national general
population that are represented by each individual in the study
sample. The sampleweighting includesthefollowing: (1) initial
weightsto overcome the different probability of sampling units
selection; (2) a second weight to overcome the different
probability of individuals selection in each unit, by sex and age
(considering the total population, by sex and age groupsin the
closest recruitment wave); and (3) correction of these initial
weights for nonresponse bias.

The distribution of the interviews by week days and seasons
was also analyzed. The distribution of interviews by day of the
week was 18.3%, 20.5%, 18.5%, 16.9%, 8.2%, 5.1%, and 12.6%
from Monday to Sunday, respectively. The distribution of the
interviews by season showed that spring was the season where
most interviews were performed (35.9%), followed by winter
(28.3%), summer (24.7%), and finally by autumn (11.1%).

Final databases were aready checked and ready for analysis.
Specific statistical analysis for identification of outliers and
removal of intraiindividual variability preceded the final
analysis. Results of the survey will be disseminated in national
and international scientific journals during 2018-2019.

Discussion

Strengthsand Limitations

Theresponserateswere lower than expected, particularly among
adults and elderly individuas, despite several dissemination
activities (eg, through regional media) that were undertaken to
promote the survey close to the population. However, results
were similar to other national European dietary surveys using
the same sampling approach [26,27]. Participantsin the survey
were older and less educated than those who refused to
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participate but did not differ on the prevalence of fruit and
vegetables consumption, practice of regular leisure-time PA,
and obesity.

The used sampling frame covers the entire population resident
with a national identification card, which means that illegal
residents such as refuges or irregular immigrants are not
included. However, most of these individuas, even if included
in the survey by the sampling strategy, would be nondligible,
since they are non-Portuguese speakers (considered as an
exclusion criteria). Moreover, the proportion of legal foreign
residents is only 3.7% [7]. Some other vulnerable and
marginalized population groups, such as homeless people,
despite not having participated, represent a small part of the
Portuguese population (696 according to Census 2011) [7]. The
absence of these individuals in the sample is not expected to
influence the final results and the representativeness of the
sample.

The distribution of interview week days and seasonality was
checked and, athough not exactly as planned, it follows the
minimum requisites of having a considerable number of
registriesin all the week days and seasons. Fewer registries on
Saturdaysresult from the fact that no interviewswere scheduled
on Sundays, as the report of both Saturdays and Sundays was
conducted on Mondays. Friday also had fewer registries than
other weekdays because not all health care units were opened
on Saturdays, despite the continuous efforts of the fieldwork
team to have alternative spacesfor the interviews on Saturdays.
Additionally, autumn was the season with the lowest proportion
of interviews, because it coincided with the beginning and the
end of the field work, when there are less concentrated
interviews.

Following the European standards of dietary assessment is a
major strength of this project asit will allow the comparison of
important indicators in Europe in several different domains of
food and nutrient intake, eating behaviors, nutritional status,
food safety, and food insecurity. Information of the major
contributors for sugar, sodium, or fat intake will orient new
community interventions. The information could aso give
support to the assessment of the impact of current legidative
measures, such asthose related to the reduction of sugar in soft
drinks or reduction of salt in bread. Furthermore, accurate and
detailed food consumption data areimportant for the assessment
of risk exposure to potentially hazardous substances. The use
of the Foodex2 food classification system, proposed by EFSA
[9], improves the possibility of getting information of risk
assessment related to food biological and chemical hazards,
namely, main exposures to chemicals added intentionally to
food such as additives (eg, artificial sweeteners, preservatives,
and artificial colors) and to chemical compounds from food
processing (eg, nitrosamines, heterocyclic amines, and aromatic
hydrocarbons) and packaging materials (eg, bisphenol A and
phthalates) that enter the food supply inadvertently.

For PA, the harmonization of proceduresin Europeisstill under
discussion, but having information on different domains such
as overall activity level, structured leisure-time physical
exercise, and sedentary behaviors could be useful for supporting
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the estimation of indicators and to better devel op new population
interventions.

Future Per spectives

Lopeset a

into effective nutrition and health strategies, sustainable over
time. A comprehensive analysis according to socioeconomic
dimensions will aso contribute to the development of policies

with impact in equity and human well-being.
Findings from this survey will alow having national updated
knowledge on the distribution of diet, PA, and other
health-related risks according to sex, age, education, and
geographical region. It also serves as an important descriptive
starting point for future follow-up surveys in specific target
groups. It expects to contribute to the development of national
and European evidence-based policies that trandlate research

It is expected that the structure and information driven from
this survey could aso contribute to develop and consolidate
solid infrastructures for epidemiological and public health
research by building a future national functioning surveillance
system on diet, PA, and other health behaviors, reproducible
over time.
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Abstract

Background: Multidisciplinary team meetings (MDTMs) have become standard practice in oncology and gained the status of
the key decision-making forum for cancer patient management. The current literature provides evidence that MDTMsare achieving
their intended objectives but there are al so indications to question the positive impact of MDTMsin oncology settings. For cancer
management to be patient-centered, it is crucial that medical information as well as psychosocia aspects—such as the patients
living situation, possible family problems, patients mental state, and patients' perceptions and values or preferences towards
treatment or care—are considered and discussed during MDTMs. Previous studies demonstrate that failure to account for patients
psychosocial information has a negative impact on the implementation of the treatment recommendations formulated during
MDTMs. Few empirical studies have demonstrated the predominant role of physiciansduring MDTMs, leading to the phenomenon
that medical information is shared almost exclusively at the expense of psychosocial information. However, more in-depth insight
on the underlying reasons why MDTMs fail to take into account psychosocial information of cancer patientsis needed.

Objective: This paper presents a research protocol for a cross-sectional observational study that will focus on exploring the
barriers to considering psychosocial information during MDTMs at medical oncology departments.

Methods: This protocol encompasses a cross-sectional comparative case study of MDTMs at medical oncology departments
in Flanders, Belgium. MDTMs from various oncology subspecialties at inpatient medical oncology departments in multiple
hospitals (academic as well as general hospitals) are compared. The observations focus on the “multidisciplinary oncology
consultation” (MOC), a formally regulated and financed type of MDTM in Belgian oncology since 2003. Data are collected
through nonparticipant observations of MOC—meetings. Observational data are supplemented with semi-structured individual
interviews with members of the MOC—meetings.

Results. The protocol is part of alarger research project on communication and multidisciplinary collaboration in oncology
departments. Results of this study will particularly focus on the input of psychosocia information during MDTMs.

Conclusions: The concept of an MDTM should not merely be a group of care professionals who mostly work independently
and occasionaly liaise with one another. Interventions aiming to enhance the input of psychosocial information are crucia to
ensure that MDTMs can benefit from their diverse membership to achieve their full potential. The findings from this study can
be used to design nonclinical and organizationa interventions that enhance multidisciplinary decision-making in oncology.

(JMIR Res Protoc 2018;7(2):e64) doi:10.2196/resprot.9239

http://www.researchprotocols.org/2018/2/e64/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e64 | p.222
(page number not for citation purposes)


mailto:mhorlait@vub.be
http://dx.doi.org/10.2196/resprot.9239
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS

KEYWORDS

Horlait et al

multidisciplinary collaboration; oncology; multidisciplinary communication; health services; qualitative research; multidisciplinary

oncology consultations

Introduction

Multidisciplinary team meetings (MDTMs) have become
standard practice in oncology and gained the status of the key
decision-making forum for cancer patient management [1].
MDTMs aim for collaborative decision-making on treatment
plans, ensuring that they are consistent with the best available
evidence. MDTMs are considered to facilitate communication
between hedthcare professionals by gathering the relevant
specialties around the table to share their knowledge and
expertise and make coll ective evidence-based recommendations
for patient management [2]. The current literature provides
evidence that MDTMs are achieving intended objectives [3,4].
MDTMs lead to significant changesin the way cancer patients
are assessed and managed [1,5] and lead to improved outcomes
[6-8]. But there are aso indications to question the positive
impact of MDTMsin oncology settings [9].

The original Calman-Hine report (1995) recommends that
“...cancer services should be patient centred and should take
account of patients, families and carers views and preferences
as well as those of professionals involved in cancer care.
Individuals perceptions of their needs may differ from those of
the professional...” (page 6) [10]. According to this
argumentation, itiscrucial that medical, aswell asnonmedical,
information about the patient is discussed during MDTMs.
Among the nonmedical information are psychosocial factors
such asthe patients’ living situation, possible family problems,
patients mental state, and patients' perceptions and values or
preferences towards treatment or care. These aspects help to
put the results of the medica investigations and staging
modalities in a broader perspective with a potential impact on
the treatment plan and patient management [11]. Failure to
account for patients’ psychosocial information has a negative
impact onimplementing treatment recommendations formulated
withinan MDTM [11,12].

Concerns arise over the lack of consideration for psychosocial
information during multidisciplinary meetings [13-16]. Some
individual studies demonstrated how the predominant role of
physicians during MDTMs lead to medical information being
shared, almost exclusively, at the expense of psychosocial
information [13-16]. However, more in-depth insight on the
underlying reasons why MDTMs fail to take into account
psychosocial information of cancer patientsis needed to enhance
the effectiveness of the meetings given that MDTMs consume
considerable time, effort, and financial resources [17-20].

This paper presents a research protocol for a cross-sectional
comparative case study that will focus on the research question,
“What are the personal, professional, organizational, and
system-related barriers to consider psychosocial information
during MDTMs at medical oncology departments?’ Thisoverall
research question will be disentangled through subquestions
addressing whether personal traits (gender, age, or experience)
of MDTM participants facilitate or hamper the consideration

http://www.researchprotocols.org/2018/2/e64/

of psychosocial information; whether professional background
(medical, paramedical, psychological, nursing, etc.) of the
participants affects positively or negatively the consideration
of psychosocial information; whether department and
organizational aspects (structural aswell as cultural) affect the
content and processes of a multidisciplinary dialogue; and to
what extent health system characteristics (formal regulations,
financing, and reimbursement rules) hamper or facilitate the
uptake of psychosocial information during MDTMs. Moreover,
as we want to develop a true understanding of the group
dynamics during the MDTMs, we will address subquestions
relating to how meeting habits, power plays and authority
relationships, time constraints, and organizational values and
norms potentially impact the consideration of certaininformation
and the ultimate decision-making process. All these questions
will be addressed on a case-by-case basis and with the additional
research question: “What arethe differences and commonalities
between different MDTMs?’

Methods

Study Design

As part of a larger research project on communication and
multidisciplinary collaboration in oncology departments [21],
this protocol encompasses a cross-sectional comparative case
study of MDTMs. A case study examines in rich detail the
context and features of a social phenomenon within its context.
The comparative part of the study aims at understanding and
identifying general patterns and causa mechanisms over
different contexts [22-25].

We use an interpretative research methodol ogy grounded in the
theoretical assumption that social realities (suchasin MDTMS)
are socially constructed through interaction and are very much
context dependent. Emerging social patterns will be deduced
from empirical fieldwork. The researchers aim for a better
understanding of the determinants of the interaction processes
and the factors influencing the participants’ experiences. This
is done in an iterative process of reflection, data collection,
data-ordering and triangulation, use of theories, and thus,
interpretation. Thisa soimpliesthat no detailed or standardized
rulesare put forward to guide dataacquisition; observationsare
guided by research questions and inductively emerging issues.
Interviews are done in a semi-structured way offering variation
in the framework for respondents. This qualitative research
method aims at a holistic approach to capture the social reality
of decision-making by combining induction and deduction to
disentangle pathways of interdependent determinants for
considering psychosocia information during MDTMs in
oncological settings[26,27].

Units of Analysis

MDTMs from various oncology subspecialties at inpatient
medical oncology departmentsin multiple hospitals (academic
as well as general hospitals) in Flanders (Belgium) are
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compared. MDTMs are defined as formally organized team
meetings where medical (physicians) and nonmedical
(nonphysicians) disciplines meet (whether physically in one
place or by video- or teleconferencing) to discuss patient cases
and to decide on treatment recommendations [21]. For this
study, wefocus on the “multidisciplinary oncology consultation”
(MOC), aformally regulated and financed type of MDTM in
Belgian oncology since 2003. It aimsto foster multidisciplinary
consultations within oncological settings and to ensure a
systematic transparent multidisciplinary approach across all
Belgian hospitals providing oncological programs [4,15,28].
Within the MOC, the multidisciplinary team should agree on
the diagnosis of the patient and recommend a treatment plan
based on clinical treatment guidelines.

An MOC is reguested by the treating physician (genera
practitioner or specialist) and is legally mandatory in the
following cases: anewly diagnosed cancer patient; when cancer
treatment does not follow the accepted and written guidelines
of the oncol ogy department; when radiation therapy is repeated
within one year; and when the administration of a new line
chemotherapy is indicated. The MOC is a prerequisite for the
reimbursement of certain chemotherapeutic treatments. The
Belgian law states that the MOC must be chaired by amedical
coordinator (preferably with oncological specialization). At
least four different medical specidists (eg, radiotherapy, surgery,
organ specialism, or pathology) from the hospital staff and one
participant from outside the hospital (eg, the general practitioner
or the treating physician of the patient if he/she is not part of
the hospital team) participate [4,28].

Inthedaily hospital practice, MOCs (alegally required meeting
per individual patient) are clustered in a collective meeting
moment for all patients at stake, generally per tumour group,
so called “MOC—meetings’ [21]. The MOC—meetings are the
units of analysis for this protocol.

Data Collection

Nonparticipant Observations

Data are collected through nonparticipant observations of
MOC—meetings. Nonparticipant observation is particularly
useful asit allows the researchersto give an insider view about
behavior, communication patterns, and other interactions
between participants[29]. Data sourcesinclude audio recordings
of the meetings and researchers’ field notes. Observations are
guided by a supportive template of dimensions and issuesto be
considered. Thetemplate aimsto organize descriptive datasuch
as 1) frequency of the meeting, 2) duration, 3) composition and
participation of disciplines, as well as more substantive data,
such as 4) participants' role during the meetings, 5) topics
discussed during the meeting, and 6) the process of
decison-making. The template can change when new
dimensions emerge inductively from observations. Iteration in
gualitative data collection and analysis is a reflexive process
that involves continuous meaning-making, facilitating an
in-depth understanding of the observed social reality.

Individual I nterviews

Observational data are supplemented with semistructured
individual interviewswith members of the MOC—meetings. The
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interviews aim to increase understanding of the perspectives of
the participants in the MOC—meetings.

We use interview guides with open-ended questions. All
interviews start with an open-ended question to explore the
respondents’ experiences of sharing psychosocial information
during MOC-meetings. Subsequently, theinterviewswill focus
on issues and dimensions emerging from the observations. The
interviews aim at filling observation gaps, understanding how
participants give meaning to emerging issues, and aim at
respondent validation of the researchers' interpretations. The
interviews will collect data on what the respondents perceive
as barriers and facilitators to considering psychosocial
information during the MOC-meetings. The individual
interviews are recorded using a digital voice recorder.

All data will be anonymized and stripped of al sensitive
personal and patient identifiers. Additional consent will be
obtained for this data collection. Digital audio files are stored
on asecured laptop and accessto the datais only granted to the
research team.

Data Analysis

The individual interviews are transcribed. Transcripts as well
as the researchers’ field notes and written comments from the
observations are used in the analysis process. Two researchers
independently code the data thematically and then discuss and
compare emerging categories, subcategories, and interpretations
of the findings. A third researcher will be consulted in case of
disagreement. A preliminary thematic analysis is performed
after each observation. Initial content issues or identified patterns
are used to support subseguent observations for targeted topics
to expand upon or validate hypotheses (the iterative cycle of
qualitative research) [30].

Results

The protocol is part of a larger research project on
communication and multidisciplinary collaboration in oncology
departments which is funded by The Research Foundation —
Flanders (GO35813N). Preliminary results on MDTMS in
oncology settings have been published previously [15]. Results
of thisstudy will particularly focuson theinput of psychosocial
information during MDTMs.

Ethics Approval

Ethics approval for this study was given by the central Medical
Ethics Commission of the Brussels University Hospital (BUN
143201318799). Additional approval will be obtained from the
participating organizations.

Discussion

Quialitative research focusing on multidisciplinary collaboration
and organizational issueswithin the health system that determine
the content and work processes of MDTMs is rather scarce.
Within oncology, most studieson MDTMs are quantitative and
focus on the impact of MDTMs on patient assessment,
management, and outcomes [1]. This qualitative cross
comparative case study approach aimsto contextualize variables
which cannot be captured with quantitative research methods
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due to the complexity and circumstantial factors affecting
interactions. This research strategy aims to get a true
insider-view on the MOCs and to capture the experiences and
meanings of the professionalsinvolved. It aimsto revea patterns
of the professional interaction in multidisciplinary team meetings
and how different professionals contribute, use, and assess
psychosocial information in the process of collective decision
making. Moreover, the study aimsto better understand barriers
and facilitators in the practice of oncology to considering
psychosocial information during MDTMs.

This type of research has the potential for practical value as
MDTMs are costly in terms of both time and money [17-20].
Major concerns arise surrounding the practicality of integrating
“overhead tasks,” suchasMDTMs, into the heavily loaded work
schedules of many professionals. There is a need to explore
how MDTM practices can be integrated efficiently considering
health care professionals limited time. Determinants of
organizational and health system decisions could potentially
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explain why MDTMs do not incorporate psychosocial factors
[21].

The concept of aMDTM should not merely be a group of care
professionals who work essentially independently and
occasionally liaise with one another. One of the main goalsis
to develop recommendations for integrating psychosocial
information that are empirically grounded in an understanding
of the patterns of multidisciplinary dialogue and decision making
inoncology in varioustypes of hospitals. Thisresearch protocol
will bethefirst step to enabling future international comparative
studiesthat take into account health system characteristics. The
findings from this study can also be used to design nonclinical
and organizational interventionsthat enhance multidisciplinary
decision-making in the context of specific teams, organizations,
and health systems. Interventions aiming to enhance the input
of psychosocial information are crucial to ensure that MDTM
can benefit from their diverse membership to achieve their full
potential.
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Abstract

Background: People with recently acquired spinal cord injury (SCI) experience changesin physical, social and psychological
aspects of their lives. In the last decades, attention has grown for aspects of self-management and self-efficacy in SCI research.
However, we still do not know what the self-management and self-efficacy outcomes of first rehabilitation are and whether
utilizing these skills may prevent secondary health conditions (SHCs) and increase participation and psychological adjustment
early after SCI.

Objective: To describe the course and determinants of self-management and self-efficacy during and after first SCI rehabilitation;
and to determine theory-based associati ons between self-management and sel f-efficacy with SHCs, participation and psychol ogical
adjustment.

Methods: Multicenter prospective longitudinal cohort study. All people with a newly acquired SCI admitted to one of the 8
specialized SCI rehabilitation centers in the Netherlands will be considered for inclusion in this study. Main assessments will
take place during thefirst and last week of admission and 3, 6 and 12 months after discharge. Thetarget sampleis 250 participants.
The primary outcomes are self-management (knowledge and execution of self-care) and self-efficacy (confidence in the ability
to manage the consequences of SCI and of self-care). Secondary outcome measures are SHCs, participation and psychological
adjustment to SClI.

Results: Thefirst results with the complete set of data are expected in June 2019.

Conclusions: This protocol describes the SELF-SCI cohort study investigating self-management and self-efficacy of initial
inpatient SCI rehabilitation. Second, associations will be investigated with SHCs, participation and psychologica adjustment
early after onset of SCI, until 1 year after discharge. The results will be used to test theories about mativation to perform
health-promoting behaviors and adjustment to SCI.

(JMIR Res Protoc 2018;7(2):e68) doi:10.2196/resprot.8054
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Introduction

Overview

The global incidence of spinal cord injury (SCI) is estimated
between 40 and 80 new cases per million population per annum
[1]. In the Netherlands, between 400 and 500 peopl e suffer SCI
each year and the total number of persons living with SCI is
estimated between 10.000 and 15.000 [2,3]. The primary loss
of motor, sensory and autonomic function below the level of
injury may lead to several secondary health conditions (SHCs)
[4-7]. These primary and secondary consequences of SCI may
affect the functional independence, participation and quality of
life (QoL) of the person involved [8-10].

SHCs are common in people with SCI in the Netherlands [11],
and their participation and QoL fall behind those of people
without SCI [12,13]. One and 5 years after dischargefrominitial
inpatient rehabilitation, many peoplewith SCI reported urinary
tract infections (57-59%), severe neuropathic pain (40-44%),
pressure ul cers (29-46%), problematic spasticity (23-36%), and
severe muscle or joint pain (22-35%) among other problems
[14]. Onthe long term (>5 years post-injury), people with SCI
report an average of 8 SHCs in the previous year [15], their
participation in employment is lower compared to society as a
whole [16], and more than a third experience mild to severe
chronic mental health problems[9]. These findings are similar
to results of studiesin other countries [17-19].

The high prevalence and the chronic nature of SHCs, can lead
to the conclusion that SCI should be seen asachronic condition,
rather than an incidental trauma. This also focuses attention to
the crucial role and responsibility personswith SCI themselves
have regarding the lifelong maintenance of their health and
participation in the society. During first rehabilitation of people
with SCI, learning and practicing self-management skills should
therefore be a main concern.

Self-management is defined astheindividual’ s ability to manage
the symptoms, treatment, physical and social consequencesand
lifestyle changes in accordance to alife with a chronic disease
(Chronic Care Model) [20]. To be able to apply
self-management, persons with SCI must have knowledge of
their physical condition and how to prevent complications or
control them if they do occur [18,21]. The high prevalence of
SHCs reported in the SCI literature, however, suggest that at
least part of the peoplewith SCI lack sufficient self-management
skills or do not use them properly [18,22].

Another concept associated with high prevalence of SHCs,
especidly psychologicdl SHCs, is sdf-efficacy [23].
Self-efficacy is defined as the belief that one can successfully
execute the behavior required to produce the desired outcomes
[24]. Negative associations are found between self-efficacy and
depression and anxiety. The negative association between
self-efficacy and the occurrence of physical SHCs of people
with SCI is still unclear [23]. There is, to date, also limited
infformation about the course of self-efficacy and
self-management during and after the SCI rehabilitation. Nor
do we know if self-management and self-efficacy may prevent
SHCs from occurring.

http://www.researchprotocols.org/2018/2/e68/
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The SELF-SCI study has been designed to investigate this gap.
The aims of the SELF-SCI study are: 1) to describe the course
of self-management and self-efficacy during and after the first
year of clinical SCl-rehabilitation; 2) to examine determinants
of self-management based on the theory of planned behavior
(TPB); 3) to examine determinants of adjustment after SCI
based on the SCI adjustment model (SCIAM).

Theoretical Background

To understand how people handle the consequences of their
SCl, it is not only important to know the aspects involved in
health-related behavior, but also the way people adjust to this
situation. Therefore we will use two complementary models;
the Theory of Planned Behavior (TPB) which has its focus on
health-promoating behavior [25], and the SCI adjustment model
(SCIAM) [26] which describesthe way people adjust after SCI.

According to TPB, the intention of people to perform
health-promoting behaviors depends on their attitude, subjective
norms and perceived behavior control. The scheme of TPB is
depicted in Figure 1. Attitude is the individual's prospective
evaluation of self-performance of a particular behavior [25].
Subjective norm refers to the perceived social pressure to
perform certain behavior [25]. Perceived behavioral control
refers to an individual’s belief in their ability to succeed in
specific situations or accomplish atask, also called self-efficacy
[25,27].

The SCIAM (Figure 2) [26] is based on the notion that
adjustment to SCI is influenced by physical aspects,
psychological resourcesand socia factors. These aspectsinteract
with each other and influence the person’s appraisal of their
situation. Thiswill lead to certain ways of coping and levels of
motivation. The result will be positive or negative adjustment.
Adjustment has a psychological component, reflected in
well-being or distress, and a social component, reflected in
social engagement/participation.

The continuous process of appraisal and re-appraisal of the
situation has a centra role within SCIAM. First there is the
perception of the current situation, the primary appraisal, then
there is the secondary appraisal to what extent the person has
sufficient resourcesto deal with thissituation. Thesebeliefsare
influenced by the aforementioned physical, socia and
psychological factors. A variety of psychological resources have
been associated with adjustment in the literature [12,28].
Resources with a high potential to predict adjustment and with
aminimum of conceptual overlap are: self-efficacy, resilience,
personality and meaning in life [12].

In studies on self-efficacy during and shortly after SCI
rehabilitation, moderate rel ationships between self-efficacy with
participation and psychological wellbeing were found
[23,29,30]. In the chronic stage, moderate to strong rel ationships
between self-efficacy with adjustment variables (especially
depression and anxiety) were found [23,31,32]. Self-efficacy
can be conceptualized and measured at different levels [23].
General self-efficacy (GSE) refersto the self-beliefs of aperson
to copewith avariety of difficult commandsin general [27,33].
Disahility management self-efficacy (DM SE) is defined as the
confidence that people have in their ability to manage the
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consequences of their chronic condition [34]. Finally, self-care
self-efficacy (SCSE) refers to specific beliefs concerning the
opportunities to perform appropriate self-care. The specific
self-efficacy described within TPB is best categorized at the
level of SCSE. The secondary appraisal processin SCIAM is
self-efficacy at the level of DMSE. GSE, finally, is considered
to be atrait variable that will not change much over time, and
therefore is seen as one of the psychological resources as
described in SCIAM. DMSE and SCSE are seen as state

Figure 1. Scheme of theory of planned behavior.

Attitude
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variables that are more situation-specific and vary over time.
From literature as well as from a theoretical point of view
self-efficacy seems to play an important role in participation
and psychological adjustment.

To investigate the role of both self-management and
self-efficacy, TPB and SCIAM were used to design the current
study. All the aspects described in both theoretical modelswere
taken into account by measuring each aspect through one or
more assessment tools.

Subjective
Norm

Intention Behavior

Perceived
Behavioral
Control

Figure 2. Scheme of spinal cord injury adjustment model.
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Methods

Overview

SEL F-SCI isamulticenter prospective longitudina cohort study
during the first SCI inpatient rehabilitation until one year after
discharge. To describe the course of self-management and
self-efficacy, repeated measures of the main outcome variables
are used. In this quantitative study all aspects described in the
theoretical models (TPB and SCIAM) are investigated, to
examine determinants of self-management and adjustment after
SCl.

Data Collection tools

First Aim

The main outcome variables of the first aim of this study are
self-management and self-efficacy. Self-management is
operationalized as knowledge and execution of self-care.

Selfefficacy is measured at two levels; the level SCSE and of
DMSE.

Salf-management will be measured with a questionnaire
concerning the knowledge and execution of self-care. The 13
guestions about the knowledge of self-care can be answered on
a5-point scale ranging from certainly not trueto certainly true.
An example of a question is: “I know what to do when
confronted with a pressure ulcer.” The 14 questions about the
execution of self-care can be answered on a 4-point scale
ranging from never to always. An example of aquestioniis: “I
maintain my physical fitnessasgood as possible” Thislist was
previously used among community-dwelling people with SCI,
with ahighinternal consistency a=.80[35]. Because knowledge
and execution of self-care must be acquired during rehabilitation,
thisquestionnaireisadministered for thefirst timeat discharge.

Slf-care self-efficacy will be measured with the Managing
Disease in General subscale of the Self-efficacy for Managing
Chronic Disease Scale [36]. This subscale consists of 5 items
with a0-10 numeric rating scale (NRS) which indicate to what
degree participants have confidence in the asked behavior or
judgment. The internal consistency is high a=.87 [36]. Some
guestions have been adapted to get a better fit with the research
guestion. An example of aquestionis: “How confident are you
that you can do all the things necessary to manage your
condition on aregular basis?’

Disease management self-efficacy will be measured with the
short version of the University of Washington Self-efficacy
Scale[34]. This6-item version hasa5-point scale ranging from
not at all confident to totally confident. This scale has been
validated for people with SCI and multiple sclerosis [34,37].
The internal consistency of the short version is high (a=.90)
[34]. At admission one question will be added concerning the
confidence one has about the increase of DMSE during
rehabilitation on a 0-10 numeric rating scale (NRS).

Second Aim

The main outcome varigble of the second am is
self-management. Main determinants of self-management are
SCSE, attitudes towards self-management and subjective norm.

http://www.researchprotocols.org/2018/2/e68/

van Diemen et d

Attitude to perform health behavior in SCI was, to our
knowledge, not studied previously. A new scale was constructed,
the Motivation for Health Care Scale. Based on the theoretical
background of TPB a total of 6 questions were formulated,
covering the subject of attitude to perform health behavior in
people with SCI. On each question the participants can point
out to what extent the given health behavior is important to
them on a 0-10 NRS. An example of a question is: “Do you
find it important to have an active role in preventing health
problems?’ Dataof the current study will be used to investigate
reliability and convergent validity of this scale.

Subjective norm is operationalized as experienced stimulation
from the people closeto the partici pant, with respect to self-care.
While no such scale existed, a new scale was constructed for
this purpose; the Stimulation to Perform Self-care List. On 6
guestions with a 0-10 NRS, the participants can state to what
extent they are stimulated to perform self-care and
health-promoting behaviors by people in their social
environment (eg, “ My partner/family stimulate meto take good
care for myself?’).

Third Aim

The main outcome variable of the third aim is adjustment.
Adjustment is operationalized as distress, illness cognitions,
life satisfaction and participation. Demographic, physical -,
socia aspectsand psychological resourcesare taken into account
as determinants of adjustment.

Distress will be assessed using the Hospital Anxiety and
Depression Scale[38]. Thisscale isacommonly used measure
of distress and contains 14 statements equally divided in two
scales; Depressive mood and Anxiety. Participantswill be asked
to indicate the extent to which they agree with each item, on a
4-point scale [38,39].

I1Iness cognitions will be assessed using an adapted version of
the Iliness Cognitions Questionnaire [40,41]. This instrument
contains 18 statements divided into three subscales:
Hel plessness, which measuresthe aversive cognitive attributions
attached to the SCI; Acceptance, which measures neutralizing
connotations of the condition; and Disease benefits, which
measures the positive meaning given to the SCI. Participants
will be asked to indicate the extent to which they agree with
each statement, ranging from 1 (not at all) to 4 (completely).

Life Satisfaction will be assessed using 2 Life Satisfaction
questions[42]: one question about the QoL at thismoment with
6 answer categories (ranging from very unsatisfying to very
satisfying), and the second question about the comparison of
QoL now with the QoL beforethe SCI with 7 answer categories
(ranging from much worse to much better) [43].

Participation will be measured using the Utrecht Scale for
Evaluation of Rehabilitation-P, participation [44,45]. The scope
of this 32-question scale is to investigate the frequency of
participation in daily activities, experienced participation
restrictions due to the SCI and satisfaction with participation.
At T1 the questions will somewhat be changed to assess the
activity level and the satisfaction with these activities before
the SCI, as has been done before [46]. One year after discharge
the original scale will be used.
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Participation will further be assessed using two questions from
the Craig Handicap Assessment and Reporting Technique[47].
These two questions (how many hours a day one is out of bed
and how many days per week one gets out of the house) are
more often used for this purpose [48].

Deter minants of Adjustment

CI characteristics (time since injury; cause of the lesion:
divided into traumatic and non-traumatic; level and severity of
injury according to the International Standardsfor Neurological
Classification of Spinal Cord Injury) [49] will be determined
by atrained rehabilitation physician at admission and discharge.

Functional independence in self-care and mobility will be
measured with the corresponding subscal es of the Utrecht Scale
for Evaluation of Rehabilitation [50]. This observation scale
consists of 7 items for each subscale, that can be scored by a
professional on a 5-point scale. Higher scores indicate higher
independence.

Experienced pain and fatigue during the past week will be
measured with a NRS ranging from 0-10.

Medical consumption will be measured with questions about
the amount of visits to health professionals like physicians,
physiotherapists, stay in ahospital and the amount of help from
family and friends for the past three months. Other questions
will be about the occurrence of medical complications: pressure
ulcers, incontinence, urinary tract infections and weight gain or
loss.

Influence of SHCswill be measured with the Spinal Cord Injury
Secondary Conditions Scale [51]. From the original 16 items,
12 were selected, which can be influenced by the participant
with health-promoting behaviors. The participants have to rate
on a4-point scale how much each health problem affected their
activities and independence in the last three months [51].

The appraisal of the current situation will be measured with
the Appraisal Life Events Scale [52]. Using 16 adjectives,
participants will respond how they appraised their life in the
past 3 months on a 6-point scale. The Appraisal Life Events
Scale is recently used in a study with community-dwelling
people with SCI [32].

The general self-efficacy will be measured with the General
Competence Scale, the ALCOS-12, the Dutch version of the
General Efficacy Scale from Sherer [33]. The ALCOS-12
consists of 12 questions with a 5-point scale, concerning the
confidence to solve problemsin general.

Resilience will be measured with the Brief Connor-Davidson
Resilience Scale. This short version consists of 10 items with
a5-point scale [53,54].
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Personality will be measured with the subscal e neuroticism of
the Eysenck Personality Questionnaire[55]. Thisscale consists
of 12 dichotomous questions. Neuroticism has a strong
association with QoL according a systematic review [12].

Meaning in life will be measured with the short version of the
Purpose in Life Scale [56]. This scale consists of 4 of the
original 20 questions that can be answered on a 7-point NRS.

Coping is operationalized in two different ways, previously be
proven to be of influence on adjustment in people post-stroke
[57], namely passive coping and proactive coping.

To measure the passive coping, the passive reaction pattern
subscale of the Utrecht Coping List will be used [58]. This
subscale consists of 7 questions with a 4-point scale.

The proactive coping style will be measured by the Utrecht
Pro-active Coping Competence Scale short version [59]. This
scale measures to what extent the participant is proficient to
anticipate on difficult situationsin the future on a4-point scale.
This short version, consisting of 7 of the origina 21 items, is
recently developed and had a high internal consistency (a=.90)
and a very high intra class correlation (=.96) with the total list
(Post in preparation).

Social support will be assessed by the Social Support List-12
[60]. Thisshort version consists of 12 itemswith a4-point Likert
scale. There are three sub-scales; everyday social support,
support in problem situations and esteem support [60,61].

The way participants are empowered during the rehabilitation
phase will be measured with a selection of questions from the
Patient Assessment of Chronic lllness Care [62]. These 8
questions reflect the way in which the participants are involved
in decision making during the rehabilitation phase. On a5-point
scale, participants can respond to what extent they were
supported by the professionals, in making their own decisions
and to perform self-care, during clinical rehabilitation [62].

Demographic variablesincluding age, sex, living with apartner,
and educational level will be assessed.

An overview of all measurement instrumentsis shownin Table
1.

Ethical Consider ations

The Medical Ethics Committee of the University Medical Centre
Utrecht declared that this protocol does not need formal ethical
approval under the Dutch law regulating medical research in
human beings (reference number: 15-449/C). The Medical
Ethics Committees of all participating rehabilitation centers
approved this protocol. The study will be carried out according
to the code of conducts formulated by Helsinki code. As part
of this code all participants will give written informed consent
before entering the study.
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Table 1. Measurement instruments on the different test occasions.

van Diemen et d

Outcome measures Instrument T1 T2-T4 T5 T6 T7 T8
Primary outcome measures
Self-management (first and second aim) Knowledge and execution of self-care
Self-care Self-efficacy (first aim) Self-efficacy for Managing Chronic Disease Scale,
Managing disease in General subscale
Disability management Self-efficacy (firstaim) University of Washington Self-Efficacy Scale-Short X X X X X
Form
Distress (third aim) Hospital Anxiety and Depression Scale X X
I1Iness cognitions I1Iness Cognitions Questionnaire X X
Life satisfaction (third aim) Two Life Satisfaction questions X X X X X
Participation (third aim) Utr_echt Scale for Evaluation of Rehabilitation, partici- X X
pation part
Participation (third aim) Craig Handicap Assessment and Reporting Technique, X X X
2 questions
Deter minants of second aim
Stimulation from environment Stimulation to Perform Self-Care List
Motivation to prevent health problems Motivation for Health Care List X X
Determinants of third aim: Biological and functional deter minants
SCI characteristics — X
Functional independence Utrecht Scale for Evaluation of Rehabilitation X
Experienced pain, fatigue and mood Numeric Rating Scale X X
Medica consumption Questions about received help X
Experienced complications Spinal Cord Injury Secondary Conditions Scale X
Determinants of third aim: Psychological deter minants
Appraisal Appraisal Life Events Scale X X X
General self-efficacy General Competence Scale (ALCOS-12) X
Resilience Brief Connor-Davidson Resilience Scale X
Personality Eysenck Personality Questionnaire, neurcticismsubscale X
Meaning in life Purposein Life Scale (short version) X
Passive coping Utrecht Coping List, passive reaction patron subscale X
Active coping Utrecht Pro-active Coping Competence Scale (short X
version)
Deter minantsof third aim: Social deter minants
Social support Socia Support List-12
Demographic determinants Age, sex, level of education, marital status, and other X

Study Setting and Participants

In the Netherlands 8 rehabilitation centers are specialized in
SCI rehabilitation. All 8 centers participatein thisstudy. Inthis
protocol patients are eligible for this study if they have been
admitted for inpatient rehabilitation with aclinically confirmed
diagnosis of SCI, thisistheir first inpatient rehabilitation after
the onset of the SCI, and this admission will last for at least 4
weeks. Furthermore the patient must be at least 18 years old
and be able (with help if necessary due to hand function
problems) to complete the self-report questionnaires. Patients
with severe cognitive problems are excluded, aswell as patients
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who have insufficient knowledge of the Dutch language to
understand and complete the questionnaires. Patients are also
excluded from this study if they have alimited life expectancy,
for example in case of cancer-related SCI. There are no
restrictions regarding the severity of SCI or maximum age.
Decision on in/exclusion is based on the clinical judgment by
the rehabilitation physician and will be checked by the research
assistant. If the participants are not able to complete the
guestionnaire because of hand function problems, helpisoffered
by aresearch assistant.

All eligible patients will be informed about the study by their
rehabilitation physician on the first day of admission into
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rehabilitation. One or two days later the research assistant will
inform the patient more extensively. After informed consent is
given, the research assistant will provide the participant with
thefirst comprehensive questionnaire (T1). Next, ashort 5-item
guestionnaire will be administered after 4 (T2), 8 (T3) and 12
weeks (T4), if at that time the participant is still admitted for at
least two weeks. In the last week of admission the second
comprehensive questionnaire (T5) will be administered. Three
(T6) and six months (T7) after discharge a brief questionnaire
will be sent to the participants, and one year after discharge the
final comprehensive questionnaire (T8) will follow. During
inpatient rehabilitation, participantswill complete paper/pencil
versions of the questionnaires. After discharge, the participants
can choose whether they want to compl ete the questionnaire on
paper or online (NetQ package). Before the questionnaire is
sent after discharge (T6 to T8), the participantswill be contacted
by phone, further two reminders will be send in case of no
response. Participants will not be offered monetary or
non-monetary compensation for their efforts.

A total of 250 participantswill be recruited. Thistarget number
ischosen to allow regression model swith 15 determinants with
sufficient statistical power per determinant in the model. An
estimated 350-400 people who fit the in- and exclusion criteria
are admitted to one of these 8 specialized centers each year.
Therefore, it seems feasible to include the desired 250
participants within the two-year inclusion period from January
2016 until December 2017.

Data Analysis

All data will be entered into SPSS statistical program for
Windows (version 24). The manually entered data will be
checked by a second person. The data from the online
questionnaires will be exported and merged with the manually
entered data. When all dataiis entered descriptive statistics will
be performed. Outliers and scores out of range of the
questionnaireswill be double-checked. Next, multilevel analysis,
with mixed methods approach, will be performed to estimate
differences between the three magjor assessments (T1, T5 and
T8) and between all 8 assessments with a limited number of
variables. Next, latent class growth mixture modeling will be
used to investigate if there are different trgjectories of
self-management and DM SE between admission and one year
after discharge. Prediction of problems regarding
self-management and DMSE on T8 will be analyzed using
multivariate regression models. Also relationships between
self-management, DM SE and SCSE on the one hand and SHCs,
participation and psychological adjustment on the other will be
analyzed using multivariate regression analyses and path
analysis.

The first aim of this study is to describe the course of
self-management and self-efficacy during the first SCI
rehabilitation period until oneyear after discharge. All available
data concerning the three main variables will be used. For the
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second and third aim (examine the determinants of
self-management and adjustment) the theory will betested using
apath analysis.

Discussion

The SELF-SCI Cohort study investigates the changes in
self-management and self-efficacy of people with a recently
acquired SCI during thefirst initial rehabilitation until one year
after discharge. Next, this study determines, based on theories
about mativation to perform health-promoting behaviors and
adjustment to SCI, to what extent self-management, DM SE and
SCSE are predictors of SHCs, participation and psychological
adjustment.

There are several reasons why this cohort study is innovative.
First itsfocus on the changesin self-management, self-efficacy
over time, from shortly after the occurrence of SCI until one
year after inpatient rehabilitation. Traditionally, much research
and rehabilitation care has focused on the physical and
functional impact of SCI. Research on psychological impact of
SCl is most often cross sectional and performed in
community-dwelling people with SCI. In addition, this
longitudinal study focuses on the post-acute phase until one
year after SCl-rehabilitation. Second, this study will investigate
the rel ationship between self-management and self-efficacy on
the one hand and SHCs, participation and psychological
adjustment on the other. With agrowing amount of older people
with SCI, these SHCs and reduced participation in society is of
major interest for health workers and policy makers. Thirdly,
this study is theory driven. The present study will extensively
investigates the influence of motivation to perform
health-promoting behaviors and adjustment to SCI on
self-management and self-efficacy. All the variableswithin both
theorieswill betaken into account, as much as possible, in order
to be able to test these models for the SCI population [31,32].
And lastly, this is a nation-wide study including al 8
rehabilitation centers with a SCI specidization in the
Netherlands. This means that a broad range of people, who are
recently confronted with SCI, including people with traumatic
and non-traumatic SCI and irrespective of age and severity of
SCI, will be included in this study.

A limitation of this study could be the fact that the outcomes
are only measured with self-assessment questionnaires.
However, we do not consider this as a problem, because
especialy DM SE and SCSE are subjective concepts which we
will measure with avalidated scale.

In conclusion, the information which will be gathered in the
present study, especially about the influence of self-management
and DM SE on SHCs and participation, will be used to establish
better rehabilitation care and to develop new interventions for
SCI patients. Thisshould allow peoplewith SCI to make optimal
use of their capacity to deal with their new situation.
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SCSE: self-care self-efficacy

TPB: theory of planned behavior

Edited by G Eysenbach; submitted 16.05.17; peer-reviewed by J Piatt, N Pefile, J Amann; comments to author 06.07.17; revised
version received 18.08.17; accepted 25.09.17; published 26.02.18.

Please cite as.

van Diemen T, Scholten EWM, van Nes |JW, SELF-SCI Group, Geertzen JHB, Post MWM

Sdlf-Management and Self-Efficacy in Patients With Acute Spinal Cord Injuries: Protocol for a Longitudinal Cohort Study
JMIR Res Protoc 2018;7(2):€68

URL: http://mwww.researchprotocols.org/2018/2/e68/

doi: 10.2196/resprot.8054

PMID: 29483066

©Tijn van Diemen, Eline WM Scholten, I1se JW van Nes, SELF-SCI Group, Jan HB Geertzen, Marcel WM Post. Originally
published in IMIR Research Protocols (http://www.researchprotocol s.org), 26.02.2018. Thisis an open-access article distributed
under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits
unrestricted use, distribution, and reproduction in any medium, provided the original work, first published in IMIR Research
Protocols, is properly cited. The complete bibliographic information, a link to the original publication on
http://www.researchprotocols.org, as well as this copyright and license information must be included.

http://www.researchprotocols.org/2018/2/e68/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 [e68 | p.238
(page number not for citation purposes)

RenderX


http://www.researchprotocols.org/2018/2/e68/
http://dx.doi.org/10.2196/resprot.8054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29483066&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Tluway et d

Protocol

Possible Risk Factors for Severe Anemia in Hospitalized Sickle
Cell Patients at Muhimbili National Hospital, Tanzania: Protocol
for a Cross-Sectional Study

Furahini Tluway*, MD, MPH; Florence Urio®, M Sc; Bruno Mmbando®, PhD; Raphael Zozimus Sangeda’, PhD; Abel
Makubi®, MD, PhD; Julie Makani*, MD, PhD

1Department of Hematology and Blood Transfusion, Muhimbili University of Health and Allied Sciences, Dar es Salaam, United Republic Of Tanzania
2Department of Biochemistry, University of Health and Allied Sciences, Dar es Salaam, United Republic Of Tanzania

3Tanga Research Centre, National Institute for Medical Research, Tanga, United Republic Of Tanzania

4Department of Pharmaceutical Microbiology, Muhimmbili University of Health and Allied Sciences, Dar es Salaam, United Republic Of Tanzania
5Bugando Medical Centre, Mwanza, United Republic Of Tanzania

Corresponding Author:

Furahini Tluway, MD, MPH

Department of Hematology and Blood Transfusion
Muhimbili University of Health and Allied Sciences
United Nations Road

Upanga West

Dar es Salaam, 65001

United Republic Of Tanzania

Phone: 255 784400506

Email: tluwayfd@gmail.com

Abstract

Background: Sicklecell disease (SCD) isthe most common inherited disorder worldwide, with the highest burden in sub-Saharan
Africa. The natural history of SCD is characterized by periods of steady state interspersed by acute episodes. The acute anemic
crisesmay betransient and are precipitated by treatable factorslikeinfections, nutritional deficiencies, and sequestration. Anemia
isamost always present, although it occurs at different levels of severity.

Objective: This paper describes the protocol of a cross-sectional study to determine the prevalence of severe anemia and
associated factors among sickle cell patients hospitalized at the Muhimbili National Hospital.

Methods: Thisisan ongoing, descriptive, cross-sectional, hospital-based study among individuals with SCD, admitted to the
Muhimbili National Hospital in Dares Salaam, Tanzania. A minimum sample size of 369 was calculated based on the previous
prevalence of hospitalizations due to severe anemia (20%) in the same cohort. We are using a piloted standardized case report
form to document clinical and laboratory parameters following informed consent. Data analysis will be performed using Stata
software. Severe anemiais defined as Hb<5g/dL . Chi-sguare or Fisher’s exact test will be used to ascertain association between
categorical variables, and t-test will be used for numerical variables. Regression models for severe anemia against explanatory
and confounding variables will be run, and results will be presented as adjusted odds ratio with 95% confidence intervals. A P
value of <.05will be considered significant.

Results:  Enrolment commenced in January 2015 and concluded in September 2016. Complete data analysis will begin in
February 2018. The study results are expected to be published in May 2018.

Conclusions: Thisprotocol paper will provide auseful and practical model for conducting cross-sectional studiesin hospitalized
patients that cover awide ranging of clinical and laboratory variables.

(JMIR Res Protoc 2018;7(2):e46) doi:10.2196/resprot. 7349
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Introduction

Sickle cell disease (SCD) isthe most common inherited disorder
worldwide with the highest burden in sub-Saharan Africa [1].
It isalso estimated that between 7800 and 11,000 children with
SCD arebornin Tanzaniaevery year [2]. Most of these children
will not be diagnosed as there are no neonatal screening
programs in place, and up to 50% of these children will die
beforethe age of 5years[1]. It isestimated that 6 million people
would be living with SCD in Africaif the average survival of
affected children reaches haf the African norm [3]. With
demographic transition, the survival of SCD beyond childhood
isincreasing. The survivors will suffer from chronic ill health
due to a number of factorsincluding anemia [4].

Anemiais a condition in which the number of red blood cells
(and consequently their oxygen-carrying capacity) isinsufficient
to meet the body’s physiological needs. These needs vary with
a person’s age, sex, residential elevation above sea level
(altitude), smoking behavior, and different stages of pregnancy
[5]. The World Health Organization has defined very severe
anemia as hemoglobin (Hb) levels of <5 g/dL. The progression
of SCD is characterized by periods of dormancy coupled with
periods of acute crises. Usualy transient, the acute anemic crises
may be precipitated by treatable causes. In SCD, severe anemia
(ie, low hemoglobin, Hb <5 g/dL [3.8 (Cl 1.8-8.2); p=.001])
has been shown to be an independent predictor of death [6].
Similarly, a study by Calis and colleagues from Malawi
indicated a mortality rate of three folds (95% CI 1.3- 6.9) in
SCD individuals with severe anemia compared to those with
nonsevere anemia[7].

The major contributors of severe anemiain SCD in Africaare
not known. Studies on African children on this topic have
reported an association with bacteraemia, malaria, hookworm,
HIV, as well as deficiency in vitamins A, B12 and
glucose-6-phosphatase dehydrogenase [8-11,12]. Nutritional
deficiencies in children with SCD may be due to poor dietary
intake and increased requirements [13]. In endemic aress,
malaria has been associated with severe anemiaand is a major
cause of morbidity and mortality [12,14-16]. Hyperhemolysis,
sequestration transient red cell aplasia[17] and bacteremia[18],
have been implicated in causing severe anemiain SCD cases.
Hyperhemolysis may be an independent complication of SCD
[19] or may be due to infections (eg, malaria and bacteremia),
hemolytic transfusion reaction or drugs. Acute splenic
sequestration is a major cause of death although this is often
idiopathic [20-22].

Blood transfusion is amost always used to manage severe
anemia in SCD [23]. There are, however, concerns for blood
transfusion, particularly in Africa, wheretherisk of transmitting
infections including HIV, and hepatitis B and C is still high
[24,25]. With multiple transfusions, patients are at risk of
hemolytic transfusion reactions, alloimmunization [26-28] and
iron overload [23,29]. Itisclear that blood supply isinadequate
and costly although the blood transfusion requirementsfor SCD
are not known [27].
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Although the burden and factors associated with severe anemia
have been described in children and pregnant women in
sub-Saharan Africa[6,8,11,30,31], detailed characterization of
thesefactorsin SCD individuasislacking. Thisstudy, therefore,
aims to establish the prevalence and spectrum of factors
associated with severe anemiain SCD. Theinformation obtained
from this study has the potential to significantly impact the
clinical course and survival of SCD individuals in Tanzania.

Methods

Study Design and Site

Thisisahospital-based, descriptive, cross-sectional study among
SCD individual s hospitalized at the Muhimbili National Hospital
(MNH). MNH is the national referral hospital in collaboration
with Muhimbili University of Health and Allied Sciences, which
is the oldest and largest biomedical university in Tanzania
Muhimbili is located in Dar es Salaam on the eastern coast of
Tanzania.

Study Population

The study population consists of individualswith SCD who are
already registered in the Muhimbili Sickle Cohort (MSC) and
are hospitalized a8t MNH. The MSC has enrolled 5430
individualswith SCD between 2004 and March 2016. Of these
51.5% and 48.5% are male and female, respectively. The
majority (65%) are below the age of 18 years. In this study, we
enrolled hospitalized patients who consented and fulfilled
inclusion criteria during the 21-monthstudy period (January
2015 to September 2016).

Sample Size Deter mination

The sample size for this study was estimated to be 369 patients
and it was based on the finite population of 800 SCD cases (i€,
number of annual SCD hospitalization, from 2014 estimates).
This sample has a power of 80% to detect the prevalence of
severe anemiaof 20% with a4% margin of error and confidence
interval of 95%.

Eligibility criteria

The following inclusion and exclusion criteria were used:
Inclusion criteria

« Confirmed SCD; HbSS by High Performance Liquid
Chromatography or Hemoglobin Electrophoresis

« Enrolledinthe MSC

« Hospitalization at MNH during the study period

Exclusion criteria

« Individuals on hydroxyurea
- Blood transfusion in the past 4 weeks
« Readmission within the past 4 weeks

Procedures During Hospitalization

The enrolment procedure is illustrated in Figure 1. Clinical
surveillance of the adult and pediatric admitting wards to
identify individual s admitted with known SCD was maintained
throughout the study period. On arrival, SCD patients were
admitted following normal hospital procedures.
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Figure 1. Enrolment flow chart. SCD: sickle cell disease.
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SCD patients hospitalized
n=519

Fulfilled inclusion criteria
n=378 (72.8%)

Fulfilled exlusion criteria
n=141 (27.2%)

Enrolled
n=378

Severe anemia
75 (19.8%)

(80.2%)

Nonsevere anemia n=303

A general examination was performed that included a record
of temperature, weight, blood pressure, peripheral oxygen
saturation, pulse, and respiratory rate. Detailed clinical history
and physical examination were undertaken to determine the
events leading to hospitalization. The study procedures were
explained to the patients aswell. Details of teststo be performed
and samples needed were given to the patients by the study
clinician. HIV pretesting counseling was done to al eligible
patients. Consent was sought after all the information had been
given to the patients.

Patient Care and Management

Confirmed SCD individuals admitted and enrolled were
managed according to the standardized guidelines on the
management of SCD. Additional investigationswere requested
depending on clinical indications. Clinical outcomes and
laboratory results (Textbox 1) of every patient were documented
inthe hospital casefileaswell asin the study’s casereport form
(CRF). The results of al the tests done were made known to
the patient and the attending doctors to guide patient
management and care. We routinely conducted HIV
postcounseling to all HIV positive patients, and upon discharge
they werereferred to the HIV Care and Treatment Centers near
them.

Proceduresfor Collection of Samples

Tenmilliliters of blood was collected from all participants under
aseptic technique. Of these, 2 mL of blood was collected in a
tube with ethylenediamine tetraacetic acid (EDTA)
anticoagulant, 2 red tops (serum separator) were filled with 2
mL of blood each, and 4 mL was taken for blood culture.
Samples for blood culture were collected in commercialy
prepared BacTec bottles. In addition, stool and urine samples
werecollected in empty sterile bottles. All sampleswerelabelled
with patients' name, SCD identification number and a special
ID number created for the purposes of this study.
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Processing and Separation of Samples

Of the EDTA sample, 5ul was used to perform amalaria rapid
test (RDT). The remaining sample was used to perform afull
blood count. This includes a peripheral blood cell count, both
total and differential white cell count, aswell asred blood cell
indices. These tests were performed immediately after sample
collection.

For the serum separated samples, clinical chemistry analysisas
well as micronutrient analysis (iron, folate, retinol and B12)
were performed on the batched serum samples after enrolment
had concluded.

Proceduresfor Laboratory | nvestigations
Parasitology

Malaria Rapid Test

Venous blood in a EDTA tube or capillary blood sample via
puncture of a finger was required for the malaria test. The
malaria device Pf (HRP2) Ag RDT was used and 5pl of blood
was applied to the sample using a pipette or micropipette. 60
ul of assay buffer solution (2 drops of the bottle type) was put
into the A well. Resultswereread in 20 minutes. Correction for
white cell count was conducted for counting parasite density in
thick films. If the test could not be performed immediately, the
blood was stored at 2-8°C for 3 days. All test components were
performed at room temperature.

Quality control was used to assure that the malaria Pf cassette
test was working properly and that the results being generated
are correct. If no lines were visible, or if no control line (C)
formed, whether or not a sample line (T) appeared, the assay
was deemed invalid and was repeated with a new sample and
cassette.

Microscopy for Malaria Parasitaemia

Thick films for malaria diagnosis was prepared from the blood
sample at the time of collection or from the EDTA bottle in the
laboratory.
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Independent variables

Sociodemographic characteristics

Ethnicity

Residency

Age as continuous and as categorical variable (<18 or =18 years)
Sex (categorical: male or female)

Symptoms and signs

Pallor (categorical: Yes[Y] or No [N])

Jaundice (categorical: Y/N), if yes (categorical: tinge, moderate, severe)
O, saturation-continuous, hypoxia (categorical: <95% or 295%)
Enlarged spleen (categorical: Y/N), size (continuous)

Enlarged liver (categorical: Y/N), size (continuous)

Past medical history

Pain in the past 12 months (categorical: Y/N), frequency (continuous)
Stroke in the past 12 months (categorical: Y/N)

History of heart failure (categorical: Y/N)

Laboratory variables (continuous and categorical); see Table 1)
Hematological: full blood count and reticul ocyte count

Parasitology: malaria and hookworm

Microbiology: bacteraemiaand HIV infection

Outcome variable: hemoglobin levels (categorical: Hb <5 g/dL or 25 g/dL)

Admissionsin the past 12 months (categorical: Y/N), frequency (numerical)

Blood transfusion in the past 12 months (categorical: Y/N), frequency (continuous), units (continuous)

Biochemistry: liver and renal function tests, lactate dehydrogenase, C reactive protein, serum folate, vitamin B12, vitamin A and serum iron studies

Thick films were stained using Giemsa staining and examined
by microscopy for the presence of malaria parasites using
standard methods. The number of parasites (trophozoites) was
counted against 200 white blood cells. A dlide was reported
negative for malaria parasites after at least 100 high-powered
microscopic fields were examined. Counting malaria parasites
against 200 white blood cells may have resulted in
underestimating malaria density asthe white cell count in SCD
patients tendsto be higher dueto inflammation and hematol ogy
analyzers counting nucleated red blood cells as neutrophils and
small lymphocytes. Therefore, idealy, the white cell count
should be corrected and “normal” reference valuesfor SCD and
non-SCD individuals be calculated and used.

The quality assurance process involved the following: all
positive slides were read by a second person. If there were
discrepancies between the two readings, then athird person was
asked to intervene. For the negative slides, one out of every ten
slides was read by a second person .

Hookworm

Fresh stool was collected in a clean container to test for
hookworm infection. A portion of fresh stool was taken with a
spatulaor wooden applicator and placed in atest tube, and then
the test tube was filled with normal saline. The mixture was
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mixed well and centrifuged for 5 min at 3000 rpm (Rotina 46,
Germany). The supernatant was discarded and with help of a
Pasteur pipette, the deposit (stool) was extracted and a small
drop was placed on adide. The deposit on the slide was covered
by the cover dlip and immediately observed for the hookworm
ova under the microscope at 10x magnification. The counting
was performed 20 minutes after collection. This method allows
for other egg speciesto be identified .

We ensured that samples were collected in a clean container so
as to avoid any false positive results. A picture of hookworm
ovawas available to make sure of correct diagnosis.

Hematology

The Sysmex XT2000i-Hematology automated analyzer was
used to obtain the full blood count. The machine gives a wide
range of hematological indices such as white blood cell count,
reticul ocyte count, hemoglobin levels and platelet count. 2yl of
nonclotted venous blood was collected in EDTA tubes (purple
caps). The samples were arranged on the roller mixer ready to
be tested. Alternatively, the sample was inverted gently end to
end (approximately eight times) until the cell bottom of the tube
was completely suspended.

On the standard tools bar, the manual section was selected, the
patient details were entered and the enter button was pressed.
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Then the samplevial was held to the needlein front of the start
button, and the start button pressed. Once the analysiswas done,
the results were printed out and reviewed for any panic values,
which were then reported to the clinician immediately. If the
differential values were missing from the printed results, the
sample was diluted in aratio of 1:5 using the cell pack reagent
and the percentage values obtained. After the sample had been
analyzed, plasmaand buffy coat were obtained and stored under
—20°C. This was achieved by centrifuging the EDTA blood at
3000 rpm for 10 minutes, thereafter separating the plasma and
buffy coat in graduated cryo-preservative tubes.

The controlsfor Sysmex machine X T2000i were commercially
prepared reagents in 3bottles. Tube one contained low ranges
of the hematol ogical indices, tube two for normal and tubethree
for high hematological values. The quality control procedure
was performed before running the samples. The controls needed
to be at room temperature before the quality control procedure.
The sampler mode from the main menu screen was selected and
the tubes were arranged on the sample loader tray with their
barcode facing the red barcode light. Then the start button was
clicked for the analyzer to start analyzing the controls. Once
done, one researcher ensured that the controls had been run on
the analyzer and that they were within the acceptable limits.

Chemistry

Architect Kits was used for aspartate aminotransferase (AST),
aanine aminotransferase  (ALT), creatinine, lactate
dehydrogenase (LDH), vitamin B12, folate and C reactive
protein (CRP). The Retinol Kit was used for retinol binding
protein (vitamin A). The analyzer used was Architect Ci 4100,
which includes the chemistry analyzer C4000 (for AST, ALT,
creatining, LDH and CRP2) and the immunoassay analyzer
i1000SR (for vitamin B12 and folate). Our sampleswere stored
at —80°C for amaximum of 90 days.

The batched samples that have been collected throughout the
study period will be assayed using achemistry analyzer (Roche
Cobas Mira, New York, USA or Abbott Architect, New York,
USA) for thefollowing parameters: bilirubin (total and direct);
LDH), iron studies (serum ferritin, serum iron and transferrin
saturation), CRP, folate, AST, ALT, vitamin A (retinol) and
vitamin B12. Quality assurance was done using commercially
prepared reagentsthat are run on adaily basiswith the readings
documented following laboratory protocol.

Microbiology

Blood Cultures

Blood cultureswere processed using standard hospital |aboratory
procedures. Culture media were prepared in a microbiological
laboratory and identification foll owed conventional techniques.

Blood Culture Methodology

Samples were drawn from patients, stored in the BacTec blood
culture bottles, and inserted directly into theinstrument as soon
as possibleto ensure performance efficacy. Before placing vials
into the instrument, barcodes were scanned and placed in their
assigned stationsthrough the vial entry activity. When scanning
barcodes, the vial was placed in the alignment block in front of
the scanner with the barcode label facing the scanner. The via
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was rotated slightly so that the scanner could read the label. A
single beep indicated a successful (good) scan. Station
assignments were cal cul ated by the system software to balance
the rotor. In order to maintain rotor balance, vials were
introduced and placed where the system indicated.

Thevial was carefully pushed into the station. In order to ensure
that the vial was fully seated in the station, the shoulders were
pressed. The vials were not twisted or turned once they were
placed in the stations. Vials were not removed except in the
following conditions:

- Removal of positive
« Removal of negative
« ldentification of anonymous vials

When microorganisms are present, they metabolize nutrients
in the culture medium, releasing carbon dioxide, which reacts
with adyein the sensor. The dye modul ates the amount of light
that is absorbed by a fluorescent material in the sensor. The
instrument’s photo detectors then measure the level of
fluorescence, which correspondsto the amount of carbon dioxide
released by any micro-organisms present. This measurement is
interpreted by the system in accordance with the preprogrammed
positivity parameters.

Sample Handling

Positives

Many positive cultures were detected in the first 24 hours after
inoculation. Subculturing the positive cultureswas donein blood
agar, chocolate agar, MacConkey agar, and in other culture
media as appropriate. Gram staining was performed for each
positive via. Preliminary antimicrobial susceptibility and
identification procedures were performed from fluid in the
culturevials.

Negatives
Ongoing negative vials were kept for 7 days before being
discarded as negatives.

HIV Test: Rapid Test (Determine and Unigold)

Serum/whol e blood sampleswere used for thistest. The samples
were centrifuged at 3000 rpm for 10 minutes. Thereafter, the
serum was graduated 1.25 mL tubes for the HIV test. With
whole blood samples, the blood was directly tested for HIV test.
Thetest was performed according to the TanzaniaNational HIV
Rapid Test Algorithm.

Data M anagement

Data Collection

All clinical and laboratory information was collected using a
preformatted CRF that was designed specifically for this study.
This was piloted for a period of 2 weeks and adjusted
accordingly. The CRF was reviewed weekly for the first month
of data collection to amend variables and improve the quality
of data collected. Tools for collecting anthropometric
measurements and vital signs were calibrated according to
manufacturer’s specifications. All data will be linked to the
MSC database, a Web-based system known as MySQL (Sun
Microsystems Inc, Santa Clara, California, USA).
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Laboratory data is being collected from different sources. For
hematology data, the results were printed from hematology
analyzers. Results generated from all laboratories were
photocopied and the copies were added to the patient’s case
notes. The original copies of results were attached to the
corresponding CRFs.

Data Cleaning

Data verification and cleaning is ongoing following double
entry, and inconsistencies are being corrected. Missing data,
not obtained during the data collection period, will be collected
during subsequent visits or by telephone.

Data Security

The CRFs are stored in filing cabinets and locked, with access
only to personnel involved in the study and to a few key
personnel who are authorized by the principal investigator. Data
backup isdone on adaily basisonto 2 storage devices and stored
in 2 different physical locations.

Analysis Plan

Data is double entered and validated in a software application
developed using MySQL database and PHP, a server-side
HTML scripting language.

Statistical M ethods

Descriptive statisticswill be summarized using cross-tabulation
and frequencies for categorical data. For continuous variables,
measures of central tendencies will be used after checking for
normality and transformation where necessary. All estimates
will be presented with 95% confidence intervals. Proportions

Table 1. Baseline laboratory characteristics of the study population.
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will be compared using Chi-square test of Fisher's exact test
for categorical variables, while continuous variables will be
compared using t-test or analysis of variance. These will be
adjusted for age and sex. Logistic and linear regression models
will be used in assessment of the risk factors for severe anemia
for the binary and continuous variables, respectively, as well
asfor controlling for confounders.

Modelling procedures will start with the univariate models
where the response variable will be fitted against each
explanatory variable. Only sets of explanatory variables with a
p value<.10 will beincluded in the multivariate models. Linear
and nonlinear relationship between response and explanatory
variables as well as the interaction between the explanatory
variables and how these change in relation to age groups and
sex , will be explored during model fitting. Both forward and
backward elimination methods will be used to decide which
variables remain in the minimal model based on the likelihood
ratio test. Wewill produce asingle, final model combining both
laboratory and clinical variables as this will be the best model
predicting severe anemia. Dataanalysiswill be performed using
Stata software (version 11) and R (version 3.3.2).

Table 1 describes the laboratory variables; these will be
compared among those with and without severe anemia.

For univariate and multivariate analyses, it will depend on how
the p values look like after analysis. We will decide which
clinical and laboratory variables are most important and should
be included; these may be the most important factors from
literature and/or have enough participantsin comparison groups
to alow for reasonable comparison.

Variable Variable type Measure of central tendency Categories
Hemoglobin (g/dL) Numerical, categorica Mean + SD <5, =5

Mean corpuscular volume (fl) Numerical, categorical Mean + SD <80, 80-96, >96
Mean corpuscular hemoglobin (pg) Numerical, categorica Mean + SD <27, 27-33, >33
Reticulocyte count (%) Numerical, categorical Mean + SD <0.5,0.5-15,>15
White blood count x 103/L Categorical Mean + SD >11,<11

Maaria Categorical Positive, negative
HIV Categorical Positive, negative
Stool hookworm Categorical Positive, negative
Alanine aminotransferase (U/L) Numerical, categorica Mean + SD <17, 17-63, >63
Aspartate aminotransferase (U/L) Numerical, categorical Mean + SD <18, 18-40, >40
Serum creatinine (umol/L) Numerical, categorica Mean + SD <62, 62-115, >115
Folate (ng/mL) Numerical, categorical Mean + SD <26,226
Retinol (ug/L) Numerical, categorica Mean + SD <30, 30-80, >80
Vitamin B12 (pg/mL) Numerical, categorical Mean = SD <187, 2187

C reactive protein (mg/L) Numerical, categorica Mean + SD <8, =8

L actate dehydrogenase (U/L) Numerical, categorical Mean + SD <50, 50-200, >200
Bacteraemia Categorical Yes/no, type, sensitivity
Serum ferritin (ng/mL) Numerical, categorical Mean + SD <15, 15-200, >200
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Ethics Approval and Consent to Participate

Ethical clearance to conduct the study has been obtained from
the Muhimbili University of Health and Allied Sciences and
Research and Publication Ethical Committee. A formal written
informed consent in Swahili was used for eligible individuals.
Nonconsenting patients and those who were not eligible for the
study were attended to by the clinical team per SCD
management guidelines. Personal, clinica and laboratory
information is being kept with utmost confidentiality in keeping
with the standards and procedures guiding the organization.

Results

Enrolment commenced in January 2015 and concluded in
September 2016. During the study period, 513 SCD individuals
were hospitalized, of these 387 (72.8%) fulfilled inclusion
criteria and were enrolled. Final results of batched laboratory
tests are expected in January 2018. Data analysisis expected to
be done in February 2018. The study results will be published
in a peer-reviewed journal.

Discussion

Study Rationale

Severe anemia is the most common cause of SCD morbidity
and mortality in Tanzania. Although the clinical and laboratory
factors associated with severe anemia have been described in
the general population of sub-Saharan Africa [6,8,11,26,27],
detailed characterization of these factorsin SCD individualsis
lacking.

Currently available datain the literature list possible causes of
severe anemia in SCD cases. These include infections like
malaria, bacteraemiaand HIV infections aswell as hookworm
infestation [8-12,18]. Other factors include nutritional
deficiencies like iron, vitamins A, B12 and folate [6,13].
Hyperhemolysis has also been shown to contribute to anemic
crises[17]. Multipletransfusionsincrease therisk of hemolytic
transfusion reactions, alloimmunization [23,24,26-28] and iron

Acknowledgments

Tluway et d

overload [29,30]. Furthermore, severe anemiain SCD patients
has been shown to be an independent predictor of death [6].

This protocol describes in detail participant enrolment, and
clinical and laboratory procedures. The study involved collecting
multiple clinical and laboratory variables during the
hospitalization period. No data was collected outside the
hospitalization period. Drawing from 12 years experience in
clinical longitudinal surveillance, this protocol will contribute
significantly to building abasisfor asingle-center, multivariable
clinical study. It will also contribute towards harmonized
inpatient clinical and laboratory procedures. The methodology
will ensurethe validity and reliability of dataon the prevalence
of severe anemia and associated factors in hospitalized SCD
individuals.

Limitations

This study has several limitations. First, its cross-sectional
design precludes usfrom establishing a cause-effect relationship.
There is aso potentia for patient recall bias, especialy in
establishing past medical history. In thisinstance patients were
asked to recall events from 12 months prior to hospitalization.
Second, athough interventions, like the use of antibioticsand/or
antimalarial drugsin the days prior to admission were recorded,
we have no certain way of knowing if theinformation provided
is accurate. MNH is a national referral hospital; most patients
are referred from periphera facilities where they would have
received interventions. Third, in this study, we are using 3
different laboratories to carry out various tests. Although the
standard operating procedures for |aboratory procedures are
present and enforced, we cannot entirely eliminate human errors.
Fourth, by the fact that MNH is atertiary institution, thereisa
simple selection bias. This methodology paper will provide a
useful and practical model for conducting inpatient clinical
cross-sectional studies that cover a wide range of clinical and
laboratory variables. The results of this study will be published
in a peer-reviewed journa and have a potentia to guide the
management of severe anemia in SCD in order to reduce
associated morbidity and mortality.
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Abstract

Background: Degenerative Cervical Myelopathy (DCM) is a syndrome of subacute cervical spina cord compression due to
spinal degeneration. Although DCM is thought to be common, many fundamental questions such as the natural history and
epidemiology of DCM remain unknown. In order to answer these, access to a large cohort of patients with DCM is required.
With its unrivalled and efficient reach, the Internet has become an attractive tool for medical research and may overcome these
limitations in DCM. The most effective recruitment strategy, however, is unknown.

Objective: To compare the efficacy of fee-based advertisement with alternative free recruitment strategiesto a DCM Internet
health survey.

Methods: An Internet health survey (SurveyMonkey) accessed by anew DCM Internet platform (myelopathy.org) was created.
Using multiple survey collectors and the website’s Google Analytics, the efficacy of fee-based recruitment strategies (Google
AdWords) and free alternatives (including Facebook, Twitter, and myel opathy.org) were compared.

Results. Overall, 760 surveys (513 [68%] fully completed) were accessed, 305 (40%) from fee-based strategies and 455 (60%)
from free alternatives. Accounting for researcher time, fee-based strategies were more expensive ($7.8 per response compared
to $3.8 per response for free alternatives) and identified aless motivated audience (Click-Through-Rate of 5% compared to 57%
using free alternatives) but were more time efficient for the researcher (2 minutes per response compared to 16 minutes per
response for free methods). Facebook was the most effective free strategy, providing 239 (31%) responses, where asingle message
to 4 existing communities yielded 133 (18%) responses within 7 days.

Conclusions: The Internet can efficiently reach large numbers of patients. Free and fee-based recruitment strategies both have
merits. Facebook communities are arich resource for Internet researchers.

(JMIR Res Protoc 2018;7(2):e18) doi:10.2196/resprot.6567

KEYWORDS

cervical; myelopathy; spondylosis; spondylotic; stenosis; disc herniation; ossification posterior longitudinal ligament; degeneration;
disability; recovery; questionnaire; Internet survey; Google Adwords; advertising; social media; electronic survey; Internet; survey
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Introduction

Degenerative Cervical Myelopathy (DCM) is a syndrome of
cervical cord compression secondary to degenerative disease
of the cervical spine [1]. Causative pathology includes disc
herniation, osteophyte formation and ligament hypertrophy or
ossification. Symptoms are often initially subtle and mislabelled
as"old age."

Evidencefrom radiological series suggest 30%-59% of healthy
individuals above the age of 50 show compression of the spinal
cord on magnetic resonance imaging scans [2-4], of which up
to 34% will develop myelopathy [5,6]. This equates to an
estimated prevalence of 5% in patients over 50.

The epidemiology of DCM is poorly characterised at present,
therefore such numbers are estimates [1]. The cause for thisis
multi-factorial but in part due to most research deriving from
surgical studies [7], which only capture a sub-population of
DCM patients. At present, not all DCM patients will reach
specialist services and not all DCM patients will undergo
surgery.

The Internet has become an attractive tool for medical research
[8-10]. It enables access to individuals from across the globe
who are of different ethnicities and socioeconomic backgrounds
[11,12]. This access can be achieved in an unrivalled cost- and
time-efficient manner. Therefore, for DCM, this presents an
exciting opportunity to reach alarger, perhaps more complete,
population and advance our understanding of the disease.

At present, most medical Internet research uses online
guestionnairesfor data collection. Questionnaires are aresearch
tool which can be completed by respondents anywhere at any
time. Given the recognized significance of Patient Reported
Outcome Measures[13], questionnaires, whether online or not,
areamainstay of clinical research.

Health surveys are notoriously difficult to recruit to [9]. Many
different techniques have been trialled, including face-to-face
events[11,12,14,15], print media[14-16], email [14,15,17,18],
paid for Internet [14,18] or socia media [12,15,16,18-22]
advertising, social mediaengagement [11,15,17,18,21-25], and
the use of incentives [17]. However, an optimum recruitment
strategy has not yet emerged [9].

Comparing these studies to identify the most effective strategy
islimited as many studies either do not provide a comparison
arm or they bundle strategies together. Additionally, the
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implications of whether different strategies work across health
research or are specific to certain conditions is unclear.
Regardless, similar themes appear to be emerging; studies are
moving away from print media or face-to-face strategies to
Internet-based strategies[14,15,17]. Of these Internet strategies,
Internet advertising specifically using Google AdWords or
Facebook adverts, and/or social media engagement appear most
popular and successful [12,20,22-24]. Google AdWords and
Facebook Adverts are paid-for services whereas socia media
isfree. A direct comparison of these methods has not been made
specifically but cost-free options are clearly attractive if
adequately effective.

Our overall objective, therefore, wasto investigate whether the
Internet could enable usto reach patientswith DCM efficiently
and on alarge scale, and ask them about their disease and its
consequences. In the absence of an idea Internet recruitment
strategy [9], we trialled fee-based methods (Google AdWords)
and free methods (including social media and devel opment of
a condition specific website). We present a comparison of our
experience and discuss their implications for others.

Methods

Ethical approval for this survey was granted by the University
of Cambridge (Cambridge, UK). The survey was hosted on
Survey Monkey (SurveyMonkey, California, USA) and
contained 38 questions.

Tracking Recruitment Strategies

The SurveyMonkey advanced pro package was purchased to
allow a single survey to have multiple collectors. A collector
is a point of entry to the survey, which, in this study, was a
custom URL. By using adifferent collector for each recruitment
strategy, their individual performance could be tracked (Figure
1). These URL swere acombination of |etters and numbersand
were hidden from search enginelistings, thusthey were unlikely
to be accessed directly.

Consequently, accessto the survey waslimited to landing pages
hosted on our newly created DCM Internet platform,
myelopathy.org. This enabled &l traffic to be monitored
precisely using Google Analytics (Google, California, USA).
One landing page was accessible directly from the website and
open to search engine listing. This was the portal for tracking
free recruitment strategies. Google AdWords (Google,
Cdlifornia, USA) adverts were directed to blind weblinks for
myelopathy.org, hidden from search engine listing (Figure 1).
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Figure 1. A flowchart describing the different access points (blue boxes) and flow to the survey, along with how they were tracked (orange boxes).
Google AdWords adverts directed individuals to hidden landing page(s) at www.myelopathy.org, where interested viewers could click through to the
survey at SurveyMonkey. All alternatives were directed to an open landing page and then to the survey. SurveyMonkey tracked respondents based on
the URL used to access the survey. All prior data was tracked using Google Analytics and/or Google Console.

Survey Monkey ® Collectors

Google Analytics ® or Google Console ®

diM1YELOPATHY.ORG

Source of
Users:
Internet Search
Social Media
3 Party Referral
Myelopathy.org
Direct

facebook on

Source of
Users:

Google AdWord

Adverts 2l

Free Survey Landing Page,
available for search engine listing

Survey at Survey Monkey ®
(Specific Collectors)

Paid for Survey Landing Page,
blinded from search engine listing

Survey at Survey Monkey ®
(Specific Collectors)

Recruitment Strategies. Fee-Based M ethods (Google
AdWords)

Google advertising was capped at $15 per day. Other constant
settings included using both the “ Search Network” (appearing
on the Google search engine) and the “Display Network”
(appearing on third-party applications, through their embedded
Google adverts), and alowing Google to optimize advert choice
based on their overall performance (option “optimize for
clicks’). Advertisement was limited to an English-speaking
audience, prioritizing North America, Australia, and the UK.

Adverts were created within a single group so that they would
be displayed against al chosen keywords. Two adverts were
developed using Google AdWord advice pagesonly (Figure 2).
The research team had no prior experience with online
advertising. Themes taken from these advice pages included
using a relevant keyword within the title (“myelopathy”),
identifying who you are (“Uni Cambridge” and
“www.myel opathy.org”), what you are offering and what makes
you unique (“Help Research”). With regardsto this|atter aspect,
the only variations were whether “ Please compl ete our survey”
or “Wondering whether surgery is right?’ were used. These
adverts remained unchanged throughout the period of Google
AdWord advertising for comparison.

Keywords were author-selected based on their theoretical
relevance. Google Trends (Google, California, USA) was used
to suggest related search terms. Chosen keywordswere adapted
and refined based on performance metrics.

Recruitment Strategies. Free Methods
Website

The website (www.myelopathy.org) was developed using
Weebly (Weebly, San Francisco, USA). The intended target
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audience was patients, so initial content was produced to explain
thedisease, its symptoms, and itstreatments. Each week further
content was added, including further generic content, as well
as expert articles, patient stories, and blog entries concerning
the latest research. The home page opened with an advert for
the survey and additional content included links to the survey.

The website was submitted to Google Search Console (Google,
Cdlifornia, USA) for indexing, which was compl eted November
2, 2015. Alongside Google Analytics, Google Search Console
was used to track the website's overall performance in Google
search returns. Thisisarelatively new service and datais only
available from May 2016.

Social Media

Along with the website, a Twitter (Twitter, California, USA)
account (@myelopathyorg) and a Facebook (Facebook,
Cdlifornia, USA) page (www.facebook.com/myel opathy) were
created. Website content was promoted, including postings and
tweets using these accounts.

In addition, active related Twitter users/organizations (such as
charities) and Facebook groups were approached to advertise
the survey. Users, organizations, or Facebook groups were
targeted a maximum of two times, at least 1 month apart.
Facebook groupswere approached using aresearcher’s personal
Facebook profile, ensuring their privacy settingswere optimized
(as Facebook does not permit an organization to directly join
groups). Permission from group administrators was sought
before posting in closed Facebook Groups. The resultant post
was made either by the researcher or the group administrator
depending on their preference.
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Figure 2. Comparison of different Google Advert types. One style advertised a clinical survey whilst another advertised information about surgery.
Information about surgery was chosen, as surgery isthe only treatment for Degenerative Cervical Myelopathy (DCM) and is the major focus of patient
discussion following diagnosis. CTR: click-through-rate; CPC: cost-per-click.

Example Advert

Suffering Myelopathy?
Please complete our Survey!

Help Research @ Uni Cambridge

www.myelopathy.org

Usage (%) 35.1
Impressions 398763
Clicks 1199
CTR 0.3
Spend ($) 405.93
CPC ($) 0.34
Completed Surveys 63
Conversions 0.02
(Impressions per

Surveys) (%)

Click Conversions (Clicks 53
per Survey Response)

(%)

Cost per Survey S6.3

Response ($)

Potential Facebook groups or organizations and Twitter users
or organizations were identified by searching the platforms for
“myelopathy” and related disease specific terms. Initial
approaches were simply as informal tweets (Twitter) or direct
messages (Facebook and Twitter). No specific template was
used. Social medialinkswere embedded with Urchin Tracking
Module codesto alow Google Analyticsto register their impact
individually.

Third-Party Websites

Related online content providers were approached to reference
myelopathy.org. Google and Yahoo email indexes were not
explored given the poor response by Morgan et al (2013)[18].

Study Structure and Analysis

Myelopathy.org went live October 1, 2015. Recruitment
strategies commenced November 2, 2015. Theinitial four-week
period was used asa control period to test the platform, register
with Google Search Console, and measure any preintervention
traffic. The total available budget for Google AdWords was
$2200 and this was continued until this budget was exhausted.

The principa outcome to evaluate recruitment strategies was
the number of survey responses. Complete survey responses
(ie, questionnaires answered in full) were differentiated from
incomplete responses. The completion rate was the proportion
of fully completed survey responses.

Metrics of Google AdWord advert performance included
impressions (number of timesthe advert or link was displayed),

http://www.researchprotocols.org/2018/2/e18/

Suffering Myelopathy?

Wondering whether surgery is right?
Help Research @ Uni Cambridge
www.myelopathy.org

64.9
738763
4439
0.6
1833.97
0.41
242
0.03

5.5

$7.6

clicks (number of times the advert or link was clicked on),
click-through-rate (CTR) (proportion of clicksto impressions),
total cost, and cost-per-click (CPC) (cost per advert clicked on).

Metricsof user activity, tracked via Google Analytics, included
views (number of times a page was viewed), unique visitor
views (number of times a page was viewed by different users),
and bounce rate (proportion of times a user came directly to a
page and then | eft the website without clicking on any additional
links).

Individualised SurveyMonkey collectors allowed the number
of responses per intervention to be tracked directly, as the
Google Analytics could not assess whether a survey was
completed or not. Figure 1 provides an overview of how the
free and fee-based recruitment strategiesweretracked. Thetime
spent managing interventions by the researcher between week
8 and 12 was logged per action.

Results

As outlined, myelopathy.org went live on October 1, 2015 and
the recruitment interventions commenced following a 1-month
control period. In total 12,671 unique users have accessed the
platform, rising from O per week to an average of 454 per week
using both fee and free methods, settling at an average of 130
per week with just free methods continuing (Figure 3).
Excluding an outlier in week 9, during these two periods, traffic
was very consistent; both periods having a relative standard
deviation of 17%.
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Figure 3. Unique visitors to Myelopathy.org. Active survey recruitment started during week 6 of this study. Google AdWords was used between week
6 and week 28 (blue bar) compared to free recruitment methods which continued throughout (orange bar).
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Overdl, 760 surveys were completed during the 10-month
period of which 513 (68%) were fully compl eted.

Fee-Based M ethods: Google AdWords

Google AdWordswas used for 22 weeks (Week 6 -28) at atotal
cost of $2239.90 and resulted in 5638 users who clicked on
adverts, at a CPC of $0.4. Using the fee-based method
SurveyMonkey collectors, 305 (CTR 5%) surveys were
completed, accessed through Google AdWords 98.5% of the
time, of which 195 (64%) of the survey responses were
complete.

Adverts attached to Google AdWords were broadly split into
two categories; those advertising the DCM health survey and
those advertising myelopathy.org as a DCM information
resource (Figure 2). Adverts specifically inviting users to
participate in asurvey (CTR 3%) werelesslikely to be clicked
on than adverts promoting myelopathy.org as an information
resource (CTR 6%) (Figure 2). Consequently, Google's
“Optimize for Clicks’ algorithm favored their presentation.
However, the bounce rate for users arriving at the survey page
expecting information was higher (90% vs 50%) than those
having clicked through for a survey. Despite this, there was an
equivocal completion rate of 5.3% and 5.5%, and the survey
specific advertswere financialy moreefficient at acost of $6.30
per response compared to $7.60 per response.

AdWords were chosen with the help of Google Trends and
refined based on performance. In total over 100 keyword
combinations were tried. These were typically related to
“myelopathy,” the causative pathologies, or treatment. The most
effective keywords and eventual focus of Google AdwWords
were terms related to understanding myelopathy, eg, “what is
cervical myelopathy?’ and “ cervical myel opathy symptomsand
treatment.” There was no relationship between the cost of an
advert and its likelihood to yield a survey response. Of the
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advertisements, 46.7% were placed independently using the
Google Display Network, ie, appearing as third-party
advertisement on websites it considered related. These adverts
performed better than those appearing on Google Search with
a lower cost per click ($0.30 versus $0.48) and bounce rate
(73% versus 90%). Unfortunately, our analytics design could
not differentiate survey responses between these groups.

Free Methods

The survey landing page for free methods was accessed 730
times. This generated 455 survey responses (CTR 62%), of
which 312 (69%) were complete. Of these viewers, 40 (5.5%)
came from Google AdWords, whereas the majority came from
social media (249 [55%]), most notably Facebook (239 [53%])
(Figure 4). Users arriving at the landing page from Facebook
had a CTR of 73%, compared to 45% for Twitter.

We identified 9 related patient support groups on Facebook
whose membership numbersranged from 33 to 2137. However,
only 4 of these groups appeared to be active. Of the active
groups, combined membership exceeded 4000 people. Within
7 days of the initial approach to these groups during week 5,
133 users had accessed and completed the survey. Repeat
approachesin week 10 had less significant impacts (Figure 4).

The sharing of new website content on social media, particularly
Facebook, was beneficia . Our opening piece, astory of apatient
(identified from the active Facebook communities) drew
significant attention. It was shared 176 times in 12 hours and
lead to our pesk website traffic in week 9 of 1591 unique users
(Figure4). However, thisstory had not been linked to the survey
and, assuch, only 25 of these users accessed the survey (yielding
3 survey responses). By advertising the survey within subsequent
articles, more survey responses were gained even though the
articles generated less traffic.
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Figure4. Survey traffic from free recruitment methods, including examples of successful interventions. Social Media (blue) was particularly effective

inthe early stages.
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Table 1. Comparison of Free and Fee-based recruitment methods, data from week 6 to 28.

Variable Fee-based methods (Google AdWords) Free methods

Survey Responses 305 367
Complete n (%) 195 (64) 250 (68)

Advertising Cost/Response ($) 7.40 0

Click-through-rate (%) 5 57

Time/Response Estimate (mins) 2 16

Total Cost/Response Estimate ($) 7.80 3.20

Twitter waslessfruitful inidentifying and engaging participants.
No existing specific organization or discussion thread or related
hashtag were identified. Based on their potential relevance, 22
charities were approached. Of these, 11 (50%) retweeted the
survey, yielding 9 survey responses. Keyword searches
identified 6 individual users, of which 1 responded to the survey.

Third-party websites also provide a small number of
respondents. These websites referred to myelopathy.org as an
information source and not the survey page specifically. NHS
Choices (www.nhs.uk), where myelopathy.org is listed as a
DCM support organization, provided 615 unique user referrals
of which 6 (0.1%) completed the survey. Wikipedia provided
70 unique user referrals but no survey responses.

Comparison of Fee-Based and Free M ethods

From week 6 to 28 both fee-based and free recruitment methods
were used. During thistime, free recruitment methods returned
367 survey responses. When directly compared (Table 1), in
addition to being free, these methods were morelikely to yield
aresponse from the targeted audience (CTR 57% versus 5%).
Following initial setup, between week 8 and 12, al activities
related to either method were time-logged. In these 4 weeks,

http://www.researchprotocols.org/2018/2/e18/

XSL-FO

RenderX

free recruitment methods required 10 hours and 21minutes of
maintenance by a researcher, compared to just 30 minutes for
the Google AdWords. Based on survey responses during these
4 weeks, free methods were estimated to require 16 minutes per
survey response compared to 2 minutes for Google AdwWords.
Using a UK junior postdoctoral research salary of $26,000 to
estimate the administrative costs, free recruitment strategies
yielded responses at a cost of $3.17 per response, compared to
$7.80 for fee-based methods.

Discussion

Over 700 patients with DCM were recruited to an Internet
survey in 10 months. This placesit amongst the largest clinical
DCM data sets based on sample size [7]. Simple, cost-free
techniques, particularly approaching Facebook groups, were
effective in reaching a motivated audience. However, this was
time-consuming and may have a saturation point. Google
AdWords was an effective and time-efficient alternative, but
its use comes with aprice.
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Limitations

From the outset, it isimportant to acknowledge the limitations
of this study. This was an adaptive study design, more akin to
a quality improvement process. Interventions, therefore, were
not prescriptively performed throughout the period and it is not
possible to directly compare these individually any further. For
example, it is likely Facebook activity targeted the same users
on each occasion, therefore the sequence in which interventions
occurred will no doubt have contributed to their specific impact,
but this cannot be commented on further.

Additionally, Google Analytics shows that fee-based and free
collectors had small overlaps. Given the complex URLSs for
fee-based collectors and their blinding to search engines, it is
very unlikely access to the survey could come about by any
other means than clicking on the Google AdWord advert.
Therefore, for fee-based methods, this is unlikely to be
significant. These recorded accesses are instead, most likely to
represent maintenance views by the research team and the
method of access (direct or via Weebly) on Google Analytics
would reflect this. However, for free methods collectors, users
may have initially reached the platform via a Google Adword
advert and explored the platform further, before deciding to
participatein the survey. Therefore, thismay have yielded some
survey responses. However, the maximum this would be is 40
responses (assuming 100% completed asurvey) and thiswould
not ater the overal conclusions.

Findingsin Context

Our findings further demonstrate the power of the Internet to
reach patients, either by paid advertisement or free alternatives.
At present, no absolute strategy has emerged as the most
successful [8,9], and it is likely that any strategy needs to be
considered in the context of the individual project as both
strategies have their merits. Most recent examples have used a
combination of paid advertising and alternative methods,
including social media[15,21,22].

In the first quarter of 2016, Google and Facebook held 85% of
the global digital advertising market [26]. Their popularity is
also reflected in recent recruitment studies, particularly
Facebook [8]. The attraction of Facebook advertising for
researchers is the ability to specify target demographics. This
has been effectively utilised, for example, in sexua health
studies [21]. However, Facebook adverts only target the
Facebook community. In this study we chose Google AdWords
because the demographics of our patients are not so clearly
defined and potentially include older individuals less likely to
be using Facebook [27]. We a so wanted to avoid overlap with
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our aternative Facebook interventions. Thisoverlap may explain
the contrasting findings of Yuan et al (2014) intheir recruitment
of HIV positive patientsto an Internet survey. Their study used
very similar recruitment strategies, with the exception that their
paid advertising was conducted on Facebook as opposed to
Google AdWords. They found only a very weak correlation
between social media engagement and survey responses,
concluding it wasless efficient than Facebook advertising [21].
Likewise, Valdez et al (2014) showed promising, abeit less
significant, engagement from social media groups.

Therefore, the significant impact of social media engagement
here is a hovel finding. This success may stem from several
unmeasured factors. Firstly, compared to the very simple one
sentence of text allowed by Google AdWords, poststo Facebook
could contain afar more detailed overview of the study and its
objectives. This may have helped capture an audience and
explain their greater motivation to complete the survey fully
having accessed it. Additionally, our modifications to Google
AdWords were very basic and our relative inexperience with
thistool undoubtedly had someinfluence. Furthermore, the use
of Facebook groupsled to patient support and promotion of the
survey. For example, the Facebook posts often developed into
conversation threads, with group users commenting when they
had responded. This maintained the post’s prominence within
the group for sometime. Thispromotion by the usersthemselves
may also explain the similar trends in the efficacy of social
media and other free advertising strategies (Figure 4) in weeks
5-9.

In DCM, the Facebook communities are relatively small which
may limit their representation and overall number of responses
[23]. However, for many conditionsthisisnot the case. A smple
search of ‘Multiple Sclerosis Group’ in Facebook returns many
groups, with the top four groups have a combined membership
of >22,000. Many alternative free recruitment strategies have
been tried, including email, alternative social media, and
alternative third-party websites, but as with our findings, their
impact has been relatively minor [9,15,21,23,28].

Conclusions

A large number of patients can be efficiently reached using the
Internet. Internet advertisements and free alternatives both have
their merits. Google AdWords provides a simple and constant
stream of traffic, although comes with significant cost. The
targeting of existing communities was cheaper and identified a
more motivated user. Whilst this exposes the researcher’'s
identity, thisis a highly effective and simple strategy.

MRNK issupported by NIHR Clinician Scientist Award. This project was supported by agrant from the NIHR HTC. Thisreport
isindependent research arising from a Clinician Scientist Award, CS-2015-15-023, supported by the National Institute for Health
Research. The views expressed in this publication are those of the authors and not necessarily those of the NHS, the National

Intitute for Health Research or the Department of Health.

Conflictsof Interest
None declared.

http://www.researchprotocols.org/2018/2/e18/

JMIR Res Protoc 2018 | vol. 7 | iss. 2 €18 | p.254
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS Davies & Kotter

References

1.

2.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Nouri A, Tetreault L, Singh A, Karadimas SK, Fehlings MG. Degenerative Cervical Myelopathy: Epidemiology, Genetics,
and Pathogenesis. Spine 2015 Jun 15;40(12):E675-E693. [doi: 10.1097/BRS.0000000000000913] [Medline: 25839387]
OkadaE, Matsumoto M, IchiharaD, ChibaK, Toyama, FujiwaraH, et al. Aging of the cervical spinein healthy volunteers:
a 10-year longitudinal magnetic resonance imaging study. Spine 2009 Apr 01;34(7):706-712. [doi:
10.1097/BRS.0b013e31819c2003] [Medline: 19333104]

Kovaloval, Kerkovsky M, Kadanka Z, Kadanka Z, Nemec M, Jurova B, et al. Prevalence and Imaging Characteristics of
Nonmyel opathic and Myelopathic Spondylotic Cervical Cord Compression. Spine 2016 Dec 15;41(24):1908-1916. [doi:
10.1097/BRS.0000000000001842] [Medline: 27509189]

NakashimaH, YukawaY, Suda K, Yamagata M, Ueta T, Kato F. Abnormal findings on magnetic resonance images of the
cervical spinesin 1211 asymptomatic subjects. Spine 2015 Mar 15;40(6):392-398. [doi: 10.1097/BRS.0000000000000775]
[Medline: 25584950]

Wilson JR, Barry S, Fischer DJ, Skelly AC, Arnold PM, Riew KD, et a. Frequency, timing, and predictors of neurological
dysfunction in the nonmyel opathic patient with cervical spinal cord compression, canal stenosis, and/or ossification of the
posterior longitudinal ligament. Spine 2013 Oct 15;38(22 Suppl 1):S37-S54. [doi: 10.1097/BRS.0b013e3182a7f2¢e7]
[Medline: 23963005]

Bednarik J, Kadanka Z, Dusek L, Kerkovsky M, Vohanka S, Novotny O, et a. Presymptomatic spondylotic cervical
myelopathy: an updated predictive model. Eur Spine J 2008 Mar;17(3):421-431 [FREE Full text] [doi:
10.1007/s00586-008-0585-1] [Medline: 18193301]

Davies BM, McHugh M, Elgheriani A, Kolias AG, Tetreault LA, Hutchinson PJA, et al. Reported Outcome Measuresin
Degenerative Cervica Myelopathy: A Systematic Review. PLoS One 2016;11(8):e0157263 [EREE Full text] [doi:
10.1371/journal .pone.0157263] [Medline: 27482710]

Lane TS, Armin J, Gordon JS. Online Recruitment Methods for Web-Based and Mobile Health Studies: A Review of the
Literature. JMed Internet Res 2015;17(7):e183 [FREE Full text] [doi: 10.2196/jmir.4359] [Medline: 26202991]

Edwards PJ, Raberts I, Clarke MJ, Diguiseppi C, Wentz R, Kwan I, et al. Methods to increase response to postal and
electronic questionnaires. Cochrane Database Syst Rev 2009(3):MR000008. [doi: 10.1002/14651858.M RO00008.pub4]
[Medline: 19588449]

Brueton VC, Tierney J, Stenning S, Harding S, Meredith S, Nazareth |, et al. Strategies to improve retention in randomised
trials. Cochrane Database Syst Rev 2013 Dec;12:MR000032 [FREE Full text] [doi: 10.1002/14651858.M R000032.pub2]
[Medline: 24297482]

Close S, Smaldone A, Fennoy |, Reame N, Grey M. Using Information Technology and Social Networking for Recruitment
of Research Participants: Experience From an Exploratory Study of Pediatric Klinefelter Syndrome. J Med Internet Res
2013;15(3):e48 [FREE Full text] [doi: 10.2196/jmir.2286] [Medline: 23512442]

Admon L, Haefner JK, Kolenic GE, Chang T, Davis MM, Moniz MH. Recruiting Pregnant Patients for Survey Research:
A Head to Head Comparison of Social Media-Based Versus Clinic-Based Approaches. JMed Internet Res 2016 Dec
21;18(12):€326 [FREE Full text] [doi: 10.2196/jmir.6593] [Medline: 28003174]

Macefield RC, Jacobs M, Korfage 13, Nicklin J, Whistance RN, Brookes ST, et al. Devel oping core outcomes sets: methods
for identifying and including patient-reported outcomes (PROS). Trials 2014;15:49 [FREE Full text] [doi:
10.1186/1745-6215-15-49] [Medline: 24495582]

Wong CK, Horn-RossPL, Gee GC, Shariff-Marco S, Quach T, Allen L, et al. Strategiesfor recruiting representative samples
of Asian Americans for a population-based case-control study. J Epidemiol Community Health 2016 Oct;70(10):974-982.
[doi: 10.1136/jech-2015-206905] [Medline: 27053683]

HarrisML, Loxton D, Wigginton B, Lucke JC. Recruiting online: lessons from alongitudinal survey of contraception and
pregnancy intentions of young Australian women. Am JEpidemiol 2015 May 15;181(10):737-746. [doi: 10.1093/aje/kwv006]
[Medline: 25883155]

Carter-Harris L, Bartlett ER, Warrick A, Rawl S. Beyond Traditional Newspaper Advertisement: Leveraging
Facebook-Targeted Advertisement to Recruit Long-Term Smokers for Research. JMed Internet Res 2016;18(6):€117
[FREE Full text] [doi: 10.2196/jmir.5502] [Medline: 27306780]

Koo M, Skinner H. Challenges of internet recruitment: a case study with disappointing results. JMed Internet Res
2005;7(1):e6 [FREE Full text] [doi: 10.2196/jmir.7.1.e6] [Medline: 15829478]

Morgan AJ, Jorm AF, Mackinnon AJ. Internet-based recruitment to a depression prevention intervention: lessons from the
Mood Memos study. JMed Internet Res 2013;15(2):e31 [FREE Full text] [doi: 10.2196/jmir.2262] [Medline: 23403043]
Crosier BS, Brian RM, Ben-Zeev D. Using Facebook to Reach People Who Experience Auditory Hallucinations. JMed
Internet Res 2016;18(6):€160 [FREE Full text] [doi: 10.2196/jmir.5420] [Medline: 27302017]

Bold KW, Hanrahan TH, O'Malley SS, Fucito LM. Exploring the Utility of Web-Based Social Media Advertising to Recruit
Adult Heavy-Drinking Smokersfor Treatment. JMed Internet Res 2016;18(5):e107 [ FREE Full text] [doi: 10.2196/jmir.5360]
[Medline: 27194456]

http://www.researchprotocols.org/2018/2/e18/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 |e18 | p.255

(page number not for citation purposes)


http://dx.doi.org/10.1097/BRS.0000000000000913
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25839387&dopt=Abstract
http://dx.doi.org/10.1097/BRS.0b013e31819c2003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19333104&dopt=Abstract
http://dx.doi.org/10.1097/BRS.0000000000001842
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27509189&dopt=Abstract
http://dx.doi.org/10.1097/BRS.0000000000000775
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25584950&dopt=Abstract
http://dx.doi.org/10.1097/BRS.0b013e3182a7f2e7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23963005&dopt=Abstract
http://europepmc.org/abstract/MED/18193301
http://dx.doi.org/10.1007/s00586-008-0585-1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18193301&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0157263
http://dx.doi.org/10.1371/journal.pone.0157263
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27482710&dopt=Abstract
http://www.jmir.org/2015/7/e183/
http://dx.doi.org/10.2196/jmir.4359
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26202991&dopt=Abstract
http://dx.doi.org/10.1002/14651858.MR000008.pub4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19588449&dopt=Abstract
http://europepmc.org/abstract/MED/24297482
http://dx.doi.org/10.1002/14651858.MR000032.pub2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24297482&dopt=Abstract
http://www.jmir.org/2013/3/e48/
http://dx.doi.org/10.2196/jmir.2286
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23512442&dopt=Abstract
http://www.jmir.org/2016/12/e326/
http://dx.doi.org/10.2196/jmir.6593
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28003174&dopt=Abstract
http://trialsjournal.biomedcentral.com/articles/10.1186/1745-6215-15-49
http://dx.doi.org/10.1186/1745-6215-15-49
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24495582&dopt=Abstract
http://dx.doi.org/10.1136/jech-2015-206905
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27053683&dopt=Abstract
http://dx.doi.org/10.1093/aje/kwv006
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25883155&dopt=Abstract
http://www.jmir.org/2016/6/e117/
http://dx.doi.org/10.2196/jmir.5502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27306780&dopt=Abstract
http://www.jmir.org/2005/1/e6/
http://dx.doi.org/10.2196/jmir.7.1.e6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15829478&dopt=Abstract
http://www.jmir.org/2013/2/e31/
http://dx.doi.org/10.2196/jmir.2262
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23403043&dopt=Abstract
http://www.jmir.org/2016/6/e160/
http://dx.doi.org/10.2196/jmir.5420
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27302017&dopt=Abstract
http://www.jmir.org/2016/5/e107/
http://dx.doi.org/10.2196/jmir.5360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27194456&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Davies & Kotter

21.

22.

23.

24,

25.

26.
27.

28.

Yuan P, Bare MG, Johnson MO, Saberi P. Using online social mediafor recruitment of human immunodeficiency
virus-positive participants: a cross-sectional survey. JMed Internet Res 2014;16(5):e117 [FREE Full text] [doi:
10.2196/jmir.3229] [Medline: 24784982]

Amon KL, Campbell AJ, Hawke C, Steinbeck K. Facebook asarecruitment tool for adolescent health research: asystematic
review. Acad Pediatr 2014;14(5):439-447.e4. [doi: 10.1016/.acap.2014.05.049] [Medline: 25169155]

Valdez RS, Guterbock TM, Thompson MJ, Reilly JD, Menefee HK, Bennici MS, et a. Beyond traditional advertisements:
leveraging Facebook's social structures for research recruitment. JMed Internet Res 2014;16(10):€243 [FREE Full text]
[doi: 10.2196/jmir.3786] [Medline: 25348050]

O'Connor A, Jackson L, Goldsmith L, Skirton H. Can | get aretweet please? Health research recruitment and the
Twittersphere. JAdv Nurs 2014 Mar;70(3):599-609. [doi: 10.1111/jan.12222] [Medline: 23909740]

Khatri C, Chapman SJ, Glasbey J, Kelly M, Nepogodiev D, Bhangu A, et a. Social media and internet driven study
recruitment: evaluating a new model for promoting collaborator engagement and participation. PLoS One
2015;10(3):e0118899 [FREE Full text] [doi: 10.1371/journal.pone.0118899] [Medline: 25775005]

Garrahan M. Advertising: Facebook and Google build a duopoly. Financial Times 2016 Jun 23.

DaviesBM, McHugh M, Elgheriani A, KoliasAG, Tetreault L, Hutchinson PJA, et al. Thereporting of study and population
characteristics in degenerative cervical myelopathy: A systematic review. PLoS One 2017;12(3):e0172564 [ FREE Full
text] [doi: 10.1371/journal.pone.0172564] [Medline: 28249017]

Treweek S, Pitkethly M, Cook J, Kjeldstrem M, Taskila T, Johansen M, et al. Strategiesto improve recruitment to randomised
controlled trials. Cochrane Database Syst Rev 2010(4):MR000013. [doi: 10.1002/14651858.M R000013.pub5] [Medline:
20393971]

Abbreviations

CPC: cost-per-click
CTR: click-through-rate
DCM: Degenerative Cervical Myelopathy

Edited by G Eysenbach; submitted 28.08.16; peer-reviewed by A Morgan, L Akers, comments to author 26.11.16; revised version
received 29.04.17; accepted 26.05.17; published 05.02.18.

Please cite as:

Davies B, Kotter M

Lessons From Recruitment to an Internet-Based Survey for Degenerative Cervical Myelopathy: Comparison of Free and Fee-Based
Methods

JMIR Res Protoc 2018;7(2):€18

URL: http://www.researchprotocols.org/2018/2/e18/

doi: 10.2196/resprot.6567

PMID: 29402760

©Benjamin Davies, Mark Kotter. Originally published in IMIR Research Protocol s (http://www.researchprotocols.org), 05.02.2018.
This is an open-access article distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in IMIR Research Protocols, is properly cited. The complete bibliographicinformation,
alink to the original publication on http://www.researchprotocols.org, as well as this copyright and license information must be
included.

http://www.researchprotocols.org/2018/2/e18/ JMIR Res Protoc 2018 | vol. 7 | iss. 2 |e18 | p.256

RenderX

(page number not for citation purposes)


http://www.jmir.org/2014/5/e117/
http://dx.doi.org/10.2196/jmir.3229
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24784982&dopt=Abstract
http://dx.doi.org/10.1016/j.acap.2014.05.049
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25169155&dopt=Abstract
http://www.jmir.org/2014/10/e243/
http://dx.doi.org/10.2196/jmir.3786
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25348050&dopt=Abstract
http://dx.doi.org/10.1111/jan.12222
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23909740&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0118899
http://dx.doi.org/10.1371/journal.pone.0118899
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25775005&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0172564
http://dx.plos.org/10.1371/journal.pone.0172564
http://dx.doi.org/10.1371/journal.pone.0172564
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28249017&dopt=Abstract
http://dx.doi.org/10.1002/14651858.MR000013.pub5
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20393971&dopt=Abstract
http://www.researchprotocols.org/2018/2/e18/
http://dx.doi.org/10.2196/resprot.6567
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29402760&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Burton & O'Connell

Original Paper

Telehealth Rehabilitation for Cognitive Impairment: Randomized
Controlled Feasibility Trial

Rachel L Burton®, PhD; Megan E O'Connell*, PhD
Department of Psychology, University of Saskatchewan, Saskatoon, SK, Canada

Corresponding Author:

Megan E O'Connell, PhD
Department of Psychology
University of Saskatchewan

9 Campus Drive

Saskatoon, SK,

Canada

Phone: 1 306 966 2496

Email: megan.oconnell @usask.ca

Abstract

Background: Nonpharmacological interventions are needed to support the function of older adults struggling with subjective
cognitive impairment (SCI), mild cognitive impairment (MCI), and dementia due to Alzheimer disease (AD). Telerehabilitation
aimsto provide rehabilitation at a distance, but cognitive rehabilitation by videoconferencing has not been explored.

Objective:  The objective of this study was to compare goa-oriented cognitive rehabilitation delivered in-person with
videoconferencing to determine whether telehealth cognitive rehabilitation appears feasible.

Methods: Random assignment to in-person or telehealth videoconferencing cognitive rehabilitation with a combined
between-subjects, multiple baseline single-case experimenta design, cognitive rehabilitation was delivered by a therapist to 6
participants with SCI (n=4), MCI (n=1), or dementiadue to AD (n=1).

Results: Two of the 6 participants randomly assigned to the telehealth condition withdrew before beginning the intervention.
For those who participated in the intervention, 6 out of 6 goals measured with the Canadian Occupational Performance Measure
improved for those in the in-person group, and 7 out of 9 goals improved for those in the telehealth group.

Conclusions: Delivery of cognitive rehabilitation by telehealth appeared feasible but required modifications such as greater
reliance on caregivers and clients for manipulating materials.

(JMIR Res Protoc 2018;7(2):e43) doi:10.2196/resprot.9420

KEYWORDS
cognitive rehabilitation; Alzheimer disease; dementia; tel ehealth

urban and rural health care [4]. Interventions to support the
function of older adults with cognitive concerns, including
Background dementia, are needed, and it isessential that these interventions

are accessible to al families. Cognitive rehabilitation is a

Populations are aging worldwide [1]. In Canada, the rural o omiging but understudied nonpharmacol ogical individualized
populationisolder andisdisproportionally aging relativetothe  treqtment that has been shown to help individuals with mild

urban population [2]. Theincidence of dementiaincreaseswith cognitive impairment (MCI), early stage dementia due to
age, and formal dementia services are the least accessible in A | zheimer disease (AD), and vascular dementia set [5] and
rural anq remote communities where the proportion of older 44 personally important functional goals [6-8]. This study
adults is the greatest [2,3]. Long travel distances and jneqigated the feasibility and acceptability of delivering

transportation  difficulties further limit accessibility [3].  ognitive renabilitation to individualswith subjective cognitive
Telemedicine, or telehedlth, is the remote delivery of health impairment (SCI), MCI, and early stage dementia using

care services, where distance is a critical factor, by means of

Introduction

: 4 e > telehealth videoconferencing.

information and communications technology [1]. Expanding

telehealth services has been suggested to reduce disparitiesin
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Telemedicine and Dementia

Research on telemedicine and dementia has primarily focused
on diagnosis (eg, [9,10]), clinical consultation, follow-up
appointments [11], and support for family caregivers [12-14].
In comparison, relatively little work has studied interventions
for individuals diagnosed with dementia, although research in
this area has begun to emerge. For example, Dal Bello-Haas et
al [15] demonstrated that videoconferencing isafeasible method
to deliver an exercise intervention for rural individuals with
dementiadueto AD. These examples of successfully delivering
remoteinterventionsfor individual s with dementia suggest that
remote cognitive rehabilitation could be feasible.

Telerehabilitation

Telerehabilitation is*the set of instruments and protocolsaimed
at providing rehabilitation at adistance” [16]. Telerehabilitation
has been used to provide arange of interventionsto individuals
diagnosed with a number of different disorders. For example,
telerehabilitation has been used to treat stroke [17], spinal cord
injury [18], traumatic brain injury [19,20], multiple sclerosis
[21], and cognitive impairment following intensive care [22].
Diverse use of telehealth includes delivering diagnostic
assessments, caregiver support groups, individual and group
psychotherapy [23], home exercise programs, clinical
consultations, and cognitive rehabilitation using information
and communications technology [16].

Cognitive Rehabilitation for Dementia

Clare and colleagues have devel oped a goal-focused approach
to cognitive rehabilitation for individuals with early stage
dementia due to AD, or mixed AD, and vascular dementia
[7,24]. Inthis approach, cognitive rehabilitation beginswith an
assessment, which is followed by collaborative goa setting
[24]. Typically, functional goals related to everyday memory
problems, practical skills, and activities and concentration are
set, and improved function in these areas has been reported in
multiple studies (eg, [25-31]). Generaly, these collaborative
goasare addressed in weekly 1-hour sessions using empirically
supported techniques such as spaced retrieval, cuing and fading,
errorless learning, and externa memory aids [24]. Briefly,
errorless learning involves training without allowing
trial-and-error guessing; cues and supports are given to
maximize the probability of guessing the correct response
instead [24]. Numerous methods facilitate errorless learning,
which includes cuing, gradual fading of cues, and spaced
retrieval where recollection occursover increasing timeintervals
[24]. Although promising, research evaluating cognitive
rehabilitation for individuals with early stage dementiaiis still
emerging [32].

Remotely-Delivered Cognitive Rehabilitation

The majority of literature on remotely-delivered cognitive
rehabilitation focuses on interventions with individuals who
have a traumatic brain injury (TBI). Early research suggests
that remotely-delivered rehabilitation for individuals who have
sustained TBI is feasible (eg, [33,34]). For example, Tam and
colleagues [35] reported a series of 3 case studies where
individuals with TBI participated in cognitive rehabilitation
using customized software. This software combined
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videoconferencing with screen-sharing, and participants
completed computer-based activities that targeted word
recognition, semantic memory (ie, memory for factual
knowledge), and prospective memory (ie, memory to perform
something in thefuture). In other work, Bergquist and colleagues
[33] opted to use technology to remotely teach participantswho
had had a severe TBI to use a calendar as a compensatory
memory strategy. They adapted Sohlberg and Mateer's [36]
calendar training procedure to an instant messenger format and
also taught participants to use a personal diary [33]. Both
interventions led to increased use of compensatory strategies
and improved mood [33]. Finally, in an approach that is more
similar to the type of cognitive rehabilitation reported here,
Bourgeois and colleagues [37] had participants with chronic
TBI identify three everyday memory problems (ie, forgetting
appointments, forgetting day planner at home, and losing items),
and they provided either an errorless|earning approach, spaced
retrieval, or memory strategy instructions over the telephone.
Individuals in the spaced retrieval group made greater gainsin
their target goals than those given strategy instructions, and
both groups improved their everyday memory functioning.
These studies suggest that traditional, in-person cognitive
rehabilitation strategies can be delivered by videoconferencing,
instant messaging, or telephone.

Remotely-delivered cognitive rehabilitation has also been
demonstrated for persons with dementia. Joltin et al [38] used
the telephone to train spaced retrieval, a memory intervention,
to help 3 women previously diagnosed with dementia recall
target information. The goals addressed using spaced retrieval
were set in collaboration with family caregivers, staff at the
assisted living facility, and the individual diagnosed with
dementia[39]. Two participants set the goal to recall what time
to take their medications, and one participant set the goals to
recall her grandson’s names, her room number, and the year
[39]. Thefirst participant (Mini-Mental State Exam, MM SE=17)
did not always answer the telephone when the researchers called
to provide spaced retrieval training and after 4 sessions, shewas
still unableto recall the timesto take her medication for longer
than 2 min [39]. The second participant (MM SE=17) was able
to pick up a prompt card listing the times she needed to take
her medications acrossa5-min interval at the conclusion of the
intervention. The third participant (MM SE=13) achieved all
three of her goals (grandchildren’s names, room number, and
year) and was able to recall the target information across 3
sessions[39]. Theauthors concluded that it isfeasible to modify
spaced retrieval for remote delivery. To date, no research has
explored videoconferencing for remote delivery of cognitive
rehabilitation.

Objectives

Telerehabilitation is a developing field with the promise of
increasing the accessibility of specialized interventions such as
cognitive rehabilitation. To date, remotely-delivered cognitive
rehabilitation for persons with dementia has not been
systematically studied. Interventions that are included in
cognitive rehabilitation, such as spaced retrieval, have been
applied in atelerehabilitation format, suggesting that this may
be an acceptable and feasible approach to increasing the
accessibility of cognitive rehabilitation for dementiafor persons
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residing in rural and remote areas. The purpose of this study
wasto investigate the acceptability and feasibility of delivering
cognitive rehabilitation to individual s diagnosed with dementia
due to AD using telehealth videoconferencing.

Methods

Experimental Design

This small-scale randomized control trial used a combined
single-case and between-subjects design. Random assignment
to in-person versus videoconferencing conditions occurred by
random number generator. Random assignment to condition
occurred before recruitment (conditions were determined before
the study commenced and hidden in envelopes) and was not
stratified by diagnosis or by rehabilitation goal. Regardless of
randomized condition, all participants received an in-person
initial assessment. At the initid in-person assessment
participants selected at least two goas for cognitive
rehabilitation. The features of a between-subjects design were
combined with the features of a multiple-baseline design.
Multiple baselineswere measured within-subjects, and treatment
modalities were compared across participants. After 3 weeks
of baseline assessment, Goal 1 was targeted and baseline
assessment for Goal 2 continued. After 3 weeks of Goa 1
intervention, Goal 2 wastargeted. In thisway, both thein-person
and telehealth groups were observed repeatedly during the
baseline and treatment phases. The repeated observations over
the baseline and treatment phases meet the criteria for a
multiple-baseline design (across groups) [39]. In single-case
experimental design guidelines, three is the minimum number
of data pointsrequired to establish abaseline, and the minimum
number of data points needed in each phase [40].

Participants

The University of Saskatchewan Behavioural Ethics Review
Board provided ethical approval. Participants were recruited
through community-based organizations and a hospital-based
geriatric assessment program. Initially, the researchers hoped
to recruit participants solely from clinical settings, but low
enrollment led us to expand the recruitment strategy and
inclusion criteria. With the expanded criteria, individuals with
SCI and no diagnosis, MCl, early stage dementia due to AD,
or mixed AD and vascular dementia, were al invited to contact
usif they wereinterested in participating in the study. Diagnosis
was self-reported (ie, participants reported that they had received
a diagnosis of dementia due to AD from their neurologist,
reported no diagnosis), but al self-reported diagnoses were
consistent with theclinical interview, neuropsychological tests,
and questionnaires administered in the assessment for the study.
Prior to enrolling in the study, participants completed a brief
clinical interview where cognitive rehabilitation was reviewed,
informed consent was obtained (from participant and caregiver
wherever appropriate), and aMini-Mental State Exam (MM SE;
[41]) was administered. All individuals were encouraged to
participate with a family member or friend, but this was not
mandatory.
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M easures

Two sets of measureswere used in thisstudy: pre-post measures
and weekly measures. A set of measures was administered
in-person to all participants before and after the intervention.
Second, weekly observational measures and measures of goal
performance and satisfaction were collected using the medium
of in-person versus telehealth as per the random assignment.
Themeasureswere selected to be similar to those used by Clare
and colleagues in their 2010 randomized controal trial [7].

In-Person Initial Assessment and Posttreatment
Measures

All participants completed neuropsychological testing and
self-report measures of mood, anxiety, and quality of life.
Support persons compl eted measures of quality of life (self and
participant), function (participant), and caregiver burden.

Rivermead Behavioral Memory Test |11 (RBMT-I11)

The RBMT-I1I was developed to detect memory impairment
and change in memory impairment over time [42] and detect
problems that may interfere with rehabilitation [43]. The
aternateformsreliability of the subtests of the RBMT-111 range
from r=.58 to r=.68 in a mixed clinica sample [44]. The
RBMT-I1I differentiates between individuals with and without
brain injury [44], and the RBMT-I1I's subtests correlate with
other similar cognitive tests, with observations of everyday
memory failures, and with subjective ratings of memory
performance completed by patients and relatives [44]. There
areno RClsreportedin theliterature; Wilson et a. [44] reported
SEM.

DelisK aplan Executive Function System (D-KEFS), Verbal
Fluency Subtest

The verbal fluency subtest of the D-KEFS includes letter
fluency, category fluency, and category switching [45]. The
letter fluency condition, where individuals are asked to say
words that begin with a particular letter has high (.80-.89)
internal consistency [43]. The category fluency condition, where
individuals are asked to say words from a particular semantic
category (eg, boy’s names) has adequate (.70-.79) test-retest
reliability. The category switching condition, whereindividuals
are asked to alternate between saying words from two different
semantic categories (eg, fruit and furniture) has low (<.59)
test-retest reliability. RCI’s have been reported by Brooks et al.
[46].

Test of Everyday Attention (TEA)

The TEA isameasure of attentional processes, and participants
completed elevator counting and elevator counting with
distraction subtests[47]. Elevator counting measures sustained
attention, and elevator counting with distreaction measures
sel ective attention/working memory [43]. The reliability of the
map search, elevator counting, and elevator counting with
distraction subtests was adequate (r=.75-.86) [43]. The TEA is
atheoretically-based test of attention, and, further evidence of
its convergent and discriminant validity and its psychometric
propertiesin clinical samplesisneeded [43]. To measure change,
there are no RCls reported in the literature.
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Quality of Lifein Alzheimer Disease (QoL-AD)

The QoL-AD scale is a 13-item questionnaire completed by
both theindividual diagnosed with AD and his or her caregiver
to generate self and informant ratings [48]. The QoL-AD has
adequate internal consistency and test-retest reliability, and
thereis evidence for its validity as a measure of quality of life
in persons with AD [48]. A recent review of measures of
health-related quality of life for individuals diagnosed with
dementia [49] reported good evidence for QoL-AD’s internal
consistency, test-retest reliability, content validity, convergent
validity, and responsiveness.

World Health Organization Quality of Life Assessment,
Short Version (WHOQOL-BREF)

Caregivers completed the WHOQOL -BREF, whichisa26-item
guestionnaire covering the physical, psychological, social, and
environmental aspects of quality of life [50]. The measure had
good to excellent reliability and there was preliminary evidence
for the measure' svalidity [50], and more adequate psychometric
properties were found with older adults [51]. Skevington et al.
[50] did not provide an overall internal consistency reliability,
but instead they reported for each subscale: these were averaged
(average reliability .778; ranging from .82 to .68 for the 4
subscales), and SDswere pooled (ranging from 2.6 to 3.2) based
on the sample of 11830 to equal 2.88.

Zarit Burden Inventory (ZBI)

The ZBI is a self-report measure of caregiver burden and the
short form of the ZBI has adequate internal consistency
(Cronbach alpha=.88-.90), and there is robust evidence for its
predictive validity [52,53].

Weekly Measures

Performance and satisfaction ratings on the goals for cognitive
rehabilitation were measured with the Canadian Occupational
Performance Measure 4th Edition (COPM; [54]). The COPM
is a semistructured interview where clients identify problems
related to self-care, productivity, and leisure; they rate the
importance of each of these identified problems and their
satisfaction with each problem from 1 (“not able to do it” or
“not satisfied at all”) to 10 (“able to do it very well” or
“extremely satisfied”) [55]. The COPM was designed to measure
change in performance and satisfaction with performance, it is
responsive to change, and a two-point change has been
established as clinically significant [56]. The COPM has
demonstrated adequate test-retest reliability (.84-.92), and there
is evidence for the measure’s content, criterion, and construct
validity [54].

The number of learning trials related to a specific goal were
observed and recorded. For example, if an individual set the
goal to learn the names of the members of a social group or
improverecall of personal information thiswas addressed using
vanishing cues and spaced retrieval to reduce errors and be
consistent with the principles of errorless learning [24]. The
measure was the proportion of items correctly recalled. Or, if
anindividual set the goal to keep track of the date and the plans
for the day, this was addressed using prompting and fading to
teach the use of a calendar, and the measure was the level of
prompting required.
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I ntervention Phase

Cognitive rehabilitation followed the procedures outlined by
Clare [24] in her manua Neuropsychological Rehabilitation
and People With Dementia. This manua emphasizes
individualized, person-centered goal setting. One participant
set goalsrelated to mood and sleep. Here, cognitive behavioural
strategies were used to treat insomnia [57] and low mood
[58,59]. All of the interviews, assessments, and interventions
were completed by a senior doctoral student in clinical
psychology (RLB) and supervised by a neuropsychologist
(MEO).

Procedure

Assessment

First, al participants participated in an in-person assessment
wherethe pretreatment testing and an interview were conducted.
The assessments were carried out over 1 or 2 sessions, based
on the scheduling availability of the participants.

Baseline Phase

Following the assessment, goals for cognitive rehabilitation
were set collaboratively, and baseline performance and
sati sfaction was measured using the COPM for all goals during
3 basdline sessions (labeled B1, B2, and B3 on the figures
below). Measurement occurred either in-person or through
telehealth, depending on the experimental condition. Following
3 weeks of baseline measurement, each participant’s first goal
was addressed in the subsequent cognitive rehabilitation
sessions. Baseline COPM measurement continued for al goals
that were not the target of the intervention (ie, Goal 2 and Goal
3).

I ntervention Phase

The cognitive rehabilitation intervention followed the guidelines
provided by Clare [24] in her text on cognitive rehabilitation
for people with dementia. Each participant’s first goal(s) were
addressed in cognitive rehabilitation on the fourth week,
following the baseline phase. A new goal, or set of goals, was
introduced every 3 weeks (ie, in CR 4, and in CR 7).

For all participants, the treatment phase was designed to take
place over 8 weeks. This decision was based on the procedure
reported in Clare and colleagues [7]. Participants attended the
Video Therapy AnalysisLab on the University of Saskatchewan
campus once aweek for a 1-hour session. The setting was the
same regardless of in-person versus telehealth condition, but
for the telehealth condition, the therapist was not in the same
room and videoconferencing was used.

Research Journal

RLB kept aresearch journal during this study beginning in the
recruitment phase. Entries were made in the journal after each
assessment, baseline, and intervention session. Journal entries
documented what took place in the sessions, reflections on the
experience of delivering the intervention, and emphasized any
adaptations that were made to make cognitive rehabilitation
more amenabl e to videoconferencing.
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Data Evaluation

Evaluation of the Quantitative Data Provided by
Participants

Thedatafrom the study were eval uated using visual inspection.
In single-case research visual inspection isthe primary method
of data evaluation and, athough statistica methods for
evaluating single case data are increasingly available, they are
not widely used [39]. Visual inspection is based on exploration
of changes in the magnitude of the data and changesin the data
across phases (eg, from the basdline to the intervention phases).
There are two characteristics of single-case data related to
magnitude: changesin means across phasesand changesin level
across phases[39]. A change in meansrefersto achangein the
average of ameasure in one phaseto another. A changein level
refersto a shift, jump, or discontinuity in the data from the end
of one phase to the beginning of another. There are also two
characteristics related to rate of change: changes in trend and
latency. A change in trend is a change in the slope of the data
from one phase to the next. A change in latency refers to the
period of timethat elapses from the time the phase changes (ie,
the onset of the intervention) until thereisachangein the data.

Visual inspection is areliable method of data evaluation when
the results are strong, and changes from one phase to the next
are clear [60]. Therefore, visual inspection encourages
researchers to study interventions that have potent effects that
are readily observable because weak results are generally not
visible under visual inspection [39]. The insensitivity of visual
inspection to weak results is often considered to be a strength
of this approach rather than a limitation. For example, looking
for consistent resultsthat can be easily seen aso minimizesthe
chances of making a Type | error (concluding that the
intervention has an effect when the results are because of
chance; [39]). In this multiple-baseline study, the researchers
were interested in determining whether there was a significant

Table 1. Participant characteristics.
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changein performance from the baseline to intervention phase.
Changesin level and trend were both of interest.

Evaluation of Qualitative Data Provided in the Research
Journal

The journal documenting the experience of adapting cognitive
rehabilitation to telehealth videoconferencing was analyzed
thematically. Journal entries were organized into a descriptive
summary based on the method of qualitative description detailed
in Sandelowski [61,62], and the technique of thematic analysis
was as described by Braun and Clark [63]. Thethematic analysis
took a theoretical approach (as opposed to an inductive
approach) insofar asthe researchers specifically coded responses
related to ways in which the videoconferencing-delivered
intervention needed to be modified. This method of qualitative
description is a low inference qualitative methodology, and it
is intended to generate a comprehensive summary of an event
in everyday terms[61].

Results

Participants

Eight individuals were recruited to participate in this study,
participants were immediately randomly assigned to in-person
versus telehealth, and the initial assessment was completed
in-person. Two discontinued the study following the initial
assessment, and these two happened to be randomly assigned
to the telehealth condition. In one case, the family member
support person reported that she and the participant did not have
timeto participate. In the other case, the family member support
person reported that initial assessment had been distressing for
the participant, and following a family discussion it had been
decided that participating in the study was likely to be more
distressing than helpful. Demographic and descriptive data for
the six individuals who participated are presented in Tables 1
and 2.

Participant Delivery Age Years of Gender Recruitment source Diagnosis Relationshipto  Involvement of support
education support person person

A In-person 72 18 Female Support organization AD? Husband Attended all sessions

B In-person 68 14 Male Support organization MCIP Wife Initial interview and
guestionnaires

C Telehedth 80 16 Female Community sci¢ None available  None

D Telehedth 66 13 Female Community SCI Husband | nitia! i nter_vi ew and
questionnaires

E In-person 77 12 Female Community SCI Husband Questionnaires only

F Telehedth 68 16 Female Community SCI Husband Initial interview and

guestionnaires

8AD: dementia due to Alzheimer disease.
dMCl: mild cognitive impairment.
CSCI: subjective cognitive impairment.
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Table 2. Initial assessment (1st) and postcognitive rehabilitation (2nd) assessment measures for participants and support persons. Initial assessment
(1st) and postintervention (2nd) measures for participants randomly assigned to the in-person cognitive rehabilitation group. Participants were al
encouraged to participate with asupport person, but participants C and E stated that no support person was availabl e to participate, consequently missing
data exist for caregiver reported items for these participants. "dc" indicates caregiver data are missing (discontinued).

M easure? Maximum A B C D E F
SEp/RCIP
In-person In-person Telehedth Telehedth In-person Telehedth
1st 2nd st  2nd st  2nd st 2nd 1st 2nd 1st 2nd
MMSE 30 17 27 29 27 29 26
Memory-RBMT-I111 194° 55 45 101 103 158 151 158 152 152 158 106 144
Memory-RBMT-I111 100th percentile, 0.2 0.2 4 4 92 82 93 82 84 92 5 63
SEp=7.6
Executive Function- 19¢
DKEFS
Letter fluency RCI=2.7¢ 6 2 1 12 8 9 13 16 14 14 15 16
Category fluency RCI=3.1¢ 3 3 9 5 10 14 18 16 18 18 16 17
Switching total correct  Rc)=5.8° 1 1 8 8 14 13 19 18 17 18 15 14
Switching total switch  rcy=5.4¢ 1 1 10 9 15 13 17 14 17 14 15 13

Attention-TEA

Elevator count 7 ranf 6 4 6 7 7 - 7 7 7 7 7 7

Elevator distraction SEp=0.8 dc dc 5 6 dc - 1 1 13 9 5 6
QoL-AD 52, SEp=3.8Y 25 48 34 34 108 109 106 108 28 - 115 118
ADLs-Bristo 60, SEp=4.0" 0 1 35 1 0 0 0 0 0 0 - 0
Anxiety-HADS 21 MCID=14 4 4 8 5 6 O 6 7 10 10 4 2
Depression-HADS 21 McID=1.6 O 3 2 2 11 2 0 9 7 2 0

Caregiver measures

Qudity of lifeWHO- 130 gg-19 103 79 8 91 - - 91 9% - - 126 110

QOL-BREF

Quality of Life:AD 52, SEp=3.8% 490 3% 30 2 - - o - - - 0 0

ADLSs-Bristol 60, SEp=4.0" 18 145 75 25 - - 6 0 - - 0 0
Caregiver Burden-ZBl 36 gg=7.0K B - 3y s1 - - 13 - - - 6 -

8Acronyms: MM SE: Mini-Mental State Exam; RBMT-111: Rivermead Behavioural Memory Test |11; DK EFS: Delis K aplan Executive Function System;
TEA: Test of Everyday Attention; QoL-AD: Quality of Life in Alzheimer Disease; ADLs-Bristol: Bristol Activities of Daily Living Scale; HADS:
Hospital Anxiety and Depression Scale; MCID: Minimum Clinically Important Difference; WHOQOL-BREF: World Health Organization Quality of
Life Assessment, short version; ZBI: Zarit Burden Inventory.

bStandard error of the difference (SED) isthe SD of the expected test-retest difference score if no change has occurred; accounts for standard error in
measurement (SEM) at both time points; SED=square root of 2 times the SEM squared. SEM=SD times square root of 1 —reliability. Reliable change
indices (RCI) incorporate SED and expected improvement in performance due to practice effects or expected changes due to standard error in prediction
and regression to the mean in addition to practice effects, depending on the RCI formula.

CRefers to standard score.
dNo RCIs reported in the literature; [44] reported SEM.
®RCls from [46]; 90th percentile with average practice effect used.

*No RCIs reported in the literature, reliability of elevator counting not reported due to ceiling effect, reliability of elevator counting with distraction
[43] reliability .857; SD 1.42.

Yinternal consistency reliability .82; SD 6.3 [64].
Mest-retest reliability=.95; SD 12.7 [65].
'MCID: Minimum Clinically Important Difference [66] detail changes in HADS scores that were important based on external measures, which is a
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suggested method for determining MCID.
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J'[50] did not provide an overall internal consistency reliability, but instead they reported for each subscale: these were averaged (average reliability
.778; ranging from .82 to .68 for the 4 subscales), and SDs were pooled (ranging from 2.6 to 3.2) based on the sample of 11830 to equal 2.88.

Kinternal consistency reliability .90; SD 15.64 [52].

Goalsand Completion

Participants each collaboratively set between oneand fivegoals
for cognitive rehabilitation. Table 3 lists the specific goals and
the cognitive rehabilitation strategies used to addressthem. The
study was designed to deliver 8 sessions of cognitive
rehabilitation after 3 sessions of the baseline phase. All 3
participants randomly assigned to the in-person intervention
completed 8 sessions. In the telehealth group, one individual
completed 8 sessions, one individua (Ms D) completed 7
sessions, and one individual (Ms F) completed 6 sessions. Ms
D reported that she had decided to go on vacation, and therefore

the researchers decided to cancel the final telehealth
rehabilitation session and complete posttreatment assessment.
MsF only had one goal for cognitive rehabilitation, and shefelt
it had been accomplished after 6 telehealth cognitive
rehabilitation sessions.

Goal Performance

The primary outcome measure was goal performance as
measured by the COPM. Figures 1 to 6 display the COPM scores
across the baseline and intervention phases for each of the 6
participants.

Table 3. Participants' goals and cognitive rehabilitation strategies used to address these goals during the intervention.

Participant  Intervention Goals Coghnitive rehabilitation strategies used to address goals

delivery

A In-person To remember personally significant lifeeventsand These two goals were addressed together using an external aid

accomplishments; To know the namesandrelation-  (memory book), which included photos, newspaper clippings, and

ships of important people (eg, grandchildren, sib-  documents displaying significant people and events. Twenty pages

lings, friends). from the memory book were chosen, and these focused on in 2
sets of 10 using spaced retrieval and cuing and fading.

B In-person To keep track of date, plans, and activities. An externa aid (day timer) was used to address this goal. Use of
the day timer was trained using spaced retrieval and cuing and
fading.

To reduce frustration related to memory and orga- A relaxation exercise and relaxation cues chosen by Mr B were
nizational difficulties, feel more engage in activity used to address this goal.
at hand.

C Telehedlth To recall the names of group members. Face-name association and spaced retrieval was used to address
this goal.

To improve sleep. Sleep hygiene, relaxation strategies (eg, deep breathing), and
cognitive behavioral (eg, developing aternative thoughts for cog-
nitive distortions) was used to address this goal .

To remember what was read in anovel or non-fic-  External aids and Preview Question Read State Test were used to

tion book. address this goal.

D Telehealth To remember plans and what to bring to club External aids (using asingle, large day timer), and habits and

meetings. routines were used to address these goals.

To keep track of the date and plans for the day. External aids (using asingle, large day timer), and habits and
routines were used to address these goals.

To feel more confident driving and navigating. Relaxation strategies (eg, deep breathing), external aids (eg, GPS),
and habits and routines were used to address this goal .

To maintain concentration when multitasking at Goa management training was used to address this goal.

home.

To remember what was read in the newspaper or a Preview Question Read State Test was used to address this goal.

novel.

E In-person To remember what was read in bridge booksand ~ External aids and Preview Question Read State Test were used to

apply it when playing bridge. address this goal.
To know what was done from day-to-day andbe ~ An external aid (daily journal) and routine was used to address
ableto tell friends on the phone. thisgoal.

F Telehealth To keep track of plot and characterswhen reading External aids (eg, notes, sticky tabs, and highlighting) and Preview

anovel.

Question Read State Test were used to address this goal.
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Figure 1. Canadian Occupational Performance Measure (COPM) scores and total item recall scores (two sets of 10) for participant A. The first line
indicates when training for Recall Set 1 was initiated and the second line indicates when training for Recall Set 2 was initiated. CG: caregiver; B:

baseline; CR: cognitive rehabilitation.
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Figure 2. Canadian Occupational Performance Measure (COPM) scores for participant B who attended cognitive rehabilitation sessions in-person. B:

baseline; CR: cognitive rehabilitation.

notes and activities

== (Goal 2: Engagement and

10 r
9 |
~

il _\—-—-

7k
g
S 6 r .
2 S &= (Goal 1: Organizing
E
© 4r
~ s | frustration

2r * “Baselme Training Set 1 Training Set 2

l L

(] L 1 1 1 L 1 1 ]

Bl B2 B3 CRI CR2 CR3 CR4 CR5 CR6 CR7 CRS

I n-Person Intervention (Participants A, B, and E)

Figures 1,2, and 5 display the session-by-session COPM scores
for MsA, Mr B, and Ms E who were all assigned to participate
in cognitive rehabilitation in-person.

Ms A (patient) participated in-person with her husband
(caregiver; CG), and their data are represented in Figure 1. Ms
A's goa was to improve her recollection of personaly
significant life events. A memory book was compiled by Ms A
and her husband, and this book was trained using spaced
retrieval and fading and cuing in two sets of 10 memory book
pages (ie, 2 sets of 10 pages each). Baseline data from all
measures was collected. Set 1 was studied in sessionsCR 1, 2,
and 3 (indicated by thefirst vertical linein Figure 1). Sets 1 and
2 were both studied in sessions 4, 5, 6, 7, and 8. Visud
inspection of Figure 1 suggests Ms A’'s (COPM patient) COPM
scoreswererelatively stable across the cognitive rehabilitation,

http://www.researchprotocols.org/2018/2/e43/
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but her husband’'s scores increased with the number of
intervention sessions. Moreover, Figure 1 demonstrates support
for spaced retrieval: recall of both memory book sets was at
floor during the baseline, and only recall set 1 improved with
the initiation of spaced retrieval (first vertical linein Figure 1)
and the untrained set 2 remained at baseline, only improving
after initiation of training (second vertical linein Figure 1).

Mr B set two goalsfor cognitive rehabilitation. First, he wanted
to keep better track of hisdaily notes and musings, which were
disorganized. Second, he wanted to reduce feelings of frustration
when challenged during atask to feel more engaged in hisdaily
activities (eg, attending club meetings, taking his dog for a
walk). Figure 2 shows a moderately stable baseline for Goal 1
and robustly stable initial baseline for Goal 2 as measured by
the COPM. At the first intervention session (first vertical line
in Figure 2), a consolidated notebook strategy was introduced
totarget Goal 1, and COPM scoresfor both goals show achange
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inlevel and trend. The changein level ismaintained throughout
the remainder of the sessions. Although Goal 2 was not
explicitly targeted until session CR 4 (the second vertical line
in Figure 2) when relaxation techniques and cues were
introduced, Goal 2 scores nevertheless appeared to have
improved with the intervention targeting Goal 1. Introducing
the organizational strategy designed to target Goal 1 had a
greater impact on Goal 2 scores than the relaxation exercises
designed to address Goa 2. If Mr B’s frustration is
conceptualized as being areaction to cognitive lapsesthat were
not mitigated by his previously disorganized memory aide
strategy, this“bleeding” of the organizational intervention from
one goal to another goal is expected.

Burton & O'Connell

Ms E set two goals for cognitive rehabilitation. Following 3
baseline sessions (B1, 2, and 3) the researchers focused on her
goal to improve her recall of bridge (a card game) strategies,
which she enjoyed studying. This was addressed using the
Preview Question Read State Test [67] strategy, a hierarchical
strategy for organizing texts, which was trained using spaced
retrieval. Ms E also began to use an external aid (note taking)
when reading her bridge books. Visua inspection of Figure 3
shows some variability in the baseline, but consistent and
sustained improvement one session after initiation of the
intervention aimed at this goal (first vertical line in Figure 3).
The baseline sessionsfor goa 2, keeping track of daily activities,
also show variability, but COPM scores clearly increase after
this goal was the focus of cognitive rehabilitation (second
vertical linein Figure 3).

Figure 3. Canadian Occupational Performance Measure (COPM) scores for participant E who attended cognitive rehabilitation sessions through

in-person. B: baseline; CR: cognitive rehabilitation.
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Telehealth I ntervention (Participants C, D, and F)

Figures 4 to 6 display the session-by-session COPM scores for
Ms A, Mr B, and Ms F, who were al randomly assigned to
participate in cognitive rehabilitation through telehealth
videoconferencing.

Following 3 baseline assessment sessions Ms C's cognitive
rehabilitation sessions (CR1, 2, and 3; first vertical linein Figure
4) focused first on strategies for learning and remembering
names using cuing and fading of face-name associations and
spaced retrieval. Next the researchers targeted her sleep (CR 4,
5, and 6; second vertical line in Figure 4) using strategies from
cognitive behavioral therapy for insomnia (CBTi), and finaly
her ability to recall what she read (CR 7, 8; third vertical line
in Figure 4) using external aids and the Preview Question Read
State Test [67] strategy. Visual inspection of Figure 3 suggests
name recall and reading improved, with sleep showing
variability through its baseline sessions (B1-3, CR 1-3) and
training sessions. Reading performance improved starting at
CR 3 suggesting treatment carry over from training naming
strategies, which makes sense considering that the strategies
for learning and remembering names (ie, face-name
associations) require one to slow down, to focus on the
information that is being presented, and to work to encodeitin
amorerich, elaborative manner.

Ms D reported subjective cognitive impairment and set five
goals, which were addressed in three training sets (see Table
3). Cognitive rehabilitation was ended after 7 sessions because
of asummer vacation for Ms D. Goal set 1 focused on keeping
track of day-to-day events, and what to bring to club meetings
was addressed using external aids. Ms D was using a number
of different systems (cellphone, notebook, day timer), which
were consolidated. Visual inspection of Figure 5 suggests that
despite some variation in the baseline sessions (B1, 2, and 3),
performance on Goal 1 improved by 3 points on the COPM
from the highest baseline rating to the highest intervention
rating. Thisincrease begins following thefirst vertical line and
is maintained over the course of the remaining sessions.
Similarly, performance on Goal set 2, which was concentration
and driving, improved when cognitive rehabilitation targeted

Burton & O'Connell

thisgoa startingin CR 4 (second vertical line). Goal 3, reading,
was targeted only in CR 7 using the Preview Question Read
State Test [67] strategy, but performance improved starting in
CR 1 and 2, which suggests that the specific training provided
during cognitive rehabilitation in CR 7 did not cause the
improvements shown in the Figure 5. Rather, the strategies
started in CR 1 (external aids) appeared to have supported her
goal to recall what she had read. These data suggest that Ms D
tended to multitask, and moved quickly from one partialy
finished task to the next. Using external aids may have reduced
the load on her working memory, which would alow her to
devote more of her cognitive resources to reading when she
picked up abook or newspaper.

Ms F only had one goa for cognitive rehabilitation: she
described herself as an avid reader and reported struggling to
recall the plot of anovel whilereading. Her goal wasto be able
to keep track of significant characters and their relationships
when reading, which was addressed using the Preview Question
Read State Test [67] strategy taught through spaced retrieval.
Thiswas a so combined with external aidsincluding using sticky
notesin her booksto mark important passages and writing down
notes about major characters which she could refer back to.
Keeping track of appointments was rated weekly using the
COPM asacomparison goal, and served asthe second baseline
but was never trained. Visua inspection of Figure 6 suggests
little variability in this comparison measure, which was,
unfortunately likely at ceiling even during the baseline and was
therefore never trained. Regarding Ms F's goal, the baseline
phase is stable and substantial improvement in performance is
present beginning with cognitive rehabilitationin CR 1 (vertical
linein Figure 6).

Secondary Outcomes

The pretreatment and posttreatment scores for the secondary
outcome measures are presented in Table 2. To facilitate
comparisonsreliable changeindices (RCI) were provided where
they were available in the literature. When RCI were not
available, standard error of the difference (SEp) or minimum
clinically important differences (MCID) were provided in Table
2.

Figure 5. Canadian Occupational Performance Measure (COPM) scores for participant D who attended cognitive rehabilitation sessions through

telehealth videoconferencing. B: baseline; CR: cognitive rehabilitation.
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There were few changes in the secondary measures that
exceeded these estimates of change, and only changes greater
than the SEp,, RCI, or MCID are reported bel ow.

I n-Person Intervention (Participants A, B, and E)

Ms A was the only individual with a dementia due to AD
diagnosis who participated in the study, and her scores on the
memory measure (RBMT-I11) and executive function measure
(DKEFS letter fluency) declined in the 12 weeks between the
initial assessment and posttreatment assessment. This may
reflect disease progress or failure to benefit from practice (the
DKEFS RCI includes practice effects). She demonstrated an
increase (from 0O to 3) on the Hospital Anxiety and Depression
Scale (HADS) depression subscale that was greater than the
MCID, but her score remained well below cut-off for clinical
depression. Although she reported improved quality of life, her
husband reported decreased quality of life over the 12 weeks.
The second in-person participant, Mr B had decreased category
fluency as measured by the DKEFS, and decreased anxiety as
measured by the HADS. Hiswife reported improved quality of
life for herself, decreased qudlity of life for Mr B, improved
function for Mr B, and increased caregiver burden. Finally, Ms
E had decreased divided attention as measured by elevator
counting with distraction, and decreased depression as measured
by the HADS. A support person did not accompany her.

Telehealth Intervention (Participants C, D, and F)

Ms C demonstrated improved category fluency and decreased
anxiety as measured by the HADS. The second telehealth
participant, Ms D, demonstrated improved letter fluency as
measured by the DK EFS and decreased depression as measured
by the HADS. Her husband reported improved quality of life
for himself and improved function for MsD. Finaly, MsF had
improved memory as measured by the RBM T-111 and decreased

Burton & O'Connell

anxiety and depression as measured by the HADS. Her husband
reported decreased quality of life for himself and improved
function for MsF.

Findings From the Research Journal

The research journal was used to reflect on the process of
conducting this study, to document any challenges and successes
that may not have been fully captured by the quantitative
measures, and to document modifications that were made to
deliver theintervention to theindividualsin the telehealth group.
The codes that were generated were organized into two major
themes: “relationship and therapeutic aliance” and “method
and technique.” Text pertaining to how the researcher (RLB)
felt working with the participant, commentsthe participant made
regarding comfort, or how they felt in the session were coded
in the “relationship and therapeutic alliance category.”
“Engagement” (interest in the intervention and attendance),
“connection and enjoyment” (partnership with participantsand
fun during the sessions), and “responsibility” (researcher’s sense
of persona accountability) were coded as subthemes. Text
pertaining to study design, measurement, or comparisons
between in-person and telehealth treatment were coded in the
method and technique theme. “Adjustment to telehealth” and
“challenges of measurement” were the themes within “method
and technique.” The findings of the thematic anaysis are
summarized in Table 4, and characteristic examples of text from
the journal are presented in the table.

Theresearch journal reflectstheimportance of building rapport
and an aliance to carry out the cognitive rehabilitation. Initial
codes were organized into the minor themes of “engagement,”
“enjoyment and connection,” and “responsibility.” It is notable
that these themeswere similar irrespective of treatment modality
(in-person vs telehealth).

Figure 6. Canadian Occupational Performance Measure (COPM) scores for participant F who attended cognitive rehabilitation sessions through
telehealth. Here, only one goal was set to improve recollection when reading. Keeping track of appointmentswas rated weekly as a comparison measure

to provide a second baseline. B: baseline; CR: cognitive rehabilitation.
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Table 4. Themes from the research journal. Quotesillustrating characteristic examples are observations and reflections made by the researcher (RLB)
throughout the study.

Major & minor themes

Characteristic examples

Relationship and therapeutic alliance

Engagement

Connection and enjoyment

Responsibility

Method and technique

Adjustment to telehealth;
different but not worse

Greater reliance on verbal
description

Challenge of measurement

Mr B’s wife explained that she preferred not to attend sessions with her husband because she felt so busy with
other commitments. It will be important to have at least one session with her where | show her how we have been
using the book.

Mr and Mrs D are both highly engaged. Megan and | discussed the self-selection that is taking placein my recruit-
ment process.

Ms E called me this morning to ask if it would be alright if her husband did not attend. When she arrived she ex-
plained the he “ doesn't really believe in mental things” and didn’t think she needed to participate in the study.

| really enjoyed working with her and found her bright, perceptive, and easily engaged.

He seemsto enjoy attending our sessions. Specifically, we laugh and joke a little. He always attends. | am enjoying
working with him...somethings are a bit challenging/ frustrating. Hetalksa lot and it can be challenging to interrupt
and redirect him to the task at hand.

Sheisfriendly and easy going, and it's highly enjoyable to work with her.
Ms E commented that participating has been “ very interesting and |’ ve enjoyed coming”’

Thisisa deeply personally challenging research project. It isso much more difficult than using archival data because
of the personal connection and responsibility | feel towards the research participants.

| have to manage the expectations and the hopes of the participants.

She noted that she was disappointed to be assigned to the tel eheal th videoconferencing condition but would partic-
ipate.

The volume was too loud and it hurt Ms C's ears. She easily turned down the volume using the remote control.
| could hear a delay between when | spoke and when my voice played in the testing room which was distracting.
Ms C said it was fine to see and talk to me through videoconferencing. In fact, it was better than expected.

Ms D said it [telehealth] wasjust fine. Mr D commented that he preferred when we talked face to face and | was
in the same room as them. That being said, he agreed with his wife that it was perfectly feasible to work with me
through videoconferencing and the goal-setting session had gone well.

Thereis a bit of overlap in us speaking. Conversing is not quite as natural. Ms F compared it to talking on a cell
phone, and not being sure when it was her turn to talk.

I noticed that it was moredifficult to seeif her chest and abdomen wererising and falling aswe practiced diaphrag-
matic breathing. To compensate, | asked her to describe any spots where she was struggling verbally.

| could not see what was written, so she read what was written to me.

It has been very challenging to balance meeting their goal of developing Ms A’s ability to discuss important auto-
biographical events with the need to have measureable outcomes.

..it startsto feel “ like a test and that’s never fun”

I have observed marked “ spillage” from the intervention items to the baseline items. Ms A now recalls pieces of
information about the photos that she could not previously tell me. It will be very difficult to describe whether im-
provementsin Ms A's descriptions of the pages of her memory book are due to spaced retrieval and prompting
and fading, or whether they are due to reminiscence and increased familiarity with the pages in the book.

| amnoticing that it is very challenging to address goals purely and there is contamination between goals.

The theme of “method and technique” is comprised of journal
entries that comment on the adaptation of cognitive
rehabilitation to telehealth videoconferencing. Participants
adjusted easily and quickly to working through telehealth
videoconferencing. Journal entries were organized into the
subtheme of “different but not worse.” Participants commented
that although they might have preferred to meet in-person, the
telehealth sessions ran smoothly. As aclinician, the researcher
(RLB) noted challenges because of not being ableto physically
interact with materials. For example, the researcher was unable
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to pick up a day timer and read through what the participant
had written. Therefore, the researcher had to cue participants
to read out written notes or from worksheets. Initial codes in
the research journal were organized into the minor theme
“greater reliance on verbal description.” Lastly, journal entries
comment on working to adjust and modify goals and sessions
to make the intervention measureable and adhere to the multiple
baseline design. Initial codeswere organized into the subtheme
“measurement challenges.”
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Discussion

Principal Findings

The results of this study cautiously suggest cognitive
rehabilitation can be adapted to telehealth videoconferencing
for older adults with subjective and objective memory
impairment. The study also adds to the growing body of
literature that suggests goal-oriented cognitive rehabilitation
delivered in-person is a promising nonpharmacological
intervention for older adults with SCI, MCI, and early stage
dementiadueto AD. For participants who completed theinitial
assessment and baseline sessions, participation was excellent
with al in the in-person group completing 8 out of 8 sessions.
Although two in the telehealth group completed fewer than 8
sessions, one terminated because of the goal having been
attained and the other terminated because of scheduling conflict
with vacation. Both groups demonstrated high completion rates,
however the lower rate of session completion for the telehealth
group may suggest that telehealth-delivered treatment is less
acceptable to participants or something about this modality of
treatment (such as the virtual nature of the interpersonal
connection, or added challenge of describing stepsand materials
verbally rather than physically interacting or handing something
in to be read) delivery made completion of the sessions less
motivating. Despite this cavest, the high completion rates over
12 weeks (3 baseline and 8 intervention sessions) suggest
participating through either delivery modality was acceptable
to participants. The themes from the research journa aso
support this conclusion; although some participants assigned
to telehealth were initialy apprehensive or even disappointed
to be assigned to the tel eheal th condition, as sessions progressed
the theme “different but not worse” as a description of
videoconferencing-delivered sessions emerged from the research
journal entries. These qualitative data revealing apprehension
about telehealth could have interacted with the decision to
withdraw made by the 2 participants initially assigned to
telehealth, but who withdrew after the initial assessment and
before the intervention. In order of theme of “different but not
worse” to be created, an individual needed to first interact
through telefhealth to discover that expectancies regarding
apprehension of technology were unfounded.

Importantly, the results suggest participants’ goal performance
improved across both treatment delivery modalities. Of the 15
goals set in this study, performance on only two goals (sleep
set by Participant C, and concentration set by Participant D) did
not improve by 2 or more points on the COPM. Participants C
and D were both assigned to the tel ehealth group, so thisraises
the possibility that telehealth may reduce the efficacy of
cognitive rehabilitation for older adults with SCI. It may also
be the case that these goals are less amenable to cognitive
rehabilitation. Improved sleep, in particular, isnot atypical goal
for cognitive rehabilitation, however, improving sleep and
managing daytime sleepiness were both reported as goals set
in Clare and colleagues’ [26] study (goa attainment was not
reported goal by goal). In the sleep intervention literature more
generally, CBTi isan effective treatment, demonstrates efficacy
that is similar to pharmacological interventions with better
long-term outcomes, and has been recommended as a standard
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treatment for insomnia[68]. Importantly, afull course of CBTi,
which is typically between 6 and 8 sessions was not delivered
here (Ms C participated in 5 sessions that focused on her goal
to improve her sleep). Overal, the results of this study suggest
that it isworthwhile to pursue adapting cognitive rehabilitation
to telehealth videoconferencing. Thisis consistent with previous
research that has explored remotely-delivered cognitive
rehabilitation (ie, [37]) as well as remotely-delivered
psychotherapy (ie, [14,23]).

Theimportance of establishing a strong therapeutic relationship
wasamajor themethat emerged from theresearch journal. This
aspect of cognitive rehabilitation has perhaps not been
emphasized enough in the literature, and clinicians who are
providing theintervention (whether or not they have been trained
as psychotherapists) may benefit from attending to the research
on the common factors of psychotherapy (see[69] for a recent
summary of the common factors literature based on
meta-analyses). This is not to suggest that the therapeutic
relationship has been ignored in the cognitive rehabilitation
literature, but to highlight the importance of not emphasizing
technique (ie, errorless learning and spaced retrieval) at the
expense of developing an alliance. Oneimaginesthat tel ehealth
videoconferencing could impact developing an alliance,
however, this was not noted in the research journa and
psychotherapy noninferiority trials (ie, [23]), and other
videoconferenced work [ 14] detail how the therapeutic relation
can be established and maintained remotely. Future researchers
might consider adding a formal measure of aliance to their
protocols.

Limitations

In carrying out this study, the researchers learned a number of
things that may be helpful for future researchers. First, the
researchers were surprised by how challenging it wasto recruit
research participants with MCl or early-stage AD. Those
recruited and retained in the study were highly motivated and
engaged, which is a self-selection bias. This recruitment
challenge and the way in which participants were randomly
assigned to thein-person or tel eheal th videoconferencing limits
the conclusion the researchers can draw about delivering
cognitive rehabilitation through videoconferencing toindividuals
with MCI or dementiadue to AD (the 3 telehealth participants
were individuals with subjective memory impairment). The
researchers were also surprised to find that the mgjority of the
participantsin this study opted to participate without a support
person. Thiswas either because no support person was available
(Ms C), because a support person was not interested in
participating (Mr B and Ms E), or because it was decided that
the support person was not needed (Ms D and MsF). Only Ms
A’'s husband accompanied her to every session. This is
noteworthy because Ms A was the only participant with a
diagnosis of dementia due to AD. Previous research (ie, [8])
has recommended that a support person always be included in
the intervention. The results of this study suggest that for
individuals with SCI a support person is not necessary, but for
individual s with dementia due to AD or MClI, the researchers
continue to recommend a support person.
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Theresearchers also cameto reconsider the experimental design.
The multiple baseline design was chosen to be able to infer that
any improvements in COPM scores were due to cognitive
rehabilitation interventions rather than common therapeutic
factors such as establishing a positive relationship with the
researcher delivering the treatment. Asthe study progressed, it
became apparent that skills being taught for one goal carried
over to other goas, and in some cases (Participant D in
particular), participants spoke explicitly about generalizing
strategies from a goal that was being trained to agoal that was
not being trained. Of course, thisisexcellent for that individual,
but it does limit the usefulness of within-person multiple
baselines for cognitive rehabilitation. Therefore, this type of
experimental designisnot recommended, at least not for similar
goals. Furthermore, in this study the researchers chose to rely
on visua inspection to examine these data. This has the
advantage of highlighting strong effects, which are more likely
to be functionally relevant. The limitation of this approach is
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that subtle trends such as serial dependency are not readily
observable using visual inspection, visual inspection is
unreliable when effects are not large, and for these reasons,
statistical methods of analyzing single-case data have been
increasingly studied and used [60].

Conclusions

The findings presented in this study support developing
goal-oriented cognitive rehabilitation delivered both in-person
and expanding the accessihility of thisintervention by adapting
it to videoconferencing. Further research is needed to replicate
the results presented here. Additionally, this data does not fully
explore the adaptation of cognitive rehabilitation to
videoconferencing for individuals with cognitive impairments
consistent with MCI or dementia due to AD. Given the
increasing prevalence of cognitive impairment in late life in
both urban and rural areas, interventions aimed at supporting
the personally relevant functional goals of theseindividualsare

clearly needed.
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Abstract

Background: Childhood sexual abuse (CSA) remains a critical public health issue among black and Latino men who have sex
with men (MSM), as it is associated with multiple negative outcomes including substance misuse, poor mental health,
revictimization, and high-risk sexual behavior. Most CSA research with MSM relies on quantitative assessment that often precludes
consideration of cultural variations in how formative sexual experiences are understood and is based on inconsistent or overly
restrictive definitions of abuse, and therefore may fail to detect certain abusive experiences (eg, those involving femal e perpetrators),
which can have harmful health consegquences if they remain unrecognized.

Objective: The objective of this study is to overcome existing limitations in the literature by drawing on perspectives of black
and Latino M SM and men who have sex with men and women (MSMW), aswell asrelevant service providersto better understand
the role of, and the need to include, sexual abuse histories (eg, CSA) in treatment and counseling settings, with the long-term
goal of improving assessment and health outcomes.

Methods: We will conduct mixed-methods interviews, framed by an intersectionality approach, with 80 black and Latino men
(40 MSM and 40 MSMW) in New York City (NYC), exploring appraisals of their formative sexual experiences, including those
described as consensual but meeting criteria for CSA. We will also interview 30 local service providers representing substance
abuse treatment, mental health care, and HIV prevention and outreach.

Results: The study was launched in May 2017.

Conclusions: Thisformative research will inform testable approaches to assessing and incorporating sexual abuse history into
substance abuse treatment and other health and mental health services used by men with such histories.

(JMIR Res Protoc 2018;7(2):e62) doi:10.2196/resprot.9071

KEYWORDS
protocol; childhood sexual abuse; MSM

to findings from a meta-analysis [2]. Yet, society has scarcely

Introduction recognized sexual abuse among boys outside of institutional
Background settings [3-5]. MSM with CSA history are more likely to be

black or Latino [6-10], or lesslikely to bewhite[11]. Although

Childnood sexual abuse (CSA) is nearly five times grealer  en \who engage in same-sex encounters and have a history of
among men who have sex with men (MSM) than inthe generdl ©ga tend to be behaviorally bisexual or less likely to identify
male population [1], with prevalence as high as 27% according
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asgay [9-11], itisunclear whether and how the formative sexual
experiences of men who have sex with men and women
(MSMW) differ from those of MSM only. CSA is associated
with adverse consequences among M SM and MSMW including
substance use[2,8,9,12-14], poor mental health[8,9,11,13-19],
high-risk sexual behavior [11,13,14,19-23], and revictimization
[11,15,24]. Yet, investigating these historiesis often confounded
by underreporting [22,25-27] and varied definitions of abuse
[2,27-31]. Moreover, large scae quantitative studies that
confront participantswith questions about unwanted or coercive
sexual encounters during childhood are not likely to account
for experiences perceived as consensual or normative that would
otherwise meet criteriafor abuse—that is, unrecognized by the
victim [27,32-34]. Recognizing men's own appraisals and
interpretations of their childhood sexual experiences (hereafter
referred to as CSE) may lead to a better understanding and
assessment of abuse and its consequences [12,32,35-37].

Appraisals of CSE (eg, desired, unwanted, coercive, abusive)
areinfluenced by social environmental factorsincluding gender
and culture. Men may be less likely than women to define
certain CSE as abusive because their socialization into masculine
gender roles leads them to fear that they will be perceived as
homosexual or as victims [25,38,39]. Black and Latino MSM
and MSMW may be under additional pressureto deny unwanted
CSE as abusive or to appraise abusive experiences as
consensual, including those with female perpetrators, as black
and Latino cultures stress the most traditional forms of
masculinity [29,32,40,41]. Indeed, these cultura forces may
also pressure black and Latino men to conceal same-sex
behavior [29,42-45] and to not identify themselves as gay or
homosexual [29,46-48]. For these men, CSE with an older male
and/or same-sex behavior may be sources of shame and social
isolation [44,46,47,49-51]. Furthermore, research suggests that
men with histories of sexual abuse are less comfortable with
their same-sex attraction than men without such histories [13],
and several studies have found that some black and Latino men
who were sexually abused as children experience sexual identity
confusion [41,52] or establish a link between their abusive
experiences and current same-sex desire [32,50,52].

This study recognizes female perpetrators in the early sexua
experiences of MSM and MSMW. To our knowledge, this is
the first study to investigate formative sexual experiences of
black and Latino MSM/W involving older female partners
relative to their sexual identity development, adult sexual
relationships, masculine and cultural norms, and psychosocial
health outcomes. The majority of CSA research with men,
specifically gay and bisexual men, would suggest that
perpetrators are typically male. Female perpetrators are rarely
accounted for in either research designs or analyses. Indeed,
several studies have failed to report the gender or sex of
perpetrators[8,12,17,21,29,33,53]. Others have omitted female
perpetrators from their analysis and discussion [11,20,22,23].
In most of these studies, participants were asked to report
incidents they perceived as abusive. If some men normalize
early sexual experiences with older female partners, including
those where conditions were coercive or there was an obvious
age difference between the child/adolescent and partner, they
arelesslikely to appraise—Iet alone report—such experiences
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as abusive [27]. Thus these studies will fail to detect situations
of abuse that may have affected men's sexua identity
development, mental health, substance abuse, and adult sexual
relationships.

However, there are afew exceptions[9,32,35]. In arecent study
of MSM with a history of CSA, 42% reported at least one
incident of abuse by an older female [9]. Another study found
that 20 cases (out of 43) involved a female perpetrator, out of
which only 4 men initially defined their experiences as abusive
[35]. By recruiting and interviewing adult men who experienced
their first sexual encounter(s) as a child or adolescent (with an
older male, female, or both), the proposed study will overcome
thislimitation of prior research by increasing knowledge about
female perpetrators, particularly, the way men consider these
experiences as being influential to their sexual development,
psychologica and emotional functioning, and current risk-taking
behaviors. Moreover, it responds to recent calls for research
with black and Latino MSM/W to explore differences in
appraisal and meanings of sexual abuse by perpetrator gender
[29,52].

There is a need for qualitative research on CSE of black and
Latino MSM/W. An in-depth qualitative exploration can yield
a better understanding of the meanings that individuals assign
to CSE [32,33] and the impact they believe those experiences
have on their lives, particularly later substance use, mental
health, and sexual behavior. As discussed above, much of the
research on sexual abuse among MSM has been quantitative.
Moreover, although several of these studies included sizable
samples of black and Latino men [9,20,21,29,35,54], most
included small percentages of MSMW.

Few studies have explored CSE with MSMW beyond
guantitative assessment [10,32,37,50,52,55]. Thefindingsfrom
these qualitative studies are promising, suggesting that men
perceive connections between abuse and their current same-sex
behavior [32,37,50,52], including high-risk exploration of their
sexuality [37], that abusive experiences may result in negative
mental health consequences and coping strategies [10,32,50],
and that being coerced into same-sex encounters by older men
led to intense internal debate about their sexual identity and
coming to terms with the combined pain and pleasure they
derived from these experiences[55]. Neverthel ess, these studies
are limited; they had small sample sizes (Ns=13-33), some of
which focused exclusively on black men, the origina study
aims were broader than childhood sexua experiences, and/or
only afew included in-depth interviews. Therefore, itiscritical
to further explore through in-depth interviews how black and
Latino MSM and MSMW perceive connections between their
formative sexual experiences, cultural attitudes and masculinity
norms, same-sex and opposite-sex attractions, and adult health
and risk behavior. This study will also be critical in addressing
shame, internalized homophobia, and fear of provider
insensitivity, all of which may impact the disclosure of CSE
(and potentia detection of CSA by competent providers) and
same-sex behavior and can reduce men’s willingness to seek
substance abuse treatment and other health services [56-59].
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Service Provider Per spectives

Service providers, including substance use counselorsand HIV
outreach workers, may not be adequately prepared to recognize
or safely address CSA with male clients. Male survivors of
CSA, often overlooked as health care consumers, have unique
clinical and psychological needs that warrant critical scientific
inquiry [60]. Knowing that CSA history among gay and bisexual
men is associated with negative outcomes (eg, revictimization,
substance use, mental health, high-risk sexual behavior),
researchers have called for interventions to incorporate CSA
history into hedth services used by these men
[2,29,37,50,56,61]. Recent evidence suggests that doing so can
achieve reductions in psychological symptoms and sexual risk
taking [62]. Yet, thereisreason to believe that black and Latino
MSM/W may be reluctant to access health services and
substance abuse treatment due to fears of being stigmatized,
potential exposure of their same-sex behavior, general provider
mistrust, and perceptionsthat providerslack training in sexuality
[56,63,57,64]. Furthermore, service providers may not be
equipped to recognize the need for safe trauma-informed care,
particularly asit relates to sexual abuse [65-70]. Currently, the
inclusion of CSA intreatment and health-related service settings
is nonexistent or hindered by assessments that use language
assuming an experience is appraised as abusive, inadequate
provider training, or lack of provider preparedness [65-70] that
potentially places clients at risk of retraumatization. Thus, we
need to understand attitudes and expectations of the providers
and their potentia clients regarding the inclusion of sexual
histories in treatment and other health care settings, and how
this should be done. We also need to account for the perceived
level of preparednessamong providersto addressissues of abuse
and sexuality among racial and ethnic minority men.

Study Objective and Aims

To our knowledge, very few studies focus specifically on
understanding formative sexual histories, particularly those
experiences occurring before the age of 16 years (ie, CSE), of
black and Latino MSM and MSMW. We are conducting
mixed-methods interviews with 80 black and Latino men (40
MSM and 40 MSMW) in New York City (NYC), exploring
appraisalsof their formative sexual experiences, including those
described as consensual but meeting criteria for abuse
(Multimedia Appendix 1). We are aso interviewing 30 local
service providers representing substance abuse treatment, mental
health care, and HIV/sexually transmitted infection (STI)
prevention and outreach.

To address the need for better recognition of CSA at multiple
levels, we will do the following: (1) investigate appraisals of
CSE among black and Latino MSM and MSMW and evaluate
these experiences using established criteriafor defining sexual
abuse; (2) examine appraisals of CSE relative to sexual identity
formation, adult sexual rel ationships and behaviors, conceal ment
of same-sex behavior, alcohol and drug use, psychologica and
emotional functioning, and cultural ideologies of masculinity
among black and Latino MSM and MSMW; and (3) examine
perspectives of black and Latino MSM and M SMW and relevant
service providers to understand the role of, and the need to
include, sexual history intreatment and counseling settings and
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to determine service providers' preparedness to address CSE
in treatment and counseling settings.

Methods

I nter sectionality Framewor k

This study employs an intersectionality framework to examine
appraisal and interpretation of CSE. Multiple social identities
(eg, race, ethnicity, gender, sexual orientation) “intersect at the
micro level of individual experience to reflect interlocking
systemsof privilege and oppression at the macro level” [71-73].
This framework holds that no one social identity is more
important than others, and is ideally suited to qualitative or
mixed-methods research as it is not intended to predict
behaviors, health, or mental processes. It was included as a
conceptual perspective for advancing leshian, gay, bisexual,
and transgender (LGBT) research in the Institute of Medicine
Committee on LGBT Health report [74].

Through an intersectionality lens, and relying on an indirect
approach to assessing CSE, this study will use mixed methods
to consider how current appraisals of first sexual experiences
are shaped by intersecting social identities (Multimedia
Appendix 2). These include gender and perceptions of
masculinity, black or Hispanic racial or ethnic identification,
level of cultural estrangement, and sexual orientation. Measuring
cultural estrangement and masculinity normswill hel p to specify
racial and ethnic identity factors that may have particular
salience for men's appraisals of their CSE. Examining these
factors using mixed methods permits datatriangul ation, enabling
us to assess their reliability and validity. We further
conceptualize that one's appraisal of a childhood sexual
encounter (or multiple encounters), together with these social
identities, influences adult sexua relationships (including
disclosure or concealment of same-sex behaviors), current and
past use of alcohol or drugs, current psychological distressand
emotional functioning, and whether or not an individual
perceives aneed for (or has attempted to access) substance use,
mental health, or other health services. As has been suggested
[75], attention will be paid to within- and between-group
differences and similarities.

Study Overview

This cross-sectional study will include in-person interviews
with 80 black and Latino men (40 MSM and 40 MSMW) with
ahistory of CSE, and interviewswith 30 service providers about
their preparedness to address issues of abuse with clients.

I nterviews With Black and Latino MSM and MSMW in
New York City (NYC)

Inclusion Criteria

Participants of any HIV status must: (a) be biologically male
and identify himself as male; (b) be 18-50 years of age; (c) be
black non-Hispanic or Hispanic/Latino; (d) have had sex with
aman withinthe past 12 months; (€) have had at least one sexual
experience before age 16 with aman or woman who was at | east
18 years of age at the time; (f) be fluent in English; and (g) live
inthe NYC area.
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Sampling Quotas

The study team will recruit a minimum of 30 men (38%) with
a history of CSE with older female partners. This quota falls
between estimates from our work with black MSMW (24%
CSA by a female partner) [32] and those reported in 2 prior
studies (CSA range 42%-47%) [9,35]. Furthermore, we will
recruit 40 participants (20 black, 20 Latino) who have had sex
with awoman (ie, MSMW) within the past 12 months. Finally,
we will oversample by 5 to allow for incomplete interviews
and/or unusable data.

Recruitment Strategy

We employ multiple recruitment methods (ie, internet
advertising, community-based organizations) based on our
experiencein working with stigmatized popul ations [49,76-78].
Recruitment materials indicate that we are conducting a study
on the sexua history of black and Latino men and their
relationships with men and women, and that participants are
compensated. Interested men are directed to the study website
for more information and to be screened for eligibility. The
research team has successfully used these methods in past
research with MSM and MSMW [49,76,79-81].

I nternet Advertising

Theresearch team is utilizing social (eg, Facebook) and sexual
networking websites to recruit participants who may or may
not openly identify as having sex with men. Advertisements
target users in our study population. Facebook has been used
torecruit MSM [80,82] and young adultswith ahistory of child
maltreatment [83] for internet surveys. The research team
purchased an email blast targeting local users of a sexual
networking website for black and Hispanic MSM. We aso
intend to advertise through mental health services websites that
provide support to men with a history of unwanted or abusive
sexual experiencesin childhood.

Community-Based Organizations

We are using relationships with local organizationsto generate
participant referrals [49] by posting or distributing recruitment
materials and providing in-service presentations to staff
members and clients. These organizations provide diverse
services such as substance abuse, counseling and treatment,
mental health services, medical care, and HIV/STI testing.

Screening Procedures

We screen for eligibility viaabrief internet and mobile survey
(Table 1). The study team has conducted numerousinternet and
mobile surveys in past research with MSM [79,80,84,85] and
substance-using populations[86,87]. Eligible meninterested in
participating are asked to provide contact information (ie, email,
phone) so that study staff can schedule an in-person interview.

Interview Meeting

After providing informed consent, participants compl ete ashort
interviewer-administered questionnaire to verify information
collected during screening (ie, history of CSE,
sociodemographics). Participants also complete a short series
of survey measures to assess sexual orientation, conceal ment
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of same-sex behavior, HIV and STI testing history, substance
use, psychological distress, suicidality, post-traumatic stress
symptoms, cultural estrangement, masculinity, and history of
intimate partner violence (estimated time is 25 min), see Table
1). Theremainder of the meeting (estimated timeis 1 h 35min)
is used to conduct the audio-recorded qualitative interview.
Participantsrecelve US $50 in compensation plus reimbursement
for transportation costs.

Qualitative I nterviews

We conduct semi-structured (focused) interviews [100] using
a nondirective approach, whereby the interview trgectory is
largely determined by participants. This providesthem with an
opportunity to explore their formative sexual experiences
relative to matters of personal significance with theinterviewer
remaining attentive to issues of sexual identity and orientation,
adult sexual rel ationships, identification with masculinity norms,
substance use, emational functioning, and concealment of
same-sex behavior. We use an interview guide (Multimedia
Appendix 3) that reflects a preliminary framework of factors
expected to be important in understanding appraisal of CSE.
As data are collected and the Principal Investigators (PIs)
conduct initial analyses, elements of the guide may require
revision and any important issues that emerge will be added.
Interviewer training focused on skills for putting participants
at ease, remaining neutral, establishing rapport, and eliciting
rich datausing an interview guide. Throughout data collection,
the Pls will review randomly selected interviews to monitor
their quality. The Pls also conduct regular debriefing sessions
with theinterviewersto review field notes and discuss concerns
or unanticipated issues. This gives interviewers an opportunity
for catharsisand allows for a preliminary examination of study
aims within the context of each interview. Regular interaction
of the Pls with the data and with field staff also serves as a
verification step to ensure reliability and validity of the data
[101].

I ndirect Approach to Assessing Childhood Sexual Experiences

Researchers have called for more in-depth exploration of CSE
among MSM and MSMW [29,32,37,50], with particular
emphasis on how men perceive these experiences (eg, unwanted,
consensual) [32]. Knowing that cognitive appraisal and
interpretation of sexual abuseisassociated with adjustment and
coping strategies[29,39,102,103], it iscritical that men be able
to reflect on their experiences in their own terms. A major
strength of thisstudy isthat it will differentiate experiencesthat
men appraise as being abusive from those appraised as being
consensual but meeting criteriafor sexual abuse. We know from
past research that this process allows for emerging connections
among CSE, adult sexual relationships, and substance use
behavior that may not be revealed in a quantitative assessment
reliant on preimposed CSA definitions [32].

Thisis not to deny the value in definitions of CSA generated
by quantitative research. On the contrary, a framework of
agreed-upon variables to reinterpret men's narratives of their
experiences enables investigators to detect discrepancies that
can be further addressed.
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Table 1. Screening and interview measures (M).

M # Phase Measure

lalj R Sociodemographics: (1a) sex at birth, (1b) gender identity and expression, (1c) age, (1d) ethnicity (Hispanic or non-Hispanic),
(1e) race, (1f) income, (1g) education, (1h) religion and spirituality, (1i) housing, (1j) residein NYC

2 b Klein Sexual Orientation Grid [88]: 21 items to assess past, present, and ideal sexual attraction, behavior, and fantasies;
emotional, social, and lifestyle preferences; and self-identification

3ab S Sexual partners: (3a) relationship status, (3b) gender of sexual partnersin the past 12 months

3c | Sexual behavior in the past 6 months

4 [ Concealment of same-sex behavior: 7-item modified version [76] of the Self-concealment Scale [89]

5 | HIV and sexually transmitted infection testing history: ever tested, when was the most recent test, results of most recent test

6a-6d S| Childhood sexual experiences [32]: (6a) age at first sexual experience with afemale (if applicable), (6b) age at first sexual
experience with amale, (6c) age of female partner, (6d) age of male partner

7 [ Recent substance use [90,91]: 21 items to assess recent acohol use, drug use, and related problems

8 | Addiction Severity Index lite version [92]: Two items to assess substance use history

9 [ Mental Health Inventory[93]: 18-item measure to assess symptoms of psychological distress

10 I Suicidality [94]: Single item to assessif participant ever seriously considered or tried to commit suicide

11 [ Post-traumatic stress symptoms [95]: 6-item screening tool

12 I Cultural estrangement [96]: 4-item scale to assess perceived differences between one'sideas or opinions and those of individ-
ualsin one's primary and secondary groups

13 | Male Role Norms Inventory-Short Form [97]: 21-item measure of traditional masculinity ideology

14 [ Intimate partner violence (IPV) [15]: three items to assess past year |PV and perpetrator

15 I Resilience [98,99]: 2-item modified version of resilience

16 S Provider interactions: Six items to assess perceptions of servicein health care settings

83 implies administered as part of study screening.
by implies administered as part of study interview.

Our approach: (1) alows men to discuss formative sexual
experiences occurring before age 16 without imposing
terminology that iscommonly associated with abuse; (2) allows
men to discuss why they appraise these experiences as abusive
or consensud; and (3) alows researchers to systematically
(re)appraise certain experiences as abusive based on details
provided by the participant (ie, age differential, evidence of
coercion, penetration) without influencing the narrative [32,34].
This strategy can be particularly useful for providers working
with stigmatized populations, including black and Latino
MSM/W who may be motivated by normative heterocentric
pressures from within their respective communities to conceal
abusive same-sex experiences. Indirect questioning has been
used to elicit more accurate responsesin screening for substance
abuse[104], HIV risk [105], and intimate partner violence[106].

I nterviews With Service Providers

For Aim 3, weareinterviewing 30 NY C-based service providers
(concurrently with the MSM and MSMW interviews) recruited
through provider training networks and local organizationsthat
specialize in substance abuse treatment, HIV prevention and
counseling services, and mental health and other health-related
services. Interviews are audio-recorded and take approximately
1.5 hours; providers receive $30 compensation. We begin with
a few structured questions (eg, time in the profession,
educational background, types of services offered to MSM and
MSMW, courses and training in sexual education and crisis
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counseling); estimated time is 15 min. The remainder of the
meeting focuses on perceived preparednessto incorporate sexua
history and issues of sexuality into treatment or counseling and
issues of trauma-informed care, including whether and how
providersscreenfor CSA and what they do with thisinformation
as they learn it from clients. We present vignettes (of
hypothetical clients) derived from previous research [32] to
ascertain whether and how providers recognize potentialy
abusive sexual experiences. Follow-up (probing) questions ask
how the provider would proceed with each client presented in
the vignettes. We have also modified several topics from the
interview guide used with black and Latino MSM/W
(1G12-1G15) to examine provider perspectives on the need to
incorporate sexual history (and how) in treatment and other
counseling settings.

Data Analysisand I nterpretation

Qualitative Analysis

Interviews with black and Latino MSM/W will be transcribed
before coding and thematic analysis[107,108]. Theinvestigators
will extract and examine interview text asit relates to the study
aims. Using qualitative data analysis software (ATLASLi v.
8.0), the study team will be able to search for and extract text
by combining codes: for example, “Appraisal of CSE with
Mae’ AND “Conceament of Same-Sex Behavior.” In this
example, retrieved segments of text will show only those
interview sections where men discuss their appraisal of CSE
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with an older male partner and whether/how they concea
same-sex encounters. Thisprocesswill bereplicated throughout
the analysisto examine each of the aims. The investigators will
evaluate participant appraisals [32] of their CSE using
established criteria for sexual abuse (Aim 1) [12,35,50]. The
following will be coded for each of the narratives and validated
with study measures. participant’'s age at the time of his
experience(s); age of sexual partner(s); and the nature of the
relationship or encounter (eg, power differential, evidence of
coercion). Whenever possible, we will consult information
regarding age of consent laws to further determine whether
descriptions of sexual experiences are consistent with those of
abuse. Furthermore, this process will allow usto consider how
the intersection of social identities may influence appraisals of
CSE (Aim 2)—for example, current relationships with women
(IG8), identification with masculinity norms (1G7), and CSE
with an older female (1G3).

Analysis of Service Provider I nterviews (Aim 3)

Interviewswith service providerswill betranscribed and coded
before analysis. We will analyze and integrate provider datain
severa ways. First, using datafrom both providersand MSM/W,
we will compare perceptions of the need to incorporate sexual
history into treatment and counseling settings. We will also
examine acceptable intervention formats with sexua abuse
issues from the perspectives of potential clients and providers
(IG13-1G15). Second, provider responsesto vignetteswill reveal
patterns in perceived abuse and preliminary findings as to the
acceptability of using an indirect approach to assessing CSE
(and ultimately, abuse). Third, using provider accounts of their
experiences with client sexual histories, in conjunction with
how they respond to the vignettes, we will derive a preliminary
assessment of the level of preparedness to address issues of
abuse and sexuality in diverse treatment and counseling settings.

Quantitative Analysis (Aims 1 and 2)

The study aimswill be primarily addressed through qualitative
analyses. However, the proposed sample (N=80 black and L atino
MSM and MSMW) will alow for some supplemental
guantitative analyses [109]. Validity of self-reported data will
be assessed by comparing digibility survey information, survey
measures administered during the interview meeting (see Table
1), and the qualitative interview [110]. For statistical analyses,
we will use the conventional aphalevel (.05). For Aims 1 and
2, wewill run all frequenciesto describe sample characteristics
(eg, age, sexual orientation, HIV status) and conduct chi-square
or analysis of variance teststo compare key characteristics (eg,
differences [racial/ethnic, sexual orientation, concealment of
same-sex behavior, perpetrator gender, and perpetrator age]
between men who perceive their experiences as abusive versus
those who do not). We will also examine potential differences
between those participants who described consensual
experiencesthat met conditionsfor CSA and those who reported
abusive experiences.

Appraisalsof CSE areacritical outcome of the proposed study.
Power calculationsfor this outcome (example bel ow) are based
on estimates from our previous study with nongay-identified
MSMW [32]. In that study, 27.5% of men reporting a sexua
experience during childhood perceived it as abusive. Estimated
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power for atwo-sample paired proportions test is based on the
following: proportion of experiences appraised as abusive by
the participant and proportion of experiences (re)appraised as
abusive by the study investigators. Assuming an apha of .05
and a conservative change (increase) of 30% in abuse appraisals
[32], the proposed sample sizes (N=80; n=40 per subgroup
[MSM, MSMW; black, Latino]) have sufficient power (>.90)
to detect a difference.

Data Integration

We will employ “Best Practices’ for mixed methods research
[111] to integrate quantitative and qualitative data. Quantitative
data will be used to identify subgroups to compare emergent
qualitative themes. For example, cases of problematic substance
use will be identified before reviewing the qualitative data
pertaining to 1G9 (coping with CSE) and 1G10 (alcohal or drug
initiation). Quantitative and qualitative data will be used to
assess multiple social identities expected to influence appraisal
(Multimedia Appendix 2). Thus, we will be able to examine,
for example, how black MSM who identify themselves as gay
understand their CSE with an older male compared with
heterosexually-identified black MSMW who actively conceal
same-sex behavior. We will also analyze potential cultural
similarities in CSE appraisal and interpretation—for example,
Latino and black MSMW with low levels of cultura
estrangement and high identification with traditional masculine
norms. Attention will be paid to similarity and diversity within
and between groups throughout the analysis [75]. Finally,
employing both qualitative and quantitative analyses can
enhance the validity of study findings[110,111].

Results

The study received Ingtitutional Review Board approval and
was launched in May 2017. Data collection is underway and
results are forthcoming.

Discussion

Limitations

We recognize that this formative study will not have sufficient
resourcesto recruit atruly representative sample. For example,
nonspeakers of English will not be included. Moreover,
recruitment methods favor those with internet access, but this
may be somewhat offset by recruitment from community-based
organizations. Much of thedatawill be retrospective and despite
measures that we have incorporated to minimizerecall bias, the
possibility remainsthat some accounts may suffer from memory
suppression.

Practical Significance

Findings will inform an RO1 proposal to develop and test an
aternative CSA instrument accompanied by a training
curriculum for use in health services and research settings.
Specifically, data from black and Latino MSM/W will be
trandlated into a preliminary set of testable questions to
indirectly detect sexual abuse perpetrated against male
participants or clients. Study findings from service providers
will offer insight into how qualitative assessments of sexual
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history can be used in conjunction with substance use measures  discomfort among service providersin taking childhood sexual
and mental health screeningsto better understand theimpact of  histories; and inform training in the use of this alternative
abuse; inform strategies to improve linkage to care; elucidate  instrument.

the degree of acceptability, preparedness, and potential
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